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The need for evidenced-based treatment guidelines is more important than ever, since 
mental illness affects one in five adults in the US each year, with nearly 10 million adults 
(4% of the US adult population) suffering with mental disorders serious enough to 
impact one or more areas of social and occupational functioning. There are nearly  
4 million patients with depression followed by primary care in the US, with nearly four 
out of every five prescriptions for antidepressants being written by nonpsychiatrists. 
Clinicians and researchers must find a way to evaluate and disseminate the best treat-
ments, individualized for each patient.

Treatments for behavioral and mental health disorders are an evolving area of science 
and practice that have substantial impact on the people who suffer from them. It is 
estimated that 47% of the US population will suffer from one or more mental health 
problem during their lifetime at a cost of over $57 billion (APA, 2016; Kessler et al., 
2007). Research indicates that up to 25% of patients in primary care suffer from a mood 
disorder and this substantially impacts other health issues such as diabetes and hyper-
tension (AHRQ, 2017). Prior to the 1990s the major treatments for behavioral health 
problems were psychotherapies, mainly based on psychodynamic theories, which had 
little evidence for their effectiveness. There were a few psychotropic medications avail-
able and many of them had significant and potentially severe side effects, and could be 
deadly with 1 month’s prescription. The “Decade of the Brain” (Library of Congress/
NIMH, 2000; Morris, 2000), and the focus on the neural and biological mechanisms of 
these disorders have radically changed treatment options since the 1990s. At the same 
time, research on evidence-based psychotherapies has increased, and proved that 
behavioral and other psychosocial therapies are also effective treatments for many men-
tal health disorders.

Following the development of Prozac and the selective serotonin reuptake inhibitors 
(SSRIs), which provided a relatively safe treatment option, there has been a substantial 
increase in the use of psychotropic medications, especially by nonpsychiatric physicians 
in the United States (Wang et al., 2005, 2006). The National Institute of Mental Health’s 
(NIMH) “Depression Awareness, Recognition, and Treatment (DART) Program” was a 
multiphase information and education program designed to educate health profession-
als and the general public that depressive disorders are prevalent and treatable (Regier 
et al., 1988). Part of the DART program targeted primary care physicians and coincided 
with the introduction of the SSRIs for treatment of depression. During the same period 
there was a dramatic decrease in the use of behavioral and other psychosocial therapies, 
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despite evidence that they are effective (Wang et al., 2005). The increase in the use of 
psychotropic medications and decline in behavioral and psychotherapies is also linked 
to changes in reimbursement and the rise in managed mental healthcare by insurance 
companies (Phelps, Bray, & Kearney, 2017). The focus on either the exclusive use of 
psychotropic medications or the preferential use of behavioral therapies has not served 
the public well, and such a practice results in many people not getting the most effective 
treatments available. Hence the need for an integrated, evidenced-based approach.

An exciting recent study by Dunlop et al. (2017) provides enticing evidence that we 
are at a new and important watershed in our understanding of effective therapies for 
mental illness. This group has identified how to use imaging techniques like functional 
magnetic resonance imaging (MRI) to differentiate probable remission of depressive 
symptoms or failure of treatment with either cognitive-behavioral therapy (CBT) or 
medication before treatment by identifying “brain subtypes” in their research sample of 
patients with depression.

It is not very often that a book comes along that provides a new and innovative way to 
integrate two areas of science and practice, while providing a comprehensive and valu-
able review of the literature. Most books on psychopharmacology focus on the neuro-
biological aspects of medications and their use with specific disorders. There is relatively 
little about integration of how the psychosocial impact of taking a medication impacts 
its functioning and effectiveness, nor have psychopharmacology texts seriously looked 
at the science of prescribing; rather, they tend to focus on the chemical prescribed and its 
impact on symptoms. In this volume Muse and colleagues break away from the unidi-
mensional, one-sided analysis of psychopharmacology as a stand-alone intervention. 
Indeed, they go even further by exploring the relative value of psychotherapy, and by 
integrating psychosocial interventions with pharmacotherapy according to the evidence 
at hand. There are chapters on each of the major categories of mental and behavioral 
health problems that review the existing literature and provide recommendations for 
the appropriate use of psychotropic medications and behavioral therapies for these dis-
orders. What is refreshing is the perspective on the integration of the two approaches, 
while relying on the existing evidence for making recommendations.

The first chapter by Mark Muse provides an overview and summary of each of the 
chapters in the book. He provides a conceptual framework to understand the chapters 
and outlines the criteria for the evidence-based reviews that rely on the recommenda-
tions of Sackett, Rosenberg, Gray, Haynes, and Richardson (1996). He then summarizes 
the major, first-line recommendations for each of the disorders. This chapter alone is 
worth the price of the book and is an excellent reference chapter. The remaining chap-
ters provide in-depth coverage of all recommended treatments, first-line, as well as 
secondary and tertiary treatments, for all major mental conditions that are seen in 
behavioral health and general medical settings. The last chapter by Dr. Muse provides 
an innovative perspective on integrating behavioral perspectives and the science of pre-
scribing with psychopharmacology. This book will serve as an important reference for 
a variety of healthcare providers. All of the many authors who collaborated on this pro-
ject are to be congratulated for developing a framework on integrating behavioral thera-
pies with psychopharmacology. This integration fits well with the move toward an 
integrated healthcare system in the United States.
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Cognitive Behavioral Psychopharmacology: The Clinical Practice of Evidence-Based 
Biopsychosocial Integration is an important collaborative step in the push toward a 
clearer understanding of the interplay between psychopharmacology and psychother-
apy, with an ever-diligent eye toward evidence-based decision-making. The chapters 
follow the format of reviewing the literature concerning effective psychotherapies, psy-
chopharmacological interventions, and combinations of both for each diagnostic cate-
gory, managing to include the relevant meta-analyses and randomized clinical trials 
down to case reports, rounded out by discussions of available published clinical guide-
lines. Outstanding chapters, able to stand alone as definitive reviews for all providers, 
are those addressing insomnia, attention deficit hyperactivity disorder (ADHD) and 
disruptive disorders in childhood and adolescence, chronic nonmalignant pain, and 
depression and dementia-related disorders in the elderly. This book is an important 
milestone in the quest to better predict and achieve therapeutic outcomes in the man-
agement of mental illness with well-studied medication and behavioral interventions. It 
will be exciting to see where the second edition of this important first round will lead us.

James H. Bray, PhD
Former President of the American Psychological Association  
and American Society for Advancement of Pharmacotherapy.

Kelly L. Cozza, MD, DFAPA, FAPM1

Associate Professor, Department of Psychiatry
Director, Psychiatry Clinical Clerkship

Scientist, Center for the Study of Traumatic Stress
Uniformed Services University of the Health Sciences

Bethesda, Maryland
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The present volume has had to wait until now to be written because a truly unbiased, 
evidence-based look at the weighted value of treatments and combinations of treat-
ments within behavioral health has required time to mature while evidence slowly 
amassed and practitioners’ acceptance of the integrated biopsychosocial paradigm 
increased. We now know, more than ever, that the biopsychosocial model is strongly 
supported by the data. Indeed, it would be remiss at this stage of our understanding to 
exclude a priori either medications or psychotherapies when evaluating the effective-
ness of the entire array of treatment approaches available for any given condition or 
patient.

This book brings together experts of renown who have made exhaustive searches of 
evidence-based studies within their respective specialties, and weighed their findings 
according to the quality of each study to be able to present to you summaries of their 
investigations as well as practice recommendations based upon the evidence. In analyz-
ing the data, authors were encouraged to use a system of classification in which each 
article reviewed was rated according to its strength of design and clarity of findings.

Chapter 1 summarizes all major findings of the individual chapters that comprise this 
volume, and it culminates in a single table that specifies first-line, integrated approaches 
for each major diagnosis. Each of the following chapters, authored in large part by teams 
made up of both prescriber and therapist, targets a specific diagnostic area, and also 
generates a concise table of detailed findings for its respective domain; within each 
chapter the reader will find a summary table with not only the first-line treatments for 
the condition under study, but also alternative treatments that may be indicated for 
particular nuances of the presenting problem, or because the condition has proved 
resistant to first-line approaches for a given patient.

The final chapter, Chapter 13, presents a new conceptualization for the integration of 
pharmacotherapy and psychosocial therapies through behaviorally managed medica-
tions. The final chapter departures from the rigorous substantiation of recommenda-
tions based on randomized clinical trials and metanalyses found in the previous 
chapters, as there simply is not, at this juncture, a body of controlled clinical studies 
investigating the systematic application of behavioral principals of learning in the inte-
gration of pharmacotherapy with psychotherapy. Notwithstanding this limitation, the 
chapter, while falling short of authoritative best-practice recommendations, presents 
numerous possibilities for innovative prescribing within the cognitive behavioral 
approach, and presents nine case studies to illustrate the potential of prescribing medi-
cations from the cognitive-behavioral paradigm.

Preface
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The idea of behaviorally prescribed medication as an interface that overarches the 
integration of pharmacotherapy with psychotherapy provides a new direction of inquiry 
from which clinical trials might eventually substantiate the basic tenant that learning is 
the basis of therapeutic change, and that learning can be enhanced by employing condi-
tioning contingencies, based on cognitive-behavioral methods, when prescribing 
medications.

I am grateful to each and every contributor to this volume. It has been a rare privilege 
to work with some of the world’s sharpest minds, and to learn how they view the prac-
tice of integrated biopsychosocial diagnosis and treatment within their specialties. I 
have received a great deal of support in preparing this book, and my gratitude extends 
especially to Wiley-Blackwell for believing in the value and uniqueness of the project, 
and to my colleagues at the Maryland Academy of Medical Psychologists, who provided 
moral as well as intellectual support.

Special thanks is due Professor Robert McGrath, past president of the American 
Society for the Advancement of Pharmacotherapy, for reviewing and encouraging 
Chapter 13.

Mark Dana Muse
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The integration of psychotropics into a broader psychosocial therapeutic plan would 
seem more than justified by previous reviews of the benefits associated with such a mul-
timodal approach to coordinated behavioral health treatment (Reis de Olivera, Schwartz, & 
Stahl, 2014). It is no longer enough to think along traditional lines of which is the best 
medication for a particular diagnosis, nor is it sufficient to adhere to one school of  
psychotherapy and apply it without much regard to diagnosis. Thus, CBT (cognitive-
behavioral therapy) for CBT’s sake, just as pharmacotherapy as a standalone, would 
appear to be paradigms with diminished futures. Evidence-based therapeutic strategies 
argue that treatments, or a combination of treatments, might best be selected according 
to their relative impact on a certain constellation of symptoms, together with accompa-
nying psychosocial variables, not the least among these being subject variables. Such an 
approach advocates integrating different biopsychosocial approaches to optimize thera-
peutic result. In some instances it is a question of selecting one treatment over another, 
while in the majority of cases it is more a question of combining treatments, and often 
this means coordinating multimodal therapeutic interventions (Lazarus, 1981).

“Evidence-based” is a lure that does not always provide us with clear-cut distinctions 
among multiple intervention strategies because, quite often, the evidence is not there. 
The evidence that is available, and it is substantial, is limited by its designs, which are 
driven by the interests of the investigators. Medications are largely tested against pla-
cebo, while CBT has rarely been pitted head-to-head against other psychosocial thera-
pies, and where this has been done by resurrecting past studies in meta-analyses, the 
results are confoundingly ambiguous (Tolin, 2010), which is not a state to be cherished 
in science. Meta-analyses incorporate all of the shortcomings of the original rand-
omized controlled trials (RCTs) that they attempt to digest (Kennedy-Martin, Curtis, 
Faries, Robinson, & Johnston, 2005; Walker, Hernandez, & Kattan, 2008). Oftentimes, 
meta-analyses find no difference between medication and psychotherapy, and no dis-
cernable advantage among various medications or among different psychotherapies. 
And, just as obfuscating is the fact that many studies are kept from public knowledge 
through selective publication, leading to a skewing of data toward a spurious impres-
sion of greater effectiveness than might otherwise be the case if all data were reported 
(Turner, Matthews, Linardatos, Tell, & Rosenthal, 2008). Still, one often finds that CBT 

Evidence-Based Biopsychosocial Treatment  
through the Integration of Pharmacotherapy  
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is presented as having accumulated substantial data to support it as an efficacious 
therapy for the majority of psychiatric disorders (Butler, Chapman, Forman, & Beck, 
2006), and this is certainly true because the number of studies completed with CBT as 
the independent variable far outweigh studies conducted on other psychotherapies. 
However, it is a stretch to say, based on the present data, that CBT is more efficacious 
than other psychotherapies. Hofmann, Asnaani, Imke, Sawyer, & Fang (2012), in a 
review of 269 meta-analyses concluded that CBT generally showed higher response 
rates than other psychosocial therapies, but the nature of the other therapies examined 
was often vague, and in several cases no superiority of CBT over the other psychosocial 
approaches was demonstrated, while in at least one case psychodynamic therapy was 
shown to be superior to CBT; indeed, when psychoanalysis is studied for effectiveness, 
it compares well with other therapies (de Maat et al., 2013), although the rigor of such 
studies leaves much to be desired.

What is the researcher, not to mention the clinician hoping to hang his shingle on 
tangible data, to derive from such a state of affairs? I submit that we have many wonder-
ful meta-analyses that have given us a glimpse of where the truth lies, but we need to go 
back and design hard-hitting RCTs to fill in the blanks. Perhaps we have mined the data 
sufficiently at this point, and need more data. Well-designed RCTs that compare head-
to-head the different psychosocial therapies are needed, just as are RCTs that pit differ-
ent medications against psychosocial therapies, and not just placebo-controlled groups. 
And, the reciprocal influence among various therapies—such as pharmacological agents 
with other psychotropics (so-called polypharmacy) as well as such agents with a multi-
tude of psychosocial therapies (what analysis of variance calls “interactions”)—is where 
the hope for integration lies. Having said this, one is often struck by the commonalities 
of the various therapeutic approaches (Frank & Frank, 1991), be they pharmacologic or 
psychotherapeutic; and, until we are able to determine more precisely what components 
of a given approach endow it with an advantage over its brother, we are likely to run a lot 
of RCTs with equivocal results, since, in the end, the common response to therapeutic 
intervention, placebo included, is a global one in which patients tend to get better.

For years the movement toward integrating psychopharmacology with psychotherapy 
has moved forward on sound judgment alone: even with a paucity of substantiating 
research, a multimodal approach where pharmacotherapy is coordinated with psycho-
logical treatments has appeared to make sense at face value. Only recently has sufficient 
data accumulated to allow evidence-based pronouncements on the value of combining 
these two approaches, and the data available at this time have vindicated the theory to 
a large extent, while certain exceptions have also been found. The efficacy of combining 
pharmacotherapy and psychotherapy as a practice is borne out to a large extent by 
research; yet, as we shall see in the coming chapters, medication is sometimes contrain-
dicated as an add-on to psychotherapy, and therapy is not always a benefit when added 
to medication management. As more investigations are completed in the area of biopsy-
chosocial integration, it will become increasingly apparent that a multitude of variables 
are implicated in outcome, the patient population under consideration being one of the 
most important (Arnold, 1993).

We have elucidated here, as far as the evidence takes us to date, which combination of 
treatments is recommendable for each of the major psychiatric diagnoses. Never before 
has a single volume embarked upon coordinating psychopharmacological and psycho-
therapeutic treatments for the major psychiatric diagnoses from the evidence-based 
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cognitive-behavioral perspective. Yet, diagnostic categorizations only take us so far, for it 
is, ultimately, the person whom we are treating, and the appreciation of the importance 
of patient variables is what distinguishes the astute practitioner from the mere technician.

There is a burgeoning movement in mental health to acknowledge the entire per-
son’s functioning across physical, psychological, and social spheres, and to integrate 
medical as well as psychological and social interventions in order to address the entire 
spectrum of the patient’s life (McHugh & Slavney, 1998; McHugh, 2012a; McHugh, 
2012b) presenting problems being, perhaps, the more important aspect of that life to 
the clinician. This book approaches the movement toward biopsychosocial integra-
tive care from an evidence-based perspective, and goes beyond to offer a new way of 
conceiving of the interface between pharmacotherapy and psychotherapy by spelling 
out proven coordinated approaches for all of the major psychiatric diagnoses.

 Methodology

The present volume has attempted to reduce bias by avoiding all pre-established search 
filters when sifting through the evidence as it exists today, but instead relied heavily on 
unfettered RCTs and meta-analyses to complete an exhaustive nonquantitative sys-
tematic review of the literature (Siwek, Gourlay, & Slawson, 2002). Cognizant of the 
variability in the quality inherent in clinical trials (Juni, Altman, & Egger, 2001), we 
endeavored to be all inclusive (Edinger & Cohen, 2013) while, ultimately, distilling our 
findings in a way that leads to basic best-practice recommendations, based upon evi-
dence and upon the expert opinion of each chapter’s authors. While some of the indi-
cations in this book arrive at the level of research-validated best practices, others are 
meant only as a starting place for the clinician to build his or her own therapeutic 
prescription for a given patient. In any case, we hold to the definition of evidence-
based clinical practice as more than the mere application of treatments according to 
their proven effectiveness in controlled trials; rather, we accept evidence-based prac-
tice as “the conscientious, explicit, and judicious use of current best evidence in mak-
ing decisions about the care of individual patients, while integrating individual clinical 
expertise with the best available external clinical evidence from systematic research” 
(Sackett et al., 1996).

The chapter authors each collected current research in their respective domain, and 
categorized the quality of the research according to the following hierarchy:

Level 1a: Evidence derived from a high-quality meta-analysis of RCTs.
Level 1b: Evidence derived from at least one well-controlled RCT.
Level 2a: Evidence derived from at least one randomized study without double-blind 

controls.
Level 2b: Evidence derived from at least one controlled, non-randomized quasi- 

experimental study.
Level 3: Evidence based on a case study or correlation study.
Level 4: Evidence based on a committee report or panel of experts.

After weighting and weighing the evidence, best-practice recommendations were 
arrived at by using the criteria outlined in Table 1.1.
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 Results

The results of each chapter’s survey of the evidence, as intriguing and valuable in guid-
ing clinical interventions as they may be, generated varying degrees of confidence. It is 
a given that no result presented itself with unequivocal certainty, and a great deal is left 
up to interpretation. The evidence, as might be predicted, was more substantial for the 
major psychiatric diagnoses (psychosis, mood disorder, anxiety) than for those diagno-
ses treated within subspecialties (pain, eating disorders, sleep disorders).

We summarize in Table 1.2,1 at the cost of oversimplification, the major findings of 
the various chapters that comprise this book, keeping in mind that only those practice 
recommendations that are considered first-line are presented here. Apart from Table 1.2, 
each chapter presents a more detailed table of its respective findings and practice rec-
ommendations; in the summary tables of the individual chapters the reader will find not 
only first-line treatments for the condition under study, but also alternative treatments 
that may be suggested for an array of reasons. In developing our recommendations and 
suggestions, we have remained cognizant of the principle that “first-line” treatments are 
only a starting point, and that there are numerous circumstances in which an alterna-
tive treatment should be considered preferable to the standard first-line approach.

There is, without a doubt, much left to be discovered in the effectiveness of various 
approaches for the treatment of mental health diagnoses, conditions, symptoms, and 
issues, and a recurrent call for greater investigation permeates each and every chapter 
of this volume. Consequently, what our survey has revealed is that we have a way to go 
before we identify condition-specific effective and efficacious treatments. Until then, it 
is reassuring that all treatments, regardless of the condition, tend to be effective to a 
degree. Globally, medication is about on par with psychotherapy, which is on par with 
social/family approaches, and many drugs and psychotherapies are equivalent among 
themselves (Cuijpers, 2016). That is not to say that there are no differences; rather, the 
differences are less impressive than the similarities. It would seem that any treatment is 
better than none (Kelly, 1955), including placebo. And let us be clear, placebo is not the 
absence of treatment, but treatment without any particular intervention.

What we don’t know is humbling, but what we do know from previous studies 
(MacKenzie, 1998; Sinyor, Schaffer, & Levitt, 2010; Soderberg, & Tungstrom, 2007) is 
that about one-third of patients treated will initially get better, while one-third of those 

Table 1.1 Best-practice recommendation criteria.

Level of 
value

Best-practice 
status Criteria

Level A Recommended Assessment supported by a substantial amount of high-quality 
evidence (Level 1 or 2) and based upon a consensus of the clinical 
judgment of the chapter authors

Level B Suggested Assessment supported by sparse, but high-grade data (Level 1 or 2), or 
a substantial amount of low-grade data (Level 3 or 4) and the clinical 
consensus of the chapter authors

Level C May be 
considered

Assessment supported by low-grade data (Level 3 or 4), or the clinical 
consensus of the chapter authors
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Table 1.2 Evidence-based findings and derived first-line clinical practice recommendations for the 
integration of pharmacotherapy and psychosocial therapy in the biopsychosocial treatment of major 
psychiatric diagnoses.

Psychosis
 ● Treatment of psychotic disorders should not be delayed, but begin early in the patient’s life, and 

should involve both medications and psychosocial components that are tailored to each patient’s 
specific needs and circumstances

 ● Antipsychotic medication use is nearly universally indicated in the management of psychoses
 ● CBT is more effective in reducing positive symptoms than in reducing negative symptoms, and is 

particularly indicated as adjunctive therapy where medication has not improved positive 
symptoms

 ● There is some evidence that preceding CBT with cognitive remediation (CR) may shorten therapy 
duration and reduce costs

 ● Relapse after successful initial treatment is prevalent with psychosis, and there is some evidence 
that cognitive-based and family therapies that specifically target relapse may improve longer 
outcomes

Major depressive disorders

 ● MILD: Talk therapy should be the primary intervention. CBT, cognitive therapy (CT), and 
interpersonal therapy (IPT) have been well researched

 ● MODERATE: Combined medication and talk therapy is preferred starting point. If a combined 
approach is not available, talk therapy and pharmacotherapy are both first-line.

 ● SEVERE WITHOUT PSYCHOTIC FEATURES: First-line interventions include CBT, CT, IPT, 
selective serotonic reuptake inhibitors (SSRIs), serotonin–norepinephrine reuptake inhibitors 
(SNRIs), and bupropion

 ● SEVERE WITH PSYCHOTIC FEATURES: SSRI/SNRI augmented with aripiprazole
Bipolar disorder

 ● MANIA: Patients diagnosed with mania should be started on medications with proven efficacy: 
specifically, carbamazepine, lithium, valproate, and second-generation antipsychotic medications, 
including aripiprazole, olanzapine, quetiapine, risperidone, and ziprasidone. For severe mania, 
combinations of mood stabilizers and second-generation antipsychotic medications should be 
considered, while providing psychoeducation over an extended period. Psychotherapy is not 
effective in controlling acute mania

 ● DEPRESSION: Electroconvulsive therapy should be considered for severely depressed patients, 
and for patients with severe mania accompanied by psychotic symptoms, significant suicidality, 
life-threatening malnutrition, or catatonia, and in those patients who fail to respond to 
medications. Traditional antidepressants should be avoided since they increase risk of switching 
to a manic or hypomanic mood

Dysthymia and adjustment disorder

 ● DYSTHYMIA: Combination therapy, consisting of CBT and pharmacotherapy, is first-line 
treatment for dysthymia

 ● ADJUSTMENT DISORDER with DEPRESSION: The first-line treatment for adjustment 
disorders is psychotherapy, especially problem-solving therapy (PST). Medications are overused 
in the primary care setting for treating adjustment disorders

(Continued)
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Table 1.2 (Continued)

Anxiety disorders
 ● GENERALIZED ANIXETY DISORDER: First-line treatment should be psychotherapeutic, and 

CBT is a reasonable first choice
 ● SPECIFIC PHOBIAS: First-line treatment for simple phobias should be CBT, with exposure 

techniques emphasized. No psychotropic medication is recommended on a continuous basis for 
the treatment of phobias

 ● SOCIAL ANXIETY DISORDER: Social anxiety disorder is more resistant to treatment than other 
anxiety disorders, and it responds about equally well to pharmacological and psychosocial 
treatment. SSRIs are considered first-line pharmacological treatment for social anxiety disorder, 
whereas benzodiazepines or beta blockers may provide effective p.r.n. coverage for performance 
anxiety. CBT is recommended as a first-line psychosocial treatment, with a group therapy 
approach particularly indicated

 ● PANIC DISORDER: CBT is the treatment of choice for panic disorder. Psychodynamic therapy 
should be considered for those patients unable to tolerate CBT for panic disorder

 ● POSTTRAUMATIC STRESS DISORDER (PTSD): Monotherapy with medication is not indicated 
with PTSD since there is no drug treatment at this time for this disorder. Psychotherapy is 
first-line, with CBT and trauma-focused being equally as effective. Medications play only an 
adjunctive role in the management of PTSD

 ● OBSESSIVE COMPULSIVE DISORDER: CBT is the treatment of choice, and should be 
prescribed as monotherapy since combining it with pharmacotherapy provides no real advantage

Borderline personality disorder (BPD)

 ● Psychotherapy is the first-line treatment. No given psychosocial approach, however, has proved 
more effective than other approaches. While dialectical behavioral therapy (DBT) and 
mentalization-based therapy (MBT) have proved effective interventions with BPD, systems 
training for emotional predictability and problem solving (STEPPS) is a much shorter 
intervention with similar effectiveness

 ● No medication is indicated for the treatment of BPD, per se, and benzodiazapines in particular 
should be avoided with this patient population.

Sleep disorders

 ● For the treatment of insomnia, CBT for insomnia (CBT-i) techniques should be considered 
first-line treatment due to the durability of treatment gains and lack of adverse effects associated 
with such treatment

 ● Of the medications for insomnia, benzodiazepines, Z-drugs, and orexin/hypocretin antagonists 
appear to have the greatest efficacy, but all of these drugs may cause significant side effects and 
interact with other medications

Chronic pain disorders

 ● Integration of multidisciplinary approaches is essential to chronic pain management; this entails 
coordinating combination therapies of CBT with pharmacological approaches, physical therapy, 
exercise, and nutrition

 ● CBT is first-line intervention for chronic pain, with pharmacological forming an essential, but 
adjunctive, role for many patients

 ● Antidepressant medication, especially tricyclic medication and mood stabilizers, are considered 
first-line among pharmacological treatments of chronic pain

 ● Combined therapy is generally indicated over monotherapy for the management of chronic, 
benign pain
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Table 1.2 (Continued)

Eating disorders
 ● ANOREXIA NERVOSA: CBT is demonstrated to be the most efficacious first-line treatment for 

adults. Family psychotherapy is indicated as first-line for children under 16 with the inclusion of 
CBT and other psychotherapy approaches when the young patient is cognitively and 
developmentally capable of using these methods. Nutritional education and behavioral 
intervention are recommended when patients are insufficiently nourished/significantly 
malnourished such that they are cognitively compromised and unable to make use of 
psychotherapy. Adding insight-oriented forms of psychosocial intervention to CBT is appropriate 
when a patient of any age exhibits co-morbidities or life concerns necessitating the integration of 
interpersonal and dynamic change processes

 ● BULIMIA NERVOSA: First-line treatment should be CBT and interpersonal psychotherapy or, 
alternatively, DBT when presenting with BPD. Fluoxetine or another SSRI, in combination with 
psychotherapy, should be considered when co-morbid with depressive and/or anxiety disorders. 
Family psychotherapy is indicated as first-line for children under 16

 ● BINGE EATING DISORDER: Combination therapy, with CBT plus SSRI, is first-line treatment. If 
response to CBT and SSRI is insufficient, shift SSRI to SNRI or augment with dopamine 
norepinephrine reuptake inhibitor (DNRI), provided no self-induced vomiting. Psychostimulants 
to improve appetite management may be indicated in combination with antidepressant and CBT 
or other psychosocial therapy

Childhood Disorders: ADHD and behavioral disorders

 ● ATTENTION DEFICIT/HYPERACTIVITY DISORDER (ADHD): There is compelling evidence 
that combined treatment, consisting of stimulant medication and behavioral management 
methods, are especially efficacious in the management of ADHD

 ● OPPOSITIONAL DEFIANT DISORDER (ODD): Psychosocial interventions should be first-line 
treatments for ODD. Behavioral Parent Training (BPT) has demonstrated the greatest benefits 
and is recommended across all age groups. Problem-solving skills training (PSST) and anger 
control skills training (ACST) are also well-established interventions, but they typically 
complement BPT for ages 7 and up. Pharmacological treatments are not recommended as solitary 
or even combined treatments for ODD due to an inability to reduce core symptoms and risk of 
negative side effects

 ● CONDUCT DISORDER (CD): The first-line treatment for CD should be psychosocial; CBT is 
particularly indicated when it incorporates a systemic component that targets patient, parent, and 
family dynamics

Disorders of elder population: Depression, dementias and cognitive disorders

 ● LATE-LIFE DEPRESSION: Antidepressant for major depressive disorder if ≤ 75 years and no 
executive dysfunction. May be augmented with aripiprazole. Psychotherapy is indicated, 
especially CBT, PST, or brief psychodynamic therapy

 ● COGNITIVE DEFICITS OF DEMENTIA: Acetylcholinesterase inhibitors (AChEIs) for 
Alzheimer’s disease, up to 2 years. Memantine + AChEI for moderate–severe Alzheimer’s disease. 
Reality-oriented psychotherapy

 ● DEPRESSION CONCOMITANT WITH DEMENTIA: Antidepressants if major depressive 
disorder criteria met. Behavioral therapy groups, and effort to enhancing social engagement of 
patients. Teaching behavioral approaches to residential staff

 ● PSYCHOTIC SYMPTOMS CONCOMITANT WITH DEMENTIA: No interventions meet  
level A of evidence

 ● BEHAVIORAL SYMPTOMS CONCOMITANT WITH DEMENTIA: Caregiver training and 
psychoeducational counseling
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who do not respond to the initial treatment will, in turn, respond to a second treatment, 
and so on, regardless of the treatment employed. While such results are based on group 
studies and cannot be translated directly to any given patient or condition, the overall 
positive outcome, although less than perfect, is of great solace to those trying to help 
others in need. It is also reason to pause and reflect before championing any given 
therapeutic school, method, or substance.

That being said, Table 1.2 generally finds that psychotherapy is as effective, while pos-
ing less risk of pernicious iatrogenic outcomes, as pharmacotherapy, and, therefore, 
psychosocial interventions are indicated as first-line treatment over pharmacotherapy in 
the majority of psychological problems. The exception, in which pharmacotherapy might 
be considered to trump psychotherapeutic approaches as first-line interventions, consist 
largely of the treatments of major mood and thought disorders. Combination treatments, 
on the other hand, are generally indicated for the majority of conditions, with anxiety 
disorders, adjustment disorders, and personality disorders being the exception. Yet, each 
condition has its own indications and contraindications, and all are full of caveats.

For example, antipsychotic medication use is generally indicated in the management 
of psychoses, while combined treatments that involve both medications and psychoso-
cial components are best tailored to each patient’s specific need and circumstance. 
Relapse is particularly prevalent with schizophrenia, and the use of cognitive and family 
therapies that specifically target relapse should form an integral part of treatment with 
this patient population. In the treatment of major depression, combined treatments can 
provide greater benefit when patient expectations are addressed to ensure that there is 
a realistic understanding of the degree and pacing of improvement; the combined use 
of selective serotonin reuptake inhibitors (SSRIs) together with CBT should be consid-
ered first-line. Bipolar disorder, by and large, requires the use of mood-stabilizing medi-
cation during manic episodes, and antidepressant agents (excepting SSRIs and 
serotonin–norepinephrine reuptake inhibitors (SNRIs)) during the depression phase of 
the disorder, while psychotherapy is essential as an adjunct for educating the patient on 
compliance with psychopharmacology and for facilitating a eurhythmic lifestyle. 
Dysthymia responds best to combination therapy of psychopharmacology and CBT, 
while adjustment disorder with depressed mood responds well to psychotherapy (espe-
cially problem-solving therapy and CBT). Pharmacotherapy should generally be avoided 
in chronic depression that manifests with a large psychosocial adjustment component, 
such as in the case of adjustment disorder with depression, as well as in some forms of 
depression not-otherwise-specified (NOS).

Personality disorders, and more particularly borderline personality disorder (BPD), are 
best treated with psychosocial approaches, while medication, at best, might be used for 
co-existing symptoms outside the classic borderline constellation of symptoms; none-
theless, no one psychotherapy has proved more effective than the others used in the 
treatment of BPD. Chronic benign pain is optimally treated with an integrative, multi-
disciplinary approach, and CBT is the first-line psychotherapeutic intervention among 
such a multimodal treatment regimen, with pharmacological interventions forming an 
essential, but adjunctive, role for many patients. Opioids are of limited utility in the 
treatment for chronic pain, but should be reserved as a tertiary approach.

For the optimal treatment of insomnia, integrated cognitive-behavioral therapy for 
insomnia (CBT-i) with pharmacotherapy, in proper sequencing, appears to provide the 
most effective response. Pharmacotherapy may initially lead to faster alleviation of 
symptoms of insomnia but it is typically associated with adverse effects and the return 
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of symptoms upon discontinuation of medications. Supplementing CBT-i with medica-
tion, however, can lead to better treatment compliance in the early stages of therapy. 
Eating disorders respond well to CBT when personality disturbance is not severe. 
Notwithstanding psychosocial approaches as first-line, combined pharmacotherapy 
and psychosocial therapies are indicated in most clinical presentations of eating disor-
ders, including bulimia and anorexia. On the other hand, monotherapy with medication 
alone has not been shown to be effective in long-term treatment in any of the eating 
disorders, while group therapy is a useful adjunct to individual psychotherapy for all 
eating disorders, but is not sufficient as monotherapy.

A common factor found across ADHD, oppositional defiant disorder (ODD), and 
conduct disorder (CD) is that effective interventions rely upon the support of adult 
caregivers, with the most robust, long-lasting treatment effects achieved when parents 
and teachers are involved in intervention efforts. Psychostimulants are the gold stand-
ard for the pharmacological treatment of ADHD, yet first-line pharmacological inter-
vention is recommended for ADHD only, and is not recommended as monotherapy for 
either ODD or CD. Psychosocial therapies are considered first-line interventions for 
ODD and CD, achieving significant positive outcomes with lasting intervention effects. 
In the treatment of the elderly, with or without dementias or cognitive disorders, evi-
dence shows that antidepressants and psychotherapy are equally efficacious in address-
ing late-life depression. With demented patients, antidepressants are effective for the 
treatment of major depressive disorder, particularly with those diagnosed with 
Alzheimer-related dementia. When treating psychosis associated with cognitive disor-
ders, however, psychosocial/nonpharmacological methods are preferred due to their 
low side effect profile with this medically vulnerable population. When behavioral dis-
turbances occur concomitant with dementia, nonpharmacological interventions may 
be the first treatment tried.

 The State of the Art of Clinical Research and its Derived 
Evidence-Based Practice Guidelines

In summary, the preceding indications are not meant to be taken as a cookbook. There are, 
in fact, few specific recommendations, other than pointing out what might be best prac-
tices, and other practices that are best avoided. The indications are largely for first-line 
treatments, with further recommendations when patients are initial nonresponders. 
However, “difficult” patients, which may make up a sizable part of some challenging prac-
tices, require creative thinking, and may justify, indeed, compel the use of minority  
therapeutic approaches that are not ordinarily recommended, or the occasional imple-
mentation of polypharmacy when such practices are best not adopted by default. The 
individual chapters, dedicated to their respective major disorder or patient population, 
provide practice guidelines for second- and third-line interventions for just such complex 
or resistant cases.

Practice guidelines in general vary considerably in quality, and have been noted to 
reflect in many cases the bias of professional and governmental organizations that 
devise them (Stricker, Abrahamson, & Bologna, 1999). In this regard, we have given free 
rein to the experts who author each chapter in this book, knowing full well that bias will 
exist to a certain degree, but, in avoiding institutional input, we have confided in the 
individual professionals’ assessment of the evidence as they found it in their respective 
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inquiries. If there is an overriding bias to the present volume, it is in insisting on evi-
dence in formulating treatment guidelines rather than on theoretical considerations.

Practice guidelines might best be developed in accordance with American Psychological 
Association standards (APA, 1999, 2002), which place emphasis on demonstrating that 
recommended specific treatments offer benefit beyond the patient simply being "in 
treatment", because, as we have seen, most patients get better when in treatment, regard-
less of the type of treatment. Until then, evidence-based practice (APA Presidential Task 
Force on Evidence-Based Practice, 2006) is an ideal that is slowly becoming reality as 
research strives to provide more discerning results. In its current state, moreover, it 
requires that the practitioner be aware of the kind of research data that may be relevant 
to decisions made in the office, and it also cries out for further institutional investment 
in research if evidence is to continue to refine our decision-making.

The Cochrane Library (Higgins & Green, 2011) has, as of 2008, over a half million 
registered controlled trials, and yet we have seen that there is a need for much more 
research to fill in the gaps in our knowledge. With the evidence that we have to date, 
certain indications, recommendations, and directions suggest themselves. Guidelines 
have been offered in the past for integrating pharmacotherapy with CBT (Veale & 
Stout, 2010), with caution being recommended when combining treatment for integra-
tive care of depression, obsessive compulsive disorder, posttraumatic stress disorder, 
generalized anxiety disorder, panic, body dysmorphia, eating disorders, and personality 
disorders. Based largely on National Institute of Clinical Excellence recommendations 
(NICE, 2004, 2005, 2007), Veale and Stout (2010) suggest medication might be inte-
grated with psychosocial therapies when one or the other has proved insufficient. Busch 
and Malin (1998) point out, however, that even when a given treatment or combination 
of treatments increases effective management of presenting symptoms, an initial 
improvement in symptoms may obviate further therapeutic follow up, and interfere 
with the patient’s motivation to address more long-term issues.

A different challenge is how to operationalize evidence and its derived recommenda-
tions, and transfer guidelines into established practices. A growing body of evidence 
suggests that psychiatric medication outcomes are shaped significantly by psychologi-
cal and social factors surrounding the prescribing process; however, there have also 
been consistent findings demonstrating a gap between evidence-based emphasis on the 
importance of the prescribing environment and actual prescribing practices among 
professionals who work in environments that tend to limit personal engagement of 
patient with professional (Grol & Grimshaw, 2002). While psychiatric training program 
directors purport to value highly the importance of psychosocial factors in the prescrib-
ing process (Mallo, Mintz, & Lewis, 2014), there is limited emphasis of these factors 
being incorporated into psychopharmacology training (McGrath & Muse, 2010; Muse 
& McGrath, 2010). Until a more comprehensive training model emerges in schools of 
medicine and/or psychology, it is our impression that most professional development in 
the area of integrated practices will occur postspecialization, largely through the con-
tinuing education pursuits of the most motivated practitioners. This leaves us with the 
feeling that a lot of lip service is given to evidence-based practice, while it is, perhaps, 
the unusual practitioner who actually does the homework necessary to be able to apply 
research findings to his or her trade.

Finally, we offer a field-wide look at the state of research in mental health treatment 
through our survey of the various psychiatric groupings. Table  1.3 summarizes the 
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Table 1.3 The state of research in evidence-based behavioral health treatments of major psychiatric 
diagnoses.

General observations across all diagnoses
 ● Research results are difficult to transfer directly to clinical practice due to the limitations found in 

many research studies. Specifically, research conditions are quite different from practice 
conditions, which begs the question of whether research results, due to their restrictive protocols, 
underestimate the effectiveness of treatment in a flexible, accommodating clinical setting

 ● The selection of patients in randomized controlled trials (RCTs) is exclusionary, and does not 
necessarily represent the patient population served in clinical practice

 ● Patients’ preference for a given treatment method is ignored in research employing randomized 
assignment. Patient preference, however, plays a large role in treatment outcomes, and may 
account for clinical improvements due to goodness of fit that is absent in research designs

 ● Outcome data in research, such as rating scales, may miss the quality-of-life issues that motivate 
people to seek treatment

 ● Many studies of medication impact utilize only one medication, and some do not allow for dose 
titration. In a few studies there is flexible dosing, and an occasional “second step” medication 
when a first medicine does not bring about symptom resolution, but the treatment options are 
still limited

 ● There is a large variety of treatment approaches that in the research are often treated as 
equivalent. Many of these have not truly undergone head-to-head trials

 ● CBT is a broad term that is used to describe therapies that may have little in common, but are 
often aggregated into meta-analyses without verification that the protocols are comparable

 ● In both therapy and medication the majority of studies compare to a placebo. In the few studies 
that do compare medicines in a head-to-head trial, such comparisons are often limited to pairing 
a new drug with an older one. Research would ideally compare multiple psychosocial and 
pharmacologic treatments with other comparable therapies, rather than simply showing 
superiority over placebo

 ● Research has lagged behind practice, where patients often choose their mode of therapy or elect 
for combined therapy. Much more research needs to be done involving combined therapy

 ● Many studies that result in inconclusive or negative findings are not made public, creating an 
inflated sense of the effectiveness of treatments based only on positive, confirmatory studies

Diagnosis-specific observations

 ● Psychoses: There is significant demographic variation based on the particular diagnostic criteria 
and research sampling methodology utilized in identifying schizophrenia. Findings are limited by 
the small size of the compared groups. Well-controlled investigations of the combination of 
psychotropic medication plus nonmedicine treatments versus medication or psychotherapy alone 
are limited because the use of add-on nonmedicine treatment has become the standard practice 
for most patients suffering from psychosis; therefore, there are many confounds that obscure the 
true effectiveness of each treatment, per se. Research contains several specific models for 
integrated clinic operations, but it has not advanced to the stage of reliably unpacking individual 
psychosocial components within those models

 ● Major depressive disorder: Antidepressant medications in research are grouped based on category 
(i.e., selective serotonin reuptake inhibitor (SSRI), tricyclic, serotonin–norepinephrine reuptake 
inhibitor (SNRI), etc.). These medicines also often get aggregated in meta-analyses, ignoring 
potential differences. CBT studies limit therapy to a number of sessions far below the number 
generally employed in other therapies such as psychoanalysis, making head-to-head comparisons 
difficult

(Continued)
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 ● Bipolar disorder: Traditionally, research into bipolar disorders focused mostly on controlling 
acute mood symptoms using physical interventions such as medication or electroconvulsive 
treatments, and only recently have psychosocial components come under investigation. The 
research into psychosocial interventions for bipolar depression, however, has mainly focused on 
its use as adjunctive treatment. Research has focused on medication adherence and very little 
emphasis has been directed toward behavioral adherence

 ● Dysthymia and adjustment disorders: There is little research on dysthymia, and even less on 
adjustment disorder with depressed mood. What little research is available has largely been done 
through drug studies, leaving little evidence as to the effectiveness of psychosocial treatment of 
chronic depression

 ● Anxiety disorders: More research on psychosocial approaches other than CBT is needed. Such 
research would ideally compare different psychosocial therapies, rather than simply show 
superiority over placebo. Much more research is needed with the child and adolescent population 
to show benefits and adverse reactions to pharmacotherapy in anxiety disorders

 ● Personality disorder: Structured interviews and self-report assessments are helpful in properly 
diagnosing borderline personality disorder (BPD), but they are rarely used outside of research 
settings. Although there is no Food and Drug Administration (FDA) approved medication for 
BPD, many patients seen in clinical trials for psychosocial interventions are on psychotropics, 
confounding the results obtained. Future research should begin to test models that integrate what 
are considered the best ideas from different programs, thereby drawing on some of the most 
fertile areas as we continue exploring better treatments

 ● Insomnia: More research is needed to make specific comparisons between different 
pharmacological interventions, comparing pharmacological interventions to CBT, and examining 
the efficacy of different sequences of treatment combinations. As benzodiazepines are used in the 
treatment of insomnia, more research is needed to evaluate the potential relationship between 
this class of medication use and dementia. More research on polypharmacy for insomnia and 
depression is needed in order to development specific guidelines regarding safe and effective 
combinations

 ● Chronic pain: Research to date has not entirely clarified the benefit/risk ratio of the intrathecal 
opioid drug pump. Medications for pain can be particularly risky for older adults, yet there is little 
research on alternatives. Future research should be directed at the identification of which 
components of CBT work for what type of patient and why. Furthermore, future research should 
include more direct comparisons of adverse outcomes associated with mainstream treatments vs. 
the relative safety of alternative medicine treatments

 ● Eating disorders: The preponderance of research is on anorexia nervosa, while bulimia has been 
relatively neglected

 ● Child and adolescent population: Much more research is needed with the child and adolescent 
population to show benefits and adverse reactions to pharmacotherapy. Few studies have 
examined the efficacy of pharmacotherapies on children with comorbidity of attention deficit 
hyperactivity disorder (ADHD) and aggression. Pharmacological research dedicated exclusively to 
the treatment of oppositional defiant disorder (ODD) is very limited

 ● Geriatric population: Very few studies have examined the efficacy of psychotherapy as a 
treatment for a formally diagnosed depressive syndrome in people with dementia. The FDA has 
not approved any medication to treat psychotic symptoms concomitant with dementia, making 
all medication use off-label

Table 1.3 (Continued)
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quality of research discovered by the different teams that authored the individual  
chapters. While there are many limitations in the design and findings of past and pre-
sent studies, the recent interest in research-based evidence in the selection of treatment 
modalities is, itself, an indication of practitioners’ desire to be guided by rational  
decision-making in providing recommendations to their patients. It is our hope that the 
behavioral sciences will continue to improve the research effort to reduce ambiguities 
among evidence, and to further clarify effective and efficacious treatment options.

Evidence-based practice of behavioral health intervention is wrought with caveats of 
inadequate research and insufficient guidelines for translating what evidence exists into 
clinical practice recommendations. Still, given that the emphasis on linking practice to 
research is essentially nascent at this time, the future is left to imagine. One of the 
inspiring trends is the blurring of traditional professional difference between “prescrib-
ers” and “therapists.” It is not difficult to imagine a future in which clinicians in the 
behavioral health field are educated in the biological foundations as well as the psycho-
logical and sociological foundations of mental illness and health. Such a generation of 
practitioners, integrated into the entire extant body of knowledge and eager to expand 
its limits, may better ask the right questions and find the correct answers on how to best 
bring science to bear on matters of mental/emotional suffering and wellbeing.

Note

1 Table 1.2 reviews the first-line practice recommendations for each major diagnosis and/
or patient population. The individual chapters delve further into the details of each 
condition, and present in their respective summary tables not only first-line treatments, 
but suggested alternative treatments of merit to be considered when matching approach 
with the individual patient.
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2

The changes in diagnostic criteria for psychotic disorders in the transition from the 
Diagnostic and Statistical Manual of Mental Disorders, fourth edition (DSM-IV-TR) to 
the fifth edition (DSM-5) were relatively piecemeal when compared to major shifts in 
other diagnostic categories (American Psychiatric Association, 2000, 2013). Schizophrenia 
subtype categories (paranoid, disorganized, catatonic, undifferentiated, and residual) 
were eliminated due to poor empirical support, and replaced with a dimensional rating 
system to describe symptom severity. A requirement was added that at least one of the 
core positive symptoms of schizophrenia be present, and the diagnostic requirements of 
differentiating bizarre from nonbizarre delusions and “Schneiderian” auditory hallucina-
tions (e.g., two or more voices conversing) were eliminated. The requirement was added 
for the diagnosis of schizoaffective disorder that a relevant mood episode be present for a 
majority of the disorder’s total duration. The criteria for delusional disorder eliminated 
the requirement that delusions be nonbizarre, and instead added a specifier for bizarre 
delusions. There is no longer a distinction between shared and nonshared delusional dis-
order, and, finally, the criteria for catatonia were simplified to eliminate different symptom 
requirements for different contexts (e.g., psychotic, bipolar, depressive, other medical, or 
undifferentiated medical conditions). Unless otherwise specified above, the International 
Statistical Classification of Diseases and Related Health Problems, 10th revision (ICD-10; 
WHO, 1992) and DSM-5 criteria for the disorders discussed in this section are equivalent.

The classification of psychotic disorders is based upon core symptoms that include 
delusions, hallucinations, disorganized thinking and/or speech, grossly disorganized or 
abnormal motor behavior (including catatonia), and negative symptoms (American 
Psychiatric Association, 2013). Delusions are defined as “fixed beliefs that are not ame-
nable to change in light of conflicting evidence,” and hallucinations as “perception-like 
experiences that occur without an external stimulus.” The degree of thought disorgani-
zation is often inferred from speech. Relevant motor behaviors can include “silliness,” 
agitation, difficulties learning motor behaviors or directing them toward goals, and 
catatonic decrease in environmental reactivity. Negative symptoms can include dimin-
ished emotional expression, decreased self-initiated purposeful activities (avolition), 
diminished speech (alogia), decreased pleasure from positive stimuli or recollections 
(anhedonia), and decreased interest in social interactions (asociality).

Psychoses: Evidence-Based Integrated Biopsychosocial 
Treatment
David Shearer, Bret A. Moore, and Christopher Brown
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Schizotypal (personality) disorder is referenced in the DSM-5 section for schizo-
phrenia spectrum and other psychotic disorders, because it is considered a part of the 
schizophrenia spectrum despite being formally classified among the personality disor-
ders. Its estimated prevalence is up to 1.9% in clinical populations and 3.9% in the 
general population. This disorder is marked by a combination of difficulty maintaining 
close relationships, cognitive and perceptual distortions, and eccentricities of behavior. 
These symptoms must not occur exclusively during a psychotic disorder, mood disor-
der with psychotic features, or autism spectrum disorder.

Delusional disorder includes the following subtypes: erotomanic, grandiose, jealous, 
persecutory, somatic, mixed, and unspecified. This disorder has an estimated preva-
lence rate of around 0.2% (most commonly the persecutory subtype), and although the 
DSM-5 authors speculate that the jealous subtype may be more common in males, 
overall no significant gender differences are noted. This disorder is characterized by 
one or more prominent delusions in the absence of significant hallucinations, and by 
any functional impairment and mood disturbance closely linked to the delusion(s). 
Unlike the DSM-5, the ICD-10 still distinguishes between shared (induced delusional 
disorder) and nonshared variants of this diagnosis.

Brief psychotic disorder involves one or more core positive symptoms of psychosis 
(delusions, hallucinations, disorganized speech, and/or grossly disorganized or cata-
tonic behavior) lasting for more than a day but less than a month and leading to full 
return to premorbid functional level. The disorder has about twice as high an inci-
dence rate among females as males. Relevant specifiers include “with/without marked 
stressor(s),” “with postpartum onset,” and “with catatonia.” The ICD-10 has a greater 
variety of diagnostic labels than the DSM-5, and includes acute polymorphic psychotic 
disorder without symptoms of schizophrenia; acute polymorphic psychotic disorder 
with symptoms of schizophrenia; acute schizophrenia-like psychotic disorder; other 
acute predominantly delusional psychotic disorders; other acute and transient psy-
chotic disorders; and acute and transient psychotic disorder, unspecified.

Schizophreniform disorder involves two or more core positive or negative symptoms 
of psychosis (delusions, hallucinations, disorganized speech, grossly disorganized or 
catatonic behavior, and/or negative symptoms) lasting between 1 and 6 months, and 
not meeting criteria for a more severe psychotic disorder. The estimated prevalence 
rate globally is similar to schizophrenia (0.3–0.7%), but in the US is approximately five 
times less prevalent than schizophrenia. In the ICD-10, this diagnosis is classified under 
“other schizophrenia.”

Schizophrenia is the most widely researched and publicly recognized psychotic diag-
nosis, and its history includes significant shifts in theoretical conceptualization, neuro-
biological understanding, and diagnostic criteria. DSM-5 criteria for diagnosing 
schizophrenia involve the occurrence of two or more of the symptoms of schizophreni-
form disorder that last for at least 6 months, with at least 1 month of active-phase symp-
toms. The lifetime incidence rate of schizophrenia, according to the DSM-5, is estimated 
at 0.3–0.7%, with significant demographic variation based upon the particular diagnos-
tic criteria and research sampling methodology utilized. The most inclusive diagnostic 
criteria appear to show equivalent risk between females and males. In contrast to the 
DSM-5, the ICD-10 still includes schizophrenic subtypes (paranoid, hebephrenic  
(disorganized), catatonic, undifferentiated, residual, simple, other, and unspecified), as 
well as a diagnosis of postschizophrenic depression.
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Schizoaffective disorder is the most severe psychotic disorder, involving concurrent 
major mood episodes (major depressive or manic) and active-phase schizophrenia. Its 
incidence rate is estimated to be a third of that of schizophrenia, with higher inci-
dence among females because of the higher incidence of major depressive episodes 
among females.

Substance/medication-induced psychotic disorder involves delusions and/or halluci-
nations developing during or soon after relevant substance exposure, intoxication, or 
withdrawal. A concurrent substance-related diagnosis is customarily made. Although the 
DSM-5 states that prevalence in the general population is unknown, between 7 and 25% 
of individuals presenting with first-episode psychosis may meet criteria for this diagnosis.

Psychotic disorder due to another medical condition includes prominent hallucina-
tions or delusions that are the direct pathophysiological consequence of another medi-
cal condition such as transient infection or chronic cephalopathy, and that do not occur 
exclusively during the course of a delirium. Lifetime prevalence estimates are 0.21–0.54%, 
with the highest incidence among people over 65 years of age, and with significant vari-
ability between underlying medical etiologies.

Catatonia can occur with a variety of psychiatric disorders and medical conditions, 
and includes symptoms of stupor, catalepsy, waxy flexibility, mutism, negativism, pos-
turing, mannerism, stereotypy, agitation, grimacing, echolalia, and echopraxia. The 
incidence rate of catatonia among schizophrenic patients is estimated as being about 
35%, with a majority of catatonic cases occurring as part of depressive and bipolar dis-
orders rather than psychotic disorders. Three catatonic diagnoses are recognized among 
the psychotic disorders in the DSM-5: catatonia associated with another mental disor-
der; catatonic disorder due to another medical condition; and unspecified catatonia.

A diagnosis of “other specified schizophrenia spectrum” and “other psychotic disor-
der” may be made when full criteria are not met for any other psychotic disorder, and 
when a clinician wishes to communicate a specific reason for this. Examples of such 
circumstances provided in the DSM-5 include persistent auditory hallucinations in the 
absence of other symptoms, delusions with significant overlapping mood episodes, 
attenuated psychosis syndrome, and delusional symptoms in the partner of a person 
with delusional disorder. A diagnosis of “unspecified schizophrenia spectrum” and “other 
psychotic disorder” may be made when full criteria are not met for any other psychotic 
disorder, and when a clinician wishes not to communicate the specific reason for this.

 Historical Perspective

The modern scientific conceptualization of psychosis is often referenced as beginning 
with the work of Emil Kraepelin in the late 19th century and Eugen Bleuler in the early 
20th century (Kyziridis, 2005). Kraepelin coined the term “dementia praecox” (“early 
dementia”) to characterize a syndrome of emotional, social, cognitive, and neurological 
symptoms that are now understood as psychotic in nature. Bleuler, a critic of the con-
ceptualization of dementia praecox, coined the term “schizophrenia” and described 
positive and negative symptoms, including four “As” (blunted Affect, loose Associations, 
Ambivalence, and Autism). Although modern understanding of psychotic disorders 
has evolved beyond the work of Kraepelin and Bleuler, these early pioneers are under-
stood to have brought a greater level of science to the study of such disorders.
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The rise of psychoanalysis included a focus on early childhood experiences as possible 
progenitors of psychosis (Kyziridis, 2005). Parenting dynamics such as the “schizophre-
nogenic mother” and the “double bind” scenario featured prominently in psychoanalytic 
understanding of unconscious patterns underlying psychotic, cognitive, and emotional 
patterns. The discovery of first-generation antipsychotic medications during the 1950s 
spurred a more biologically based investigation of psychosis, a movement that grew 
considerably in the 1970s with the rise of cranial imaging technology such as computed 
tomography (CT). Findings of increased ventricular size and responsiveness to  
dopamine-modulating agents provided compelling evidence of the biological basis of  
psychotic disorders. Even more recently, genetic studies of psychosis have increased 
scientific knowledge of heritability and distinction between subtypes (Insel, 2010).

Social and political developments have played as much of a role as scientific advances 
in the landscape of psychosis in the US. For the first half of the 20th century, institu-
tional treatment of serious mental illness was far more widespread, culminating in a 
population maximum of 559,000 psychiatrically institutionally individuals in 1955 
(Lamb & Bachrach, 2001). Institutional environments were able to support intensive 
interventions, such as neurosurgery, electroconvulsive therapy, and management of the 
serious side effects of first-generation antipsychotics.

Despite the prominence of long-term inpatient institutions in American mental 
health care, ethical controversies with this approach led to a movement of widespread 
deinstitutionalization in the second half of the 20th century (Lamb & Bachrach, 2001). 
Notwithstanding intentions of increased patient autonomy and social integration, dein-
stitutionalization has itself been controversial. This is both because the population of 
chronically psychotic individuals has been met with high rates of incarceration and 
homelessness, and because a nationwide system of outpatient community mental health 
centers has never materialized as fully as had been envisioned. The interventions dis-
cussed in this chapter can only be understood within a healthcare system still struggling 
with the tension of how to best provide care for chronically mentally ill patients who 
often cycle between brief inpatient stays, tenuous housing situations, and interaction 
with law enforcement.

Present-day evidence-based psychosis treatment continues to require antipsychotic 
pharmacotherapy as the standard of care (Patterson & Leeuwenkamp, 2008), but also 
uniformly acknowledges the need for psychosocial as well as biochemical intervention 
(American Psychiatric Association,  2004; Canadian Psychiatric Association,  2005). 
Assertive community treatment, supported employment, cognitive-behavioral therapy 
(CBT), family-based services, token economy behavioral modification, skills training, 
psychoeducation, cognitive remediation, and treatment of co-occurring addiction and 
weight management conditions all show varying degrees of promise in conjunction 
with antipsychotic medication, as does close case management to ensure adherence and 
consistency.

 Evidence-Based Findings

Many of the more recent randomized controlled trials (RCTs) have evaluated the  
efficacy of treatment early in the disease process of psychosis. The trend has been toward 
evaluating treatment of first-episode psychosis to determine if earlier intervention might 
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improve long-term outcomes. Well controlled investigations of the combination of  
psychotropic medication plus nonmedicine treatments versus medication alone are  
limited (e.g., Guo et al., 2010) because the use of nonmedicine treatment (e.g., CBT, psy-
choeducation, family-based services) has become the standard practice for most patients 
suffering from psychosis. Therefore, the majority of recent RCTs compare medication 
plus a nonmedicine treatment of interest vs. treatment as usual (TAU); and TAU most 
often includes both medication (most often an atypical antipsychotic) and some form of 
psychosocial intervention. For instance, patients with psychosis who are treated with 
antipsychotics in the US and other western countries are typically offered some form of 
community treatment in addition to the medication, such as case management.

Pertinent to our discussion here are the findings of Jääskeläinen et al. (2013) in a 
review and meta-analysis of recovery in schizophrenia. These authors found that in 
their review of 50 studies, only one in seven patients with schizophrenia met their cri-
teria for recovery. They concluded that “Despite major changes in treatment options in 
recent decades, the proportion of recovered cases has not increased” (p. 1296). Ventura 
et al. (2011) evaluated remission and recovery rates for medication treatment of early 
schizophrenia. The 77 patients in this study were followed for 1 year after hospital dis-
charge with continuous antipsychotic treatment. The results were discouraging, with 
only 36% maintaining full remission at 6 months of which 10% achieved full recovery. 
At 1 year 22% had maintained full symptom remission and only 1% had a full 
recovery. This emphasizes the importance of investigating and increasing the efficacy of 
treatments for psychosis, particularly the combination of antipsychotic medication plus 
psychological/psychosocial interventions. The question is less about whether we should 
combine medication and psychosocial intervention and more about which combination 
has the best results.

 Level 1 Evidence: RCTs and Meta-analyses

Randomized Controlled Trials

One approach to treatment can be termed “integrated treatment” (IT). The rational for IT 
is based on an assumption that a combination of diverse treatment approaches may be 
more effective than a single intervention alone. Such IT programs of intervention may 
include case management, family intervention, individual therapy, and antipsychotic 
medication. These studies ask the question “which combination of psychosocial interven-
tions results in the best outcomes when used as an adjunct to antipsychotic medication?”

Srihari et al. (2015) investigated the efficacy of an IT approach (clinic for specialized 
treatment early in psychosis (STEP) program) plus antipsychotic medication versus 
TAU in an RCT. There were 120 participants receiving first-episode treatment for psy-
chosis. The STEP program integrated psychotropic medication, family education, CBT, 
and case management, whereas TAU involved psychotropic medication plus the typical 
services provided in the community or clinic. No guidelines were provided for the TAU 
group and providers were free to utilize their standard approach. At a 1-year follow up 
they found that participants randomly assigned to the STEP program, as compared to 
those in the TAU group, showed reductions in total hospitalizations, hospital days, bed 
days, likelihood of hospitalization, and improvement in vocational outcomes.



2 Psychoses: Evidence-Based Integrated Biopsychosocial Treatment22

Mueller, Schmidt, and Roder (2015) evaluated a specific cognitive remediation  
therapy called integrated neurocognitive therapy (INT) versus “standard care” (TAU), 
which could include medication as well as a variety of psychosocial programs and case 
management. However, the standard care group could not include treatments that 
might be considered a version of cognitive remediation, such as CBT or social skills 
training. The participants were 156 outpatient schizophrenic patients, across eight 
sites, randomly assigned to INT and TAU. INT was provided in 30 bi-weekly therapy 
sessions lasting 90 min that is described as targeting “multiple neuro and social cogni-
tive domains with a special focus on generalization of therapy effects to functional out-
come” (p. 604). The results revealed that at the 9-month follow up assessment 
participants in the INT group vs. the TAU group evidenced significant improvement in 
some of the neuro and social cognitive domains, and in some measures of negative 
symptoms and functional outcome. When INT was utilized, the number needed to 
treat (NNT) was 5 to improve functional outcome by 10–50% as measured by global 
assessment of functioning (GAF) scores. Initial improvement in positive symptoms at 
the conclusion of treatment found for the INT group was not maintained at a signifi-
cant level at the 9-month follow up.

The National Institute of Mental Health (NIMH) funds the Recovery After an Initial 
Schizophrenia Episode (RAISE) Early Treatment Program in which Kane and colleagues 
(2015) investigated the use of a specialty care treatment program called NAVIGATE. 
Four hundred and four first-episode psychosis patients participated in the study of 223 
clinics using the NAVIGATE program versus 181 clinics engaging in “typical care” 
(TAU). The NAVIGATE program is a team-based, coordinated specialty care program 
that personalizes a treatment plan for each patient by integrating components of psy-
chotherapy, low-dose antipsychotic medications, case management, and work or edu-
cational support. The patient is actively involved in the selection of their personalized 
treatment plan (Mueser et al.,  2015). Kane et al. (2015) found that the duration of 
untreated psychosis (DUP) moderated outcome. Participants with less than 74 weeks 
DUP in the NAVIGATE program showed more improvement in overall symptoms and 
quality of life measures as compared to those in the TAU group or those with longer 
than 74 weeks DUP. This suggests that identifying and commencing treatment rapidly 
for first-episode psychosis may be a key variable in achieving more positive outcomes.

The Guo et al. (2010) study is particularly important because it compares a  
medication-only treatment group with a medication plus psychosocial intervention 
treatment group for early-stage schizophrenia. In this study, conducted in China, there 
were 1,268 participants randomly assigned to one of the two treatments. The well-
defined, manualized psychosocial intervention included CBT, skills training, psychoe-
ducation, and family intervention. TAU was antipsychotic medication-only. After 1 year 
of 48 psychosocial group sessions for the experimental group, outcomes for the two 
groups were assessed. At 1 year of treatment the combined group, as compared to the 
medication-only group, had a lower risk of relapse, less discontinuation of treatment, 
and improved quality of life, social functioning and insight.

The OPUS Trial is a Danish RCT study comparing an IT to “standard treatment” of 
547 patients with first-episode psychosis (Petersen et al., 2005; Thorup et al., 2005). The 
“standard treatment” group received medication management plus a community men-
tal health nurse and possibly social work support. The IT group involved medication 
management plus “assertive community treatment,” which included family education 
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and involvement, as well as social skills training. Follow up assessments at 1 and 2 years 
showed that those in the IT group improved on psychotic and negative symptoms, as 
compared to the standard treatment group. Additionally, patients in the IT vs. standard 
treatment had less substance misuse, were more satisfied with treatment, and showed 
better adherence to treatment. However, at a 5-year follow up the advantages seen for 
the IT group vs. the standard treatment group were not maintained (Bertelsen et al., 
2008). This could bring into question the long-term effects of combined treatment 
strategies, at least after a significant time period has elapsed after the initial treatment 
intervention.

The Lambreth Early Onset (LEO) Team similarly conducted a randomized, controlled 
clinical trial for early psychosis comparing specialized care vs. standard care (Craig  
et al., 2004). In this trial 144 early psychosis patients were randomly assigned to groups 
and followed up at 18 months. The specialized care group received evidence-based 
biopsychosocial interventions that included low-dose antipsychotics, manualized CBT, 
family counseling, and vocational support. Participants in the standard care group 
received treatment from community mental health teams. At 18 months there was 
some evidence that the specialized care group had an advantage over the standard care 
group for reducing hospital readmissions and treatment dropout. There was no differ-
ence in rate of relapse. In a 5-year follow up of the LEO trial participants, Gafoor and 
colleagues (2010) found no differences between groups in number of hospital bed days 
or readmissions. These findings are consistent with the OPUS trial data suggesting that 
shorter term gains were not maintained at 5-year follow ups.

Kuipers, Holloway, Rabe-Hesketh, & Tennakoon (2004) compared the locally availa-
ble community mental health services (TAU) versus an early intervention program 
delivered by the COAST team (Croydon Outreach and Assertive Support Team) for 59 
patients randomly assigned to one of the conditions. The COAST team offered a range 
of treatment options including medication management, CBT, family interventions, 
vocational and welfare assistance. Both groups improved over time (baseline, 6 and  
9 months) with no significant differences between groups on all measures used.

In an RCT of 50 recent onset schizophrenic patients, Grawe, Falloon, Widen, & 
Skogvoll (2006) compared an IT to standard treatment (ST). ST included medication 
management and case management. IT included medication management and case 
management plus cognitive-behavioral family treatment with skills training, cognitive-
behavioral treatment formulated for psychosis (CBTp), and home-based crisis manage-
ment. Over a 2-year follow up period, the authors found advantages for IT over ST in 
reducing negative symptoms, minor psychotic episodes, and managing positive symp-
toms. However, there was no advantage to IT over ST in reducing the occurrence of 
major psychotic events or number of hospital admissions. Finally, IT was superior to ST 
in a composite index of general functioning that included measures of suicidal behavior, 
psychopathology, and general functioning.

Patients with co-morbid substance use disorders and schizophrenia were investigated 
by Barrowclough et al. (2001) in a small RCT involving 36 participants. The authors 
compared routine care (RC) vs. RC plus integrated care (IC) and 12 months posttreat-
ment. RC included medication management, case management, monitoring, and access 
to community rehabilitation activities. The IC group included all the elements of RC, but 
added motivational interviewing, CBT, and family intervention. The IC group showed 
greater improvement in general functioning, reduced positive symptoms, reduced 
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symptom exacerbation, and an increase in drug or alcohol abstinence. The findings are 
limited by the small size of the compared groups, and more research is needed to tease 
out the relative contribution of the different interventions included in the IC group.

Lecomte and colleagues (2009) conducted an RCT with 129 patients with recent onset 
psychosis. Individuals were randomly assigned to one of three groups: CBT group, social 
skills group, or a wait list control group. All participants were receiving antipsychotic 
treatment at the onset of the study. The research team evaluated outcomes at baseline,  
3 and 9 months posttreatment. Outcomes measures included positive and negative 
symptoms, self-esteem, overall symptoms, active coping skills, and dropout rate. The 
CBT group showed an advantage over the social skills group for overall symptoms, self-
esteem, and active coping skills. Both treatment groups were superior to the wait list 
group on measures of positive and negative symptoms. Finally, there was a lower drop-
out rate for the CBT vs. social skills group. In this sample, when medication management 
was provided, the addition of CBT resulted in a superior outcome as compared to adding 
social skills.

Lewis et al. (2002) found no lasting differences between a control group and experi-
mental CBT group in acute phase responses in an RCT of 315 patients after their first 
or second admission for schizophrenia. In the experimental group, a 5-week CBT pro-
gram was added to RC and compared to RC plus supportive counseling. Medication 
management was provided to both groups. Benefits, as measured by reduction in posi-
tive and negative symptoms, showed some advantages for the CBT group over the RC 
group at 4 weeks. However, the advantage was not maintained at the 6-week follow up. 
There was a nonsignificant trend suggesting that the CBT group may have improved 
faster than the routine group.

The study by Leavey et al. (2004) had the primary aim of evaluating the impact of a 
brief family intervention on caregiver’s satisfaction. However, the number of patient days 
in the hospital was also tracked. This was compared to TAU (normal care provided by 
community psychiatric services) for 106 first-episode patients with psychosis in an RCT. 
Seven 1-h sessions of education and advice were provided to patient givers in addition to 
TAU in the experimental group. The results showed no difference between groups on 
caregiver satisfaction and no difference between groups on number of hospital bed days.

In another evaluation of adding a family intervention group to medication manage-
ment, Zhang, Wang, Li, and Phillips (1994) conducted a RCT for 78 first-episode, male 
schizophrenia patients in China discharged from their first hospital stay. Both the 
experimental and control groups received TAU with medication management, but the 
experimental group also received family individual and group sessions with the primary 
focus being on the family members. Patients were not invited to the first session, but 
were invited for the ongoing family group sessions, with sessions occurring at least once 
every 3 months for 18 months. The experimental group was superior to the control on 
measures of hospital readmission, and on the number of hospital-free days for those 
readmitted. For patients in both groups who were not readmitted to the hospital in the 
18-month follow up period, the level of overall functioning was estimated to be better 
in the experimental versus the control group.

Reeder et al. (2014) examined the impact on cost of care for schizophrenia patients 
randomly assigned to a cognitive remediation (CR) treatment plus medication vs. TAU 
for 85 participants. TAU included medication management. Two of the four models 
showed a cost advantage for the CR group associated with cognitive improvement.  
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The authors conclude that change in executive functioning of schizophrenic patients 
may reduce disability as well as cost of care.

Drake and colleagues (2014) investigated the use of CR preceding CBT for psychosis 
(CBTp) for first episodes of nonaffective psychosis. This was compared to social contact 
(SC) preceding CBTp in 61 patients randomly assigned to these conditions. Presumably, 
patients in both groups were receiving antipsychotic medication as they were on a clinic 
wait list for CBTp. Outcome measures at baseline, after CR at 12 weeks, and after com-
pletion of CBTp (42 weeks) included psychotic symptoms, CBTp progress, insight, 
cognition, and self-esteem. There was no difference between groups on psychotic 
symptoms, but when CR preceded CBTp, the CBTp courses were significantly shorter 
than when preceded by SC. The authors conclude that CR preceding CBTp may enhance 
CBTp as well as reduce overall treatment costs.

An interesting study by Hogarty and colleagues (2004) involved two concurrent 
trials. The study compared schizophrenic patients randomly assigned to personal 
therapy (PT) vs. one of the contrasting control therapies, either family or supportive 
therapy (FT, ST). All patients received adequate antipsychotic medication manage-
ment. One trial followed 97 patients randomly assigned to PT or control therapy who 
were living with family. The other trial followed 54 patients also randomly assigned to 
PT or control therapy living independent of family. The patients were followed for 3 
years on measures of relapse and treatment noncompliance. The results for the group 
living with family revealed that PT was more effective than the control therapies in 
preventing psychotic relapse and noncompliance. However, for the group living inde-
pendently of family, PT was less effective than ST. In addition, the rate of psychotic 
relapse was actually higher in the PT group for this sample living independently of 
family. This suggests that living with family may be a protective factor and the authors 
conclude that PT is probably best applied for patients with stable symptoms and  
stable residential status.

In summary, IT approaches make rational sense in the treatment of schizophrenia. 
Evidence from RCTs shows mixed results with some combinations of psychosocial 
intervention plus medication outperforming TAU. However, it appears there may be a 
trend toward diminishing results when outcomes for these comparisons are evaluated 
in the long run (e.g., 5 years). The results of the study by Kane et al. (2015) suggest that 
reducing the DUP for first psychosis may be a major moderating factor in treatment 
outcome. Evidence supporting CBT was mixed, but there appears to be some advantage 
of CBT over TAU (Lecomte et al., 2009; Lewis et al., 2002). Interestingly, there is some 
evidence that preceding CBT with CR may shorten therapy duration and reduce costs 
and disability (Drake et al., 2014; Reeder et al., 2014). The addition of PT to antipsy-
chotic medication may be best reserved for medically stable patients living in stable 
residential status.

Meta-Analyses

In a recent meta-analysis and meta-regression of 30 studies (n = 2312) evaluating the 
utility of CBT adapted for treatment of negative symptoms in schizophrenia, Velthorst 
et al. (2015) found no significant effect of CBT on negative symptoms. They note that 
earlier studies had shown some benefit for CBT for negative symptoms, but more recent 
studies are consistent with no significant effect.
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In a meta-analysis and review of CBT for schizophrenia, Jauhar and colleagues (2014) 
found only minimal therapeutic effect. Fifty-two studies met the criteria for meta-analysis 
in this review that evaluated negative, positive, and overall symptom outcomes. The thera-
peutic effect of CBT was even smaller when sources of bias were considered in the analysis.

Burns, Erickson, and Brenner (2014) evaluated the effect of CBT on patients with 
medication-resistant psychosis. In a meta-analysis of 12 RCTs (n = 552), the authors 
found that “For patients who exhibit symptoms of psychosis despite adequate trials of 
medication, CBT for psychosis can confer beneficial effects above and beyond the 
effects of medication” (p. 874), especially for positive and general symptoms of psychosis.

Zimmerman, Favrod, Trieu, & Pomini (2005), in a meta-analysis of CBT for the treat-
ment of positive symptoms of schizophrenia spectrum disorders, found that CBT, when 
added to antipsychotic medication, can result in a significant improvement in positive 
symptoms as compared to other “adjunctive measures.” Other “adjunctive measures” 
included supportive therapy, wait-listing, and manual-based therapies. They included 
14 RCTs (n = 1,484) and emphasized that the improvement in positive symptoms was 
more relevant for acute vs. chronic psychosis.

Pilling and colleagues (2002) conducted a meta-analysis of RCTs investigating either 
family intervention or CBT for schizophrenia as compared to ST. Both the experimental 
and control groups included medication management. There were 18 family interven-
tion studies (n = 1,467) included in the meta-analysis and 8 CBT studies (n = 528). The 
results showed that as compared to the control groups family intervention groups 
showed an advantage for increasing medication compliance and reducing relapse and 
readmission rates. The CBT groups benefited from lower dropout rates and improve-
ments in “mental state” as measured by commonly used scales as compared to the  
control groups.

Bird and colleagues (2010) conducted a meta-analysis and review of early interven-
tion (EI) services, CBT, and family intervention for early psychosis, as compared to stand-
ard care that included medication management. Four studies met their inclusion criteria for 
EI (n = 800), three studies for family interventions (n = 288), and four studies for CBT 
(n = 620). Patients in the experimental groups received antipsychotic medication man-
agement as part of their treatment regimen. Elements of EI included case management, 
psychosocial intervention that might include CBT, social skills training, family inter-
ventions, and vocational strategies. Family interventions varied across studies but all 
included some element of psychoeducation and problem solving in an individual and/
or group format. CBT approaches were also mixed with some studies targeting positive 
symptoms and insight, while other studies comprising the meta-analysis of CBT were 
adapted specifically for treatment of early psychosis. As compared to standard care, EI 
resulted in reductions in symptom severity, hospital admissions, and relapse. Family 
intervention also reduced hospital admissions and relapse, whereas CBT reduced 
symptom severity with no significant reduction in hospital admission or relapse.

The study by Alvarez-Jiménez, Parker, Hetrick, McGorry, and Gleeson (2011) is a 
somewhat complex meta-analysis of different psychosocial and medication RCTs for 
first-episode psychosis. Nine of 18 RCTs included in the meta-analysis were specific to 
psychosocial interventions that included specialized first-episode psychosis (FEP) 
interventions, CBT, individual and family cognitive-based relapse prevention therapy, 
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family therapy, and TAU. Specialist FEP treatments may include elements such as a 
multidisciplinary team, community outreach, evidence-based treatment, low-dose 
atypical antipsychotics, manualized CBT, crisis plans, family counseling, and psychoe-
ducation. The authors conclude that specialist FEP treatments prevent relapse better 
than TAU; CBT did not show advantages over specialist FEP treatments, but did not 
specifically target relapse in these studies. They further conjecture that “Cognitive-
based individual and family interventions may need to specifically target relapse to 
obtain relapse prevention benefits that extend beyond those provided by specialist FEP 
programs” (p. 619).

Pitschel-Walz, Leucht, Bäuml, Kissling, and Engel (2001) investigated the effect of 
family interventions on relapse and rehospitalization for schizophrenic patients in a 
meta-analysis of 25 studies with participants ranging in number from 23 to 418. Family 
interventions plus medication were compared with medication-only, and the authors 
found reductions in relapse of up to 20% when patients’ relatives were included in the 
treatment of schizophrenic patients.

A less recent meta-analysis included 106 studies of psychosocial treatment plus medi-
cation vs. medication-only in the management of schizophrenia. The authors found 
adding psychosocial treatment to medication alone resulted in greater improvement in 
symptoms that were maintained over time; lower relapse frequencies were also found 
(Mojtabai, Nicholson, & Carpenter, 1998). The psychosocial treatment included modal-
ities such as traditional psychotherapy, family psychoeducation, cognitive training, and 
community treatment.

In a separate meta-analysis of 40 RCTs (n = 2104), CR for schizophrenia was found to 
have a “small to moderate” effect on cognitive outcomes at both posttreatment and 
follow up assessments (Wykes, Huddy, Cellard, McGurk, & Czobor, 2011).

In summary, there appears to be some historical support for CBT combined with 
medication for psychosis, perhaps especially for improvement in positive symptoms of 
schizophrenia (Alvarez-Jiménez et al., 2011; Bird et al., 2010; Burns et al., 2004; Pilling 
et al., 2002; Zimmerman et al., 2005). However, more recent meta-analyses have been 
less supportive, showing minimal effect for CBT for psychoses, especially negative vs. 
positive symptoms (Jauhar et al.,  2014; Velthorst et al., 2015). In sum, we may cau-
tiously conclude that CBT for psychosis may have an advantage for treating positive vs. 
negative symptoms, perhaps be preferred when encountering treatment-resistant 
schizophrenia, may be better for acute vs. chronic psychosis, and may have better effi-
cacy when CBT is specifically designed to address an identified outcome (e.g., relapse 
rates).

In addition, there appears to be solid evidence that family interventions are helpful as 
an adjunct to antipsychotic medication for schizophrenia (Bird et al., 2010; Mojtabai  
et al.,  1998; Pilling et al.,  2002; Pitschel-Walz et al.,  2001). Family interventions vary 
across studies but often include at least a psychoeducational component and potentially 
individual family therapy, group family therapy, crisis planning, or other support. Family 
interventions appear to reduce relapse rates, likely increase medication compliance, and 
reduce hospital readmission rates. Bird and colleagues (2010) provide good evidence 
that early intervention may improve outcomes as well. CR has small to moderate effects 
on cognitive outcomes for schizophrenic patients (Wykes et al., 2011).
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 Level 2 Evidence: Less Well Controlled Trials or High Quality 
Cohort Studies

In a nonrandomized study Cullberg, Levander, Holmqvist, Mattsson, & Wieselgren 
(2002) compared a treatment system for FEP patients (n = 175, Swedish Parachute 
Project) to a historical cohort group (n = 71) and a prospective cohort group (n = 64). 
The main tenets of the Parachute Project system for FEP were to minimize use of high-
dose neuroleptics, increase continuity of care, minimize reliance on hospital care, and 
not to mix chronic with FEP patients in treatment. An emphasis was placed on rapid 
engagement in treatment with psychosocial and support elements that included crisis 
planning and care, psychotherapy, and family involvement including psychological sup-
port, treatment, and psychoeducation. The authors found that GAF scores in the first 
year of treatment were significantly higher for the historical group and similar to those 
found for the prospective group. After treatment, inpatient care and neuroleptic use 
were lower for the Parachute group, and the authors conclude that these results can be 
obtained by providing intensive psychosocial treatment and support.

Dixon and colleagues (2015) describe the RAISE Connection Program for 65 patients 
in Baltimore and New York. Treatment elements included a range of options including 
vocational support, family support, family education, psychoeducation, skills training, 
CBT-based support, substance abuse treatment, and suicide prevention. These patients 
with early psychosis were followed for 2 years and results showed that, as compared to 
initial base rates, occupational functioning, social functioning, and remission rates 
improved significantly over time, whereas symptoms declined.

Uzenoff et al. (2012) describe results at 1 year of a multielement treatment center for 
early psychosis. One hundred and sixty-three patients were treated at the Outreach and 
Support Intervention Services (OASIS) clinic in North Carolina. The treatment pro-
gram includes assessment, case management, and medication management, with a 
focus on developing autonomy and stability. Based on individual needs, a wide variety 
of additional services are offered and provided in the clinic, community, and home. 
These can include supportive or CBT, connection to community resources (e.g., voca-
tional rehabilitation), group therapy, family and/or multifamily therapy, and substance 
use treatment. The authors found significant improvements in measures of symptoms 
(positive and negative), role functioning, and global functioning. In addition there were 
advantages in symptom remission, functioning, and increased school attendance.

In an investigation of early intervention for FEP patients, Linszen, Dingemans, & 
Lenior (2001) found that a 15-month intervention program for 71 patients kept the 
relapse rate to a low 15%. The same patients were then referred to other community 
agencies and followed for 5 years, and it was subsequently found that the low relapse 
rate was not maintained. The authors conclude that it may the continuity of outpatient 
care and caregivers that is most important, rather than the early identification and 
intervention when considering longer-term outcomes with schizophrenia.

 Level 3 Evidence: Case Controlled Studies and Reviews

Jones, Hacker, Cormac, Meaden, and Irving (2014) reviewed RCTs comparing CBT to 
other psychosocial interventions for schizophrenia and concluded that there is no clear 
advantage for CBT over these other forms of therapy. A separate review by Turkington, 
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Kingdon, and Weiden (2006) suggests that research, particularly in the UK, has shown 
some promise for CBT in schizophrenia, but more investigation is needed.

In a review of the literature assessing adjunctive psychosocial therapies for schizo-
phrenia, Patterson and Leeuwenkamp (2008) concluded that the addition of psychoso-
cial therapy to pharmacotherapy improves medication adherence, reduces relapse, and 
significantly improves quality of life and social functioning.

Patterson and Leeuwenkamp (2008) reviewed the evidence for adding psychosocial 
interventions to antipsychotic medication and found significant advantage across 
important outcomes. In a different review, Jones et al. (2014) found CBT to be no better 
than other forms of psychosocial intervention in the treatment of schizophrenia.

 Level 4 Evidence: Case Series, Case Reports, Panel  
of Experts, Institutional Guidelines

The American Psychiatric Association (2004, Dixon, Perkin, & Calmes, 2009) has pro-
vided guidelines and recommendations for the treatment of patients with schizophre-
nia. The American Psychiatric Association identifies the primary targets of treatment 
as reducing or eliminating symptoms, maximizing quality of life and adaptive function-
ing, and to promote and maintain recovery to the greatest level possible. There is clear 
recognition in the guidelines that adding psychosocial treatment to psychotropic man-
agement enables recovery and reduces relapse. Nonetheless, according to this guideline, 
psychosocial treatments should be selected based on individual patient needs and the 
social context in which they live. These interventions are best applied during the stable 
phase of treatment. The American Psychiatric Association recommends the following 
psychosocial treatments: family interventions, supported employment, assertive com-
munity treatment, social skills training, and CBT-oriented psychotherapy. The authors 
note that at the time of publication CR, peer support, and peer-delivered services 
required additional investigation.

The Canadian Psychiatric Association (2005) recommends that optimal treatment of 
schizophrenia requires the addition of psychosocial treatment to pharmacologic treat-
ment. The Canadian Psychiatric Association (CPA) indicates that this combined approach 
can result in improvements in medication adherence, reduce relapse and readmission, 
reduce distress, improve functioning, and provide support for patient, families, and 
caregivers. Similar to the American Psychiatric Association (2009) recommendations, 
the CPA suggests that psychosocial interventions be applied after the acute symptoms 
are stabilized on medication. It further highlights the importance of having service pro-
viders demonstrate proficiency and familiarity with this population and the treatments 
applied. Recommended psychosocial treatments to use in combination with pharmaco-
therapy include psychoeducation, vocational interventions, skills training, CBT, family 
interventions, and treatment of co-morbid symptoms. Peer support strategies lacked 
adequate support at the time of publication.

The Royal Australian and New Zealand College of Psychiatrists (2005) also provides 
guidelines for the treatment of schizophrenia. The College states that while antipsy-
chotic medication management is the cornerstone of treatment, all patients treated for 
schizophrenia and their families should also be offered comprehensive psychosocial 
interventions. The need for competent and well-trained providers is emphasized as 
well as the importance of tailoring treatment to patient goals, stage of illness, and 
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patient preferences. Recommended psychosocial treatments include family interven-
tions, CBT, vocational rehabilitation, and treatment of co-morbid conditions (e.g., 
substance abuse).

The 2009 Schizophrenia Patient Outcomes Research Team (PORT) represents the 
third set of PORT recommendations based on a comprehensive summary of evidence-
based psychosocial and pharmacological treatment for persons with schizophrenia 
(Buchanan et al., 2009; Dixon et al., 2009). These summaries make specific recommen-
dations for pharmacologic treatment as the cornerstone of intervention for schizophre-
nia, with eight adjunctive treatment recommendations for psychosocial interventions. 
The recommended psychosocial interventions include assertive community treatment, 
supported employment, CBT, family-based services, token economy, skills training, psy-
chosocial interventions for alcohol and substance use disorders, and psychosocial inter-
ventions for weight management. Treatment options that did not have enough evidence 
for recommendation at the time of publication included interventions with a focus on 
medication adherence, CR, psychosocial treatments for recent onset schizophrenia, and 
peer support and peer-delivered services (Dixon et al., 2009).

The British National Institute for Health and Care Excellence (NICE) guidelines for 
the management of psychosis and schizophrenia in adults were updated in 2014 (Kuipers, 
Yesufu-Udechuku, Taylor & Kendall, 2014; NICE, 2014). These recommendations are 
based on review of available evidence and expert consensus. The recommendations 
include a focus on physical health, support for careers, preventing psychosis, manage-
ment of first-episode and chronic psychosis, antipsychotic medication management 
considerations, and promotion of recovery and overcoming barriers to treatment. NICE 
guidelines recommend the use of family intervention and individual CBT for first- 
episode and acute episodes of psychosis in conjunction with antipsychotic medication.

In summary, all expert panels and institutional guidelines reviewed in this chapter 
recommend that schizophrenia be treated with a combination of medication and some 
form or forms of psychosocial/psychological intervention (American Psychiatric 
Association, 2009; Canadian Psychiatric Association,  2005; PORT 2009; Royal 
Australian and New Zealand College of Psychiatrists,  2005; NICE, 2014). Types of  
psychosocial/psychological interventions recommended include family intervention, 
CBT, vocations support, social or other skills training, treatment of co-morbid disor-
ders, assertive community treatment, and psychoeducation.

 Practice Guidelines

The available evidence suggests that combining psychosocial interventions with antip-
sychotic medication is the treatment of choice for psychosis. Treatment protocols that 
integrate a range of psychosocial interventions with appropriate medication manage-
ment appear to show great promise. However, there are some excellent studies that 
suggest that initial positive results using this combined approach may not yield signifi-
cant longer-term benefits (e.g., Bertelsen et al., 2008; Gafoor et al., 2010). Kane et al. 
(2015) emphasized the importance of commencing treatment rapidly for FEP as a 
potential key variable in achieving more positive outcomes. These authors suggest that 
reducing the DUP may magnify the impact of effective treatment, perhaps leading to 
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better long-term outcomes. The preponderance of high quality evidence, which is  
limited, suggests that in addition to appropriate medication management, psychosocial 
interventions should be implemented based on the individual needs of the patient. Such 
psychosocial treatments could include one or more of the following interventions:  
family involvement in treatment, supportive and/or skills-based therapy such as CBT, 
psychoeducation, case management, proactive crisis management, skills training, and 
vocational support or training.

Expert panels, consensus statements, and practice guidelines all suggest that schizo-
phrenia be treated with a combination of medication and some form or forms of  
psychosocial/psychological intervention. In addition there is emerging evidence that,  
in addition to the “best practices” psychosocial interventions identified above, the  
following interventions should be considered as well: co-morbid substance abuse treat-
ment, connections to community resources, suicide prevention, CR, and emphasizing 
continuity of caregivers over time.

Table 2.1 summarizes practice guidelines for evidence-based treatment of psychosis.

Table 2.1 Integrative biopsychosocial intervention with psychosis: Summary of best practice 
recommendations by level of confidence derived from strength of evidence.

Practice guidelines for psychosis

Level A Recommended  ● Treatment of psychotic disorders should not be delayed, but begin 
early in the patient’s life, and should involve both medications and 
psychosocial components that are tailored to each patient’s specific 
needs and circumstances

 ● Antipsychotic medication use is nearly universally indicated in the 
management of psychoses

 ● CBT is more effective in reducing positive symptoms than in 
reducing negative symptoms, and is particularly indicated as 
adjunctive therapy where medication has not improved positive 
symptoms

 ● There is some evidence that preceding cognitive-behavioral therapy 
(CBT) with cognitive remediation (CR) may shorten therapy duration 
and reduce costs

 ● Relapse after successful initial treatment is prevalent with psychosis, 
and there is some evidence that cognitive-based and family therapies 
that specifically target relapse may improve longer outcomes

Level B Suggested  ● Rapid treatment response to first-episode psychosis may yield 
long-lasting benefits

 ● Reduction of the duration of untreated psychosis may improve 
outcomes

 ● Consider implementation of co-morbid substance abuse treatment
 ● To the degree possible, involve family members and/or caregivers in 

treatment

Level C May be 
considered

 ● Psychosocial interventions form an integral part of therapy, but are 
best instituted after stabilization with pharmacotherapy

 ● Emphasize continuity of caregivers over time to reduce relapse
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 Illustrative Case Studies

Rob is a 27-year-old, Caucasian male who was recently diagnosed with schizophrenia during 
a 1.5-year prison term for drug distribution. He has a history of polysubstance abuse and sev-
eral shorter jail sentences. His prison sentence was the longest period of his life in which he has 
had consistent healthcare, including his first trial of antipsychotic medication. He responded 
favorably to this treatment, but continued to abuse substances that resulted in psychotic 
symptoms. Rob now lives with a girlfriend, and child protective services (CPS) has custody of 
their 2-year-old child. He shows little insight into his symptoms, primarily because he confuses 
them with the effects of recreational substances. Medically, he is Hepatitis C positive and 
shows signs of liver damage. He is being monitored on a weekly basis by a parole officer.

Rob’s treatment must involve substance abuse treatment and monitoring, as well as con-
tinued use of antipsychotic medication. His parole officer and/or CPS caseworker could assist 
him in securing Medicaid coverage and enrollment in a community mental health program, 
both for medications and counseling. At that point, consistent contact with a nurse case man-
ager (who could coordinate substance abuse screening with his parole officer) will be critical 
to his successful treatment. It would be helpful for Rob’s girlfriend to attend his health care 
appointments when possible so that she feels involved and invested in his health.

Susan is a 43-year-old, Alaskan Native woman who has been diagnosed with schizoaffective 
disorder since she was a teenager in residential treatment. She has a history of being abused in 
domestic relationships and of periods of homelessness. She has no history of substance abuse, 
and her insight into her psychiatric condition has improved during the past decade. She pursues 
medical care during periods of coverage by her state Medicaid program, but has experienced 
great difficulty finding an outpatient psychiatrist who will accept her case. Her medical condi-
tions include obesity, diabetes with variable control, and chronic orthopedic pain from past 
injuries. She has regular visits with a daughter, who is a supportive and stable influence in her life.

Susan’s difficulty in finding specialty psychiatric care means that her antipsychotic medica-
tion will likely be prescribed by a primary care provider (PCP). Her daughter could assist in her 
care by attending appointments with her when she is able to do so, and by working with a 
mental illness advocacy organization to assist the PCP in staying current with new medica-
tion options. Susan and her daughter would also benefit from psychosocial support groups, 
whether through healthcare organizations, advocacy groups, or cultural organizations.

Cynthia is a 35-year-old, African-American woman who has a history of psychotic symp-
toms, but not of conclusive diagnosis. She utilizes emergency medical care when in crisis 
(suicide attempts and/or florid psychotic symptoms), but has never had sustained engage-
ment with outpatient treatment. Her sister’s family is raising her two children, and her sister 
determines when Cynthia is psychiatrically stable enough to visit them. Her large extended 
family lives in the area and often acts as a stabilizing influence, as well as providing her with 
material support. She is religiously devout and at times views her symptoms as spiritual expe-
rience. Her physical health is fairly good at present, but her family is very concerned about her 
ability to deal with any future injuries or illnesses safely.

Cynthia would benefit from a thorough, outpatient evaluation of her condition during a 
period of relative stability, both to inform healthcare decisions and to assist in securing disa-
bility benefits and services. Enrollment in a community mental health program would allow 
for case management that she has not had previously, as well as for consideration of newer 
antipsychotic medications that may not be commonly prescribed in emergency departments. 
She is fortunate to have many family members who could attend appointments with her, 
perhaps on a rotating basis to ease the stress of caregiving, and who could communicate with 
each other about any changes in her condition or treatment plan.
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 Final Observations

The disease of schizophrenia and related psychotic disorders can be life-shattering for 
patients and their families. Advances in antipsychotic medication treatment with lower 
side effect profiles and, therefore, greater tolerability have made treatment of psychosis 
more effective and acceptable to patients. In addition, research and clinical practice have 
shown that adding psychosocial interventions and support for patients, their families, 
and caregivers can have a substantial impact on recovery and functioning. However, the 
potential for lifelong disability and high rates of relapse (e.g., Harvey et al.,  2012; 
Weiden & Olfson, 1995) remain substantial barriers to successful treatment. While there 
is essentially universal agreement that antipsychotic medication should be combined 
with psychosocial intervention, there is no clear evidence that any one psychosocial 
intervention is best. Rather, the trend toward combining psychosocial interventions 
rationally, based on individual patient needs and preferences, seems to be the most 
promising avenue. However, when these psychosocial interventions are combined it is 
more difficult to tease apart which components of these “integrated” treatment proto-
cols are most effective. More research will be needed to clarify the most important 
aspects of treatment. There is a growing acceptance that aggressive and rapid treatment 
of FEP may be a vital step in both the short- and long-term treatment of psychosis. This 
emphasizes the need for readily available community resources including rapid access to 
medication management and specialized treatment teams to work with this population. 
Reducing barriers and DUP may become one of the primary components of effective 
treatment in the long run. In the meantime, the capability to individualize treatment 
plans based on individual patient needs, circumstances, and preferences will be an 
essential first step in effective interventions that include medication and psychosocial 
treatment.
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3

“Evidence-based” is an attractive and alluring term that, at its best, assures the practitioner 
that the treatments available have been duly evaluated, and that their relative merit has 
been proved through a nonbiased, empirical methodology. The research cited throughout 
this chapter and, indeed, throughout this book is sound research, and research that is vital 
to improving the base of knowledge for the field of mental health and, ultimately, for the 
treatment of mental health conditions; in our case at hand, we wish to allow research to 
guide our clinical practice in the treatment of major depression. Still, as we evaluate the 
studies and treatment methodologies, it is incumbent upon us to keep a few important 
matters in mind about the research that we are relying on to draw our best-practice 
conclusions.

First, the “Gold Standard” in treatment research involves randomized controlled tri-
als (RCTs). Participants who are deemed appropriate for a study are randomly assigned 
to a treatment group, and in many of these studies that means that they are assigned to 
a medication treatment group, a psychotherapy treatment group, or a combination 
treatment group. While this practice has significant benefit in helping to ensure that 
each treatment arm has a similar make up, and it certainly represents quality methods 
for limiting the influence of confounding variables, this is not how clinical practice 
works. In actual treatment, patients do in fact self-select for medication by speaking 
first with their primary care provider, or they may initially seek therapy from a psy-
chologist, social worker, or other licensed psychotherapist. An increasing number of 
patients in therapy are also taking psychotropic medication adjunctively (Barnett & 
Neel, 2000), and such patients are making these decisions based on what they believe 
will be most helpful, least intimidating, or perhaps what is most accessible to him/her. 
The value of self-selection to a particular mode of treatment is mentioned here not to 
dissuade the reader from reading the research, but rather to highlight the importance of 
considering how expectations may impact results. Research (Carlino, Pollo, & Benedeti, 
2012) has demonstrated that a patient’s expectations may impact the utility or effective-
ness of treatment. Thus, in an RCT, if a patient is assigned to a treatment method that 
he or she perceives will be ineffective, the results are likely to reflect those attitudes. 
This is just as true for medications (Colloca & Miller, 2011) as it is for psychotherapy. 
The result may be that in clinical practice we see therapies, both talk therapy and 
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pharmaceutical interventions, outperforming the research data. The benefit of the 
RCT, however, is that we would expect this same factor to influence all treatment arms 
equally, but without research to determine current attitudes toward the various treat-
ments offered, it is difficult to tell if any one form of therapy would be more likely that 
another to suffer bias in pre-assigning it.

Second, a majority of treatment studies that involve medication, in either a head-to-head 
comparison with psychotherapy or as a part of a combined treatment arm, evaluate only 
one psychotropic, or, in the case of major depression, antidepressant. Using only one medi-
cation is problematic, as some estimates (Bauer, Whybrow, Angst et al., 2002) demonstrate 
that approximately 40% of patients do not respond to the initial treatment with psycho-
tropic medication, and of the nonresponders approximately half of those do not have symp-
tom remission with a second agent. A study comparing a therapeutic algorithm with 
“treatment as usual” (TAU) (Bauer et al., 2009) found that under TAU patients were admin-
istered an average of three different medications. While we don’t yet have a full understand-
ing of why a patient might respond to one medication better than another, it is common in 
clinical practice to change medications if there is no symptom remission on the initial 
pharmaceutical tried. Again, the difference between clinical practice and research may lead 
to improved outcomes in the clinic over what is seen in research findings, and it is impor-
tant for clinicians to note this difference in thinking about the treatment of their patients.

Third, remember that research studies require outcome data; with depression many 
researchers use the Hamilton Rating Scale for Depression (or HAM-D), or the Beck 
Depression Inventory (BDI). While these are valuable sources of information, with great 
clinical utility, we should keep in mind that no patient comes to the clinic requesting treat-
ment to lower their BDI! Clinicians might wish to remain mindful of the quality of life of 
their patients (IsHak et al., 2011) and not focus solely on depression ratings. When evaluat-
ing research, it is good to examine if the research reports score reduction to below a prede-
termined cutoff score or if the study is examining overall reduction in scores. Of course, 
these scores combined with quality-of-life improvements are even better. A severely 
depressed patient who goes from a high HAM-D score to a moderate score may still be 
scoring in the “depressed” range, but the impact of treatment on quality of life could be 
rather large. Similarly in “mildly depressed” patients a score that drops from one point over 
to one point under the predetermined cutoff may have little impact on quality of life.

Finally, as is always the caveat in reviewing research, the exclusion criteria can result in 
studies on individuals who don’t look like the patients that we may serve clinically. Often 
patients in research studies have a cleaner diagnostic picture, may be receiving services 
at no cost or a reduced cost, and efforts are made to control dropout that may not be 
feasible in clinical practice. At times it feels to us like the patients walking through our 
door bear little resemblance to those with whom a treatment was validated or assessed.

Such concerns notwithstanding, it is vital that the field of mental health continues to 
engage research questions and evaluate the growing body of evidence to ensure that we 
are providing the best care available to our treatment population.

 Review of Depression Prevalence, Typical Course of Illness

According to the World Health Organization (WHO, 2016) an estimated 350 million 
people globally are affected by depression, with over 800,000 people dying from suicide. 
Less than half of those affected by depression receive formal treatment. In the US, major 
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depressive disorder has a lifetime prevalence rate from 14.4% (Kessler, Petukhova, 
Sampson, Zaslavsky & Wittchen, 2012) to 17% (Kessler, Chiu, Demler, & Walters, 2005), 
indicating that approximately 15% of people will meet diagnostic criteria for major 
depressive disorder at some point in their lifetime.

Based on the Diagnostic and Statistical Manual of Mental Disorders, fifth edition 
(DSM-5) (American Psychiatric Association, 2013) the current diagnostic criteria for 
major depressive disorders are:

A) Five (or more) of the following symptoms have been present during the same 2-week 
period and represent a change from previous functioning; at least one of the symp-
toms is either a depressed mood or a loss of interest or loss of pleasure. Symptoms 
that are clearly attributable to another medical condition should not be included for 
the purpose of making a major depressive disorder diagnosis.
1) Depressed mood most of the day, nearly every day, as indicated by either subjec-

tive report (e.g., feels sad, empty or hopeless) or observation made by others (e.g., 
appear tearful).

2) Markedly diminished interest or pleasure in all, or almost all, activities most of the 
day, nearly every day (as indicated by either subjective account or observation).

3) Significant weight loss when not dieting, or weight gain (e.g., a change of more than 
5% of body weight in a month), or decrease or increase in appetite nearly every day.

4) Insomnia or hypersomnia nearly every day.
5) Psychomotor agitation or retardation nearly every day (observable by others, not 

merely subjective feelings of restlessness or being slowed down).
6) Fatigue or loss of energy nearly every day.
7) Feelings of worthlessness, or excessive/inappropriate guilt (which may be delu-

sional) nearly every day (not merely self-reproach or guilt about being sick).
8) Diminished ability to think or concentrate, or indecisiveness nearly every day 

(either by subjective account or as observed by others).
9) Recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation 

without a specific plan, or a suicide attempt or a specific plan for committing 
suicide.

B) The symptoms cause clinically significant distress or impairment in social, occupa-
tional, or other important areas of functioning.

C) The episode is not attributable to the physiological effects of a substance or to 
another medical condition.

D) The occurrence of the major depressive episode is not better explained by schizoaf-
fective disorder, schizophrenia, schizophreniform disorder, delusional disorder, or 
other specified and unspecified schizophrenia spectrum disorders, or by other psy-
chotic disorders.

E) There has never been a manic or hypomanic episode.

These diagnostic criteria essentially hold true for the International Classification of 
Diseases, 10th edition (ICD-10), which describes this diagnosis in the following way on 
its web-based reference resource designed to give current diagnostic ICD-10 criteria 
(www.icd10data.com):

 ● A disorder characterized by melancholic feelings of grief or unhappiness.
 ● A melancholy feeling of sadness and despair.

http://www.icd10data.com
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 ● A mental condition marked by ongoing feelings of sadness, despair, loss of energy, 
and difficulty dealing with normal daily life. Other symptoms of depression include 
feelings of worthlessness and hopelessness, loss of pleasure in activities, changes in 
eating or sleeping habits, and thoughts of death or suicide.

 ● Affective disorder marked by dysphoric mood, inactivity, lack of interest, insomnia, 
feelings of worthlessness, diminished ability to think, and thoughts of suicide.

 ● An affective disorder manifested by either a dysphoric mood or loss of interest or 
pleasure in usual activities. The mood disturbance is prominent and relatively 
persistent.

 ● Symptoms can include: sadness, loss of interest or pleasure in activities one used to 
enjoy, change in weight, difficulty sleeping or oversleeping, energy loss, feelings of 
worthlessness, thoughts of death or suicide.

 Pharmacotherapy of Major Depressive Disorders

Historical Perspective

In the 1950s it was posited that the neurotransmitters known as monoamines were 
responsible for depression. This arose from the finding that patients treated with reser-
pine for hypertensive vascular disease developed depressive symptoms (Muller, Pryor, 
Gibbons, & Orgain, 1955). Once it was discovered that reserpine had an inhibitory 
effect of vesicular monoamine transporters, researchers began to wonder if depression 
could be ameliorated using medicines to boost monoamine availability. The first medi-
cations that were used to treat major depression were monoamine oxidase inhibitors 
(MAO-Is). This class of medication serves to inhibit the action of the enzyme that 
breaks down the monoamines serotonin, norepinephrine, and dopamine. The success 
of MAO-Is led to increased research and the development of tricyclic antidepressants 
(TCAs, so named due to the three benzene rings at their molecular core). Eventually, 
serotonin was identified as playing a significant role in depression, in part through post-
mortem studies that revealed decreased concentrations of serotonin in depression-
related suicides (Shaw, Camps, & Eccleston, 1967). Research subsequently focused on 
the development of selective serotonin reuptake inhibitors (SSRIs), which are the most 
common antidepressant used today. The first SSRI, fluoxetine or Prozac, was approved 
by the Food and Drug Administration (FDA) for treatment of major depression in 1987.

The next class of medication discovered was the “atypical antidepressants” so named 
because they do not act directly on serotonin. The most prevalent of these is bupropion 
or Wellbutrin, which has its primary action on the dopamine reuptake, but also inhibits 
the reuptake of norepinephrine. Bupropion was initially approved by the FDA for the 
treatment of depression in 1989; other sustained release and extended release formula-
tions have since been approved in 1996 and 2003, respectively.

A separate class of antidepressant medications is found in serotonin–norepinephrine 
reuptake inhibitors (SNRIs). Venlafaxine was the first of these approved by the FDA in 
1993 for use in major depression. These medicines act to block the reuptake of both 
serotonin and norepinephrine. Some studies have indicated superior performance, 
however, the gains are modest (Papakostas, Thase, Fava, Neslon & Shelton, 2007; Stahl, 
Grady, Moret & Bradley, 2005) (see Chapter 5 for a comparison of the effectiveness of 
multiple antidepressant medications). For a more thorough review of the history of 
antidepressant medications, Hillhouse & Porter (2015) have an excellent article.
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TCAs are still used periodically. They have, nonetheless, fallen out of favor due to the 
newer SSRIs’ reduced side effect profile (Weihs & Wert, 2011). In addition, large doses 
of tricyclic antidepressants can be more lethal than the SSRIs; with TCAs there is an 
increased risk of overdose. On the other hand, MAO-Is can be very beneficial in the 
treatment of major depression, although their one rather large caveat is that they bond 
with the enzyme that breaks down other substances, and thus can lead to heightened 
levels of potentially toxic substances. Most significant among these is tyramine. The use 
of MAO-Is requires strict diet adherence, as potentially fatal levels of tyramine can 
occur if the patient consumes high levels of dairy or soy.

As mentioned above, SSRIs have enjoyed increased favor among prescribers and 
among insurance companies. This is largely due to their improved side effect profile, 
reduced risk of toxicity, and as patents expire, increased affordability. Most also only 
require once-daily dosing. Nevertheless, SNRIs have grown in use when SSRIs have 
produced suboptimal results in a given patient. Their dual system of action may make 
them more potent in the resolution of depressive symptoms, although the data are not 
entirely conclusive in this area.

Of the atypical antidepressants, bupropion is the most popular, likely due to having 
been on the market longer and also being used for a variety of concerns. Bupropion has 
been marketed for smoking cessation, under the brand name Zyban, and is also a poten-
tial first-line treatment for attention deficit hyperactivity disorder (ADHD). Vilazodone, 
one of the newer atypical antidepressant medications, works by not only selectively 
inhibiting serotonin reuptake, but also by acting as an agonist at the 5-HT1A receptor.

Pharmacotherapy carries an inherent risk of side effects. Most prominently, many of 
these medications currently carry a black box warning from the FDA stating that there 
is a risk of suicidality, particularly for males under 25 years of age. Many of these medi-
cations also have a high risk of sexual dysfunction, ranging from decrease in arousal to 
delayed orgasm.

Other potentially problematic risks include that of serotonin syndrome (especially 
with SSRIs) and prolonging the Q-T interval (especially with TCAs). Either of these two 
side effects is potentially life threatening. Reduced seizure threshold is a concern with 
bupropion, and should be avoided in patients with a history of seizure disorder or epi-
lepsy. There is also a risk of developing Stevens–Johnson syndrome with many of the 
antidepressants.

The potential for adverse reactions with antidepressant medications may contribute 
to relatively high rates of dropout from pharmacotherapy. The dropout rates for phar-
macotherapy are typically higher than for traditional psychotherapy (Gartlehner  
et al., 2016). Another drawback to pharmacotherapy is the number of medications that 
may be required to achieve symptom remission. In TAU conditions, patients are tried 
on three different medications on average before symptoms improve. This delay can be 
disheartening, and may lead to patient dropout. To date there are no good assessments 
to indicate which medicines will work best for different patients. There are treatment 
algorithms that indicate which types of antidepressant may be best for certain symptom 
constellations, but no test for response to a specific agent has been developed. That 
being said, there are guidelines (VA/DoD Clinical Practice Guideline for the Management 
of Major Depressive Disorder, Management of Major Depressive Disorder Working 
Group, 2016) which suggest that if a first-degree family member has a similar diagnosis 
and has responded well to a medication, there is an increased likelihood of response to 
the same agent in the new patient.
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Comparisons Among Psychopharmacological Agents

When a new medication to treat depression is developed, and particularly a new drug 
that operates within a defined class of medications, there are a number of trials that the 
medicine undergoes. Willetts, Lippa, and Beer (1999) present a discussion of the devel-
opment of one such medication, citalopram, and the various studies that went into 
proving the efficacy of the medication. The authors briefly discuss uncontrolled trials in 
which citalopram was shown to reduce scores on depression screeners for both short- 
and long-term use. They then turned to examining placebo-controlled trials, one of the 
more common types of trials, where patients are assigned to receive either an active 
medication or a placebo. In these trials, patients taking citalopram had significantly 
lower Hamilton Rating Scale for Depression (HAM-D) scores than did patients receiv-
ing the placebo. The differences were evident within the first week of treatment. The 
authors next reviewed a series of controlled trials in which citalopram is compared with 
other SSRIs that have a proven record of treating depression. Comparison with fluoxe-
tine is provided as a demonstration of the results of such studies, which demonstrate 
that citalopram is “at least as effective as other SSRIs.”

In a meta-analysis done by Montgomery (2001), a comparison was made between 
outcomes achieved with the SSRI paroxetine to those achieved with TCAs. The author 
found that across 39 studies paroxetine performed equally as well as did all TCAs in 
regards to depression reduction as measured on the HAM-D. Paroxetine did have a 
slight advantage over TCAs (excluding clomipramine) in reduction of the HAM-D anxi-
ety factor score, but this was the only statistically significant difference among the 
medications as assessed by symptom improvement. The real benefit of paroxetine as 
compared to the TCAs came in the investigation of adverse reactions: the SSRI parox-
etine had significantly lower instances of adverse effects than the TCAs. Additionally, 
the dropout rates due to adverse effects were higher among the TCAs than with parox-
etine. It should be noted, however, that this difference was not statistically significant.

Another meta-analysis evaluated the speed of symptom remission in patients with 
depression and found that the atypical antidepressant mirtazapine had more rapid 
effects than SSRIs. Thase et al. (2010) examined 15 studies that compared mirtazapine 
to different SSRIs. The authors defined medication effect as any change on the assess-
ment measures (the HAM-D-17 and the Montgomery–Asberg Depression Scale, 
MADRS). Depression remission was defined as HAM-D-17 (this version of the HAM-D 
only scores the first 17 items of the list of 21 items) score equal or below 7, or a MADRS 
score equal or below 12. Scores were evaluated at weeks 1, 2, 4, and 6 to assess the 
speed of change and or remission. The results of the meta-analysis revealed that 
patients in the mirtazapine groups showed faster response rates, and faster remission 
rates over the course of 6 weeks of treatment, when compared with SSRIs. The authors 
highlighted the fact that using mirtazapine gave patients a 74% higher probability of 
remission within 2 weeks. These authors did not specifically look at side effects or 
adverse events. Nevertheless, they found a higher dropout rate for patients in the mir-
tazapine conditions than the SSRI conditions with p < .05.

There are relatively few studies that provide head-to-head comparisons of medica-
tions. In one such study, Aberg-Wistedt, Agren, & Ekselius, Bengston, and Akerblad 
(2000) compared the two SSRIs, sertraline and paroxetine, over the course of 6 months 
of continuous treatment. This study randomly assigned 353 patients to either receive 
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sertraline or paroxetine for the duration of 6 months. Of note in this study is the fact 
that the dosing was flexible (meaning that the treating provider could increase the dose 
of the medicine for initial nonresponders). The results of their study showed the best 
predictor of remission was an early response to the medication, regardless of which 
medication the patients were taking. They did find a slightly higher incidence of adverse 
events among patients in the paroxetine condition, but the overall results indicated that 
both medications were equally effective in the short term, and for long-term mainte-
nance therapy.

Initial treatments, however, are frequently unsuccessful. Rush et al. (2004) found that 
70% of patients did not achieve remission, and Trivedi et al. (2006) found that 50% of 
patients did not experience a treatment response, in both cases after an adequate trial 
of an SSRI. Faced with this data, Lenox-Smith and Jiang (2007) sought to compare the 
SNRI venlafaxine, extended release, with the SSRI citalopram as second-step agents in 
an RCT. A total of 406 patients who had failed a previous trial of an SSRI (not citalo-
pram) were randomly assigned to receive either venlafaxine extended release (ER) or 
citalopram. The researchers initially found that the two medications were equivalent in 
their impact as a second-step treatment for major depression. There were no significant 
differences in the dropout rates due to adverse events. Upon secondary analysis, how-
ever, the researchers found that for patients with a higher HAM-D scores (over 31) 
venlafaxine was more effective than citalopram at 12 weeks. Scores on the HAM-D 
were statistically significantly lower in the venlafaxine condition.

In a pooled analysis of three studies involving a comparison of escitalopram with 
either venlafaxine or duloxetine (both SNRIs), Lam, Lohn, and Despiégel (2010) found 
that escitalopram had improved efficacy as a second-step agent after patients had failed 
a trial of an SSRI. These researchers also found that venlafaxine had a significantly 
higher dropout rate due to adverse events than did escitalopram. These results would 
seem to indicate that, taking dropout rate into account along with efficacy of treatment, 
escitalopram may be more beneficial than switching to an SNRI, when used as a second 
trial treatment.

Research studies have yet to yield unequivocal results, and it remains difficult to 
determine which medicines would be most effective as a first- or even second-line treat-
ment. Some research has suggested that all of the SSRIs are equally effective (Kroenke, 
West, & Swindle, 2001), while others have found that there may be some differences 
(Montgomery et al., 2007). In a review of antidepressant literature, Montgomery et al. 
(2007) evaluated the available evidence of medication superiority. These reviewers enu-
merated the three classes of evidence they categorized studies into: Class A evidence 
included studies from an RCT that showed, under fair comparison conditions, a signifi-
cant advantage for one medication over another, noting that the evidence is more  
persuasive if the size of the study is comparable to studies needed to find a difference 
from placebo. Drugs that had two positive RCTs were considered to have demonstrated 
“definite superiority.” Class B evidence demonstrated superiority of a medication over 
another in a meta-analysis that includes head-to-head RCTs. If there was consistent 
evidence from more than one meta-analysis, this was deemed evidence of “probable 
superiority.” If there were one positive class A study paired with one positive class B 
study the authors deemed this evidence of “definite superiority.” Class C evidence was 
evidence from uncontrolled trials, or RCTs that did not meet the class A criteria. These 
studies were considered hypothesis-generating studies, and were deemed evidence of 
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“possible superiority.” Based on these criteria the authors identified several medications 
that were deemed “definitely superior” for the treatment of depression. These medica-
tions were: clomipramine, venlafaxine, and escitalopram. Escitalopram was also the 
only medication that the authors found to have evidence of “definite superiority” for the 
treatment of severe depression, with venlafaxine having “probable superiority” in treat-
ing severe depression.

 Psychosocial Treatments of Major Depressive Disorder

Behavioral therapy involves the therapist and patient focusing on the behaviors that the 
patient is engaging in. In this type of therapy the provider develops behavioral home-
work and activation exercises for the patient to engage in. There is little to no focus on 
the thought processes that underlie the behavior.

Psychodynamic systems of therapy focus on internal psychic conflicts. The theory 
behind psychodynamic therapy is derived from the work of Freud and postulates that 
when there are competing intra-psychic drives that are incompatible with one another 
the result is the outward presentation of psychological symptoms. The therapy focuses 
on resolving these intra-psychic conflicts, which is believed to then resolve the external 
expression of the conflict.

Cognitive-behavioral therapy (CBT) is perhaps one of the most researched forms of 
therapy. This particular practice grew out of the work of Aaron Beck. Beck focused  
on the cognitions that a patient may have that led to emotional responses. He postu-
lated that individuals had basic core beliefs about themselves, which in the case of 
depression are negative, enduring beliefs. This leads to intermediate beliefs that impact 
attitudes, rules, and assumptions. The most surface level of these beliefs are automatic 
thoughts, which are brief transient images or thoughts that often go unrecognized, but 
which have consequences for the feelings and behavior of the individual. In this system 
of therapy the provider combines an analysis of the patient’s thoughts and beliefs with 
behaviors designed to engage and alter those thoughts and behaviors.

While CBT is highly researched, it can also be difficult to assess what form it is taking 
in various research articles. Several systems of therapy have adopted the overarching 
umbrella of CBT. It is incumbent on the practitioner to evaluate the research critically 
to determine if research addresses CBT as theory, or is examining a specific form or 
modality of CBT, which may or may not be generalizable to the field at large.

Interpersonal therapy (IPT) is a system of therapy that focuses on how life events and 
interpersonal roles impact mood. The therapeutic technique encourages the patient to 
alter problematic relationships and roles that the patient has adopted in order to allevi-
ate depressive symptoms.

Psychotherapy, in general has a lower incidence of side effects or iatrogenic impact 
than do pharmacological interventions (Gartlehner et al., 2016). That is not to say that 
there is no incidence of negative outcomes from psychotherapy. There have been 
instances of iatrogenic impact from some forms of therapy, most notably, “rebirthing” 
therapy for attachment disorders has been tied to significant psychological harm 
(Lilienfeld, 2007; O’Donohue & Engle, 2013).

While psychotherapy does have a lower incidence of dropout rates when compared to 
psychotropic treatment in research studies (a meta-analysis by Gartlehner et al., 2016, 
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found that for second-generation antidepressants discontinuation was nearly twice as 
likely due to adverse events as compared to any psychological treatment), there is still 
patient dropout in studies of psychotherapy.

 Comparisons Among Various Psychotherapeutic Approaches

While there is a variety of therapeutic approaches, knowing how these various tech-
niques compare can be highly beneficial in determining which approaches have the best 
outcomes for patients. Even among the overarching categories presented earlier there 
exist variations that fall within each category, which can involve specific technical appli-
cations, or even the mode of delivery (i.e., telephonic therapy vs. individual therapy vs. 
group therapy).

Hans and Hiller (2013) took an interesting approach to this question by conducting a 
meta-analysis to evaluate the effectiveness of CBT delivered in both group and indi-
vidual settings, and then benchmarking their effectiveness against RCTs of other types 
of intervention, again in both group and individual delivery systems. The authors based 
their evaluation on efficacy evaluations using Seligman’s (1995) differentiation as a 
road map. Seligman had posited the operational definition that “efficacy studies” were 
well-controlled RCTs with strict exclusion criteria, high therapist fidelity to a treat-
ment protocol, therapists trained for the purpose of delivering the treatment in the 
study, and a well-defined number of sessions. Conversely, effectiveness studies involved 
more “real-world” conditions with flexible use of a protocol, no set number of sessions, 
no assessment of therapist adherence, and no specific therapist training for the study. 
The results indicated that both for group and individual CBT there were statistically 
significant effect sizes indicating that both types of therapy reduced depression sever-
ity. When Hans and Hiller benchmarked these results against efficacy studies, however, 
the efficacy studies had much larger effect sizes. For example, in an effectiveness meta-
analysis, CBT delivered individually had an overall effect size of d = 1.12, while an 
efficacy study where cognitive therapy and behavioral activation were used the effect 
size d = 2.22. Similar results were found for the group therapy format. In addition Hans 
and Hiller found higher dropout rates from effectiveness studies than from efficacy 
studies. One benefit of this meta-analysis is the finding that CBT can be transported to 
clinical practice with positive outcomes. The attempt to benchmark against other 
therapies, however, falls short as there are many potential confounds in this compari-
son, which the authors freely admit. In this sense, the study is not as beneficial as a true 
“head-to-head study” where therapies are compared within one study, and subject to 
identical constraints.

In a different study that attempted to compare treatment types using RCT procedures, 
Kramer, Roten, Perry, and Despland (2013) sought to compare psychoanalysis, psycho-
dynamic psychotherapy, cognitive therapy, and clinical management, on their respective 
ability to mitigate depressive symptoms. Their study was only a pilot intended to prove 
the ability to conduct a larger study at a later point, and so the sample size was very small 
(eight total patients) and the duration of therapy was quite extensive, 2 years of treatment 
for all conditions. The results indicated that for each type of therapy one patient had 
significant gains while the other did not (there were two patients in each condition). One 
notable aspect was that the measures of coping and defensive functioning (typically con-
structs more related to psychodynamic treatments than CBT) showed improvement 
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along the same pattern as the depression ratings from the HAM-D. Also notable in this 
comparison was the dosing of treatment. Psychoanalysis was delivered three times a 
week for 2 years, the psychodynamic psychotherapy was delivered twice per week for 2 
years, while CBT was delivered once per week over 2 years. While this particular study 
does not produce results that will help to differentiate between how effective each ther-
apy was in treating depression, it does help to elucidate the difficulties in comparing 
therapies within the same study. Many CBT studies limit therapy to a number of sessions 
far below the 2 years provided, while for psychoanalysis this time frame is not uncom-
mon. This difference alone can make head-to-head comparisons difficult.

An attempt at comparing CBT head-to-head with other forms of therapy is found in 
the meta-analysis conducted by Cuijpers, van Straten, Andersson, & van Oppen (2008), 
who noted that despite several other meta-analyses finding CBT to be a superior treat-
ment for depression (e.g., Gloaguen, Cottraux, Cucherat, & Blackburn, 1998) further 
scrutiny revealed that therapeutic benefits were reduced when compared with high-
quality treatments that had not been explicitly designed as a control condition 
(Wampold, Minami, Baskin, & Callen Tierney, 2002). Cuijpers et al. (2008) examined 
seven different types of therapy, which included CBT, nondirective supportive therapy, 
behavioral activation therapy, psychodynamic therapy, problem-solving therapy, inter-
personal psychotherapy, and social skills training through a meta-analysis of 53 stud-
ies. When comparing these studies the authors found that a majority of the treatments 
did not have statistically different effect sizes. The notable exceptions to this were 
nondirective supportive therapy, which had a significantly (p < .05) smaller effect size, 
and interpersonal therapy, which was showed to be significantly more efficacious. 
Meta-analysis at follow up, however, did not indicate a significant difference between 
any of the treatments. The only other difference between the seven types of therapies 
was a higher dropout rate for CBT than for the other types of therapy.

Examination of the studies included in the meta-analysis shows some interesting con-
siderations. First, and most notably, some of the studies focused on narrow groups; for 
example “Behavioral treatment of depression in dementia patients” (Teri, Logsdon, 
Uomoto, & McCurry, 1997). And, several studies included only HIV positive patients, 
or only patients with low socio-economic status, etc. It could certainly be argued that 
narrowly focused studies, even when combined with studies that are more representa-
tive of the general population, could have an unknown impact on the overall outcome. 
Conversely, taking samples that include only subgroups that would often be excluded 
from “general population” samples serves to round out the representation of patients 
that may actually present in the clinical setting, which, after all, is what the practicing 
clinician will find relevant.

In an RCT examining the impact of cognitive therapy, behavioral activation, and anti-
depressant medication on relapse rates, Dobson et al. (2008) found that cognitive ther-
apy and behavioral activation had a positive impact on reducing relapse, or future 
instances of depression, while antidepressants only had that effect when they were 
continued. The authors noted that at 1-year follow up the cost of continued medication 
management was higher than the overall cost of either type of therapy. They did not, 
however, find any statistically significant differences between the two types of therapy.

Wampold et al. (1997) compared only “bona fide” psychotherapies, and included only 
studies that involved direct comparisons of two or more therapies. The authors posit that 
often therapies are compared against other “treatments” that do not actually contain an 
active therapy component and are, in effect, placebo control groups. Their meta-analysis 
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found that the actual effect size difference between “bona fide” therapies is zero. They 
note that when their data are compared with data from meta-analyses that do include 
these other “non-therapies” the effect sizes of other studies are about double what 
Wampold et al. found. Wampold and colleagues do not suggest that therapeutic 
approaches are ineffective, but rather that bona fide therapies do not significantly differ 
from one another. Thus the conclusion is that therapy works, but which kind of therapy is 
nearly irrelevant.

Building on this idea, Laska, Gurman, and Wampold (2014) present data on a “com-
mon factors approach” to therapy. The authors believe that common factors have 
become viewed as nonscientific and have not been adequately studied. They identify 
five factors that make up the common factors approach: (1) an emotionally charged 
bond between therapist and patient, (2) a confiding healing setting in which therapy 
takes place, (3) a therapist who provides a psychologically derived and culturally embed-
ded explanation for emotional distress, (4) an explanation that is adaptive (provides 
believable options for overcoming the difficulties) and is accepted by the patient, and 
(5) a set of procedures engaged in by the patient and therapist that lead the patient to 
enact something that is positive, helpful, or adaptive (Frank & Frank,  1993; 
Wampold, 2001). Throughout their article the authors suggest that no single therapy is 
more effective than another, and that many of the studies that indicate this have flaws. 
Their analysis, built on the previous findings of Wampold et al. (1997), suggests that 
there is much more to therapy than learning an approach or following a protocol. The 
authors do not discuss the implications for medication, but given evidence on placebo 
(Carlino et al., 2012), and nocebo effect (Colloca & Miller, 2011), it is likely that com-
mon factors may play a role in pharmacological interventions as well.

 Combined Treatment of Major Depressive Disorder

Happily, there is a large volume of research focused on various methods for combining 
psychotherapy and pharmacological intervention in the treatment of major depression.

Based on a review, Huhn et al. (2014) found that in general the literature favored phar-
macotherapy slightly in the acute phase of a major depressive disorder, but that psycho-
therapy had a larger advantage when assessing for relapse. These findings may also help 
to explain that when combined therapy was examined (again looking at meta-analyses of 
treatment for depression), the studies reviewed evidenced favor for combined therapy 
over monotherapy. This was true whether combined treatment was pharmacotherapy 
added to a regimen of psychotherapy, or psychotherapy added to a regimen of pharma-
cotherapy. In either condition, effects were similarly in magnitude. The greatest weak-
ness of this article is that the authors do not differentiate between types of pharmacotherapy 
or psychotherapy. So while the evidence is helpful in arguing the merits of combined 
treatments, there certainly isn’t evidence of which type of each was used.

Several meta-analyses have been done to examine the impact of combined treatment 
(Cuijpers, Dekker, Hollon, & Andersson, 2009 Cuijpers, van Straten, Hollon, & 
Andersson, 2010) on major depressive disorder. These meta-analyses have looked at the 
question of combined therapy in several different ways. In one review (Cuijpers  
et al., 2009), which involved a total of 25 studies that utilized RCTs, the authors exam-
ined effect sizes of differences seen between pharmacotherapy as a monotherapy and 
combined pharmacotherapy and psychotherapy. The 25 studies included involved a 
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total of 2,036 patients, and the synthesized data resulted in a mean effect size of d = 
0.31, in favor of combined therapy. The authors note that this difference represented a 
small favoring of combined treatments over pharmacotherapy alone. They also noted 
that when looking at treatments for patients with dysthymia the effect sizes were much 
lower than for those targeting only major depressive disorder.

Cuijpers et al. (2009) also examined studies that compared psychotherapy alone to 
combined psychotherapy and pharmacotherapy. This meta-analysis examined a total of 
18 studies comprising 1,838 participants. This meta-analysis again found a small to 
moderate overall effect size of d = 0.35. The authors then sought to determine if this 
impact was clinically relevant by examining the binomial effect size, and they found that 
success rates increased from .41 to .59, indicating that there may be an added benefit of 
combined therapy over psychotherapy. There were some significant limitations and 
drawbacks to this meta-analysis. The most salient was the authors’ decision to include 
studies of highly specific subpopulations (e.g., two studies involved adults who were 
HIV positive, one included only patients with multiple sclerosis, one was only patients 
with generic “chronic” depression, and one study only included older adults).

Another meta-analysis of combined therapy examined the difference between psy-
chotherapy combined with placebo, and psychotherapy combined with an active agent. 
This meta-analysis (Cuijpers et al., 2010) highlights an important element missing in 
previous meta-analyses in that when comparing psychotherapy or pharmacotherapy 
with combined treatments it is impossible to maintain even a single blind condition as 
the participants know when they are receiving psychotherapy and when combined 
treatments. The addition of a placebo allows at a minimum the potential for a single 
blind where participants do not know if they are receiving only psychotherapy or psy-
chotherapy plus medication. This meta-analysis combined the results of 16 studies 
involving a total of 852 patients. The results of the study indicated that overall treatment 
was beneficial for both conditions with an effect size of d = 1.73, but the overall effect of 
an active agent versus placebo was only d = 0.25. While the use of a placebo would allow 
for at least a single blind, only 14 studies reported explicitly that participants were blind, 
12 reported that assessors did not know what condition the participants were in, and a 
mere five reported that assignment to conditions was completed by an independent 
party. This meta-analysis again included several studies that were aimed at specific sub-
populations. Specifically, of the 16, only six were aimed at adults in general, four focused 
on adults with a general medical condition (e.g. HIV, multiple sclerosis, and coronary 
disease), four involved patients who were dual diagnosed with a co-morbid substance 
use disorder, and the last two studies focused on older adults who had lost their spouse, 
and women with postpartum depression. The results favored, although only slightly, the 
combination of an active pharmacological agent and psychotherapy over placebo paired 
with psychotherapy.

In a separate study (IsHak et al., 2011) an attempt was made to examine not just treat-
ment outcomes, but quality-of-life measures between psychotherapy, pharmacotherapy, 
and combined treatment. While the authors did not actually perform a meta-analysis, 
they conducted a review of multiple studies that assessed quality of life and found that 
the remission of depressive symptoms, through medication, psychotherapy, and com-
bined treatments, all led to improvements in quality of life. The authors reviewed six 
studies of psychotherapy as a monotherapy, 23 studies of medication as monotherapy, 
and eight studies of combined treatment. While the review presents helpful informa-
tion in regard to assessing quality of life and ensuring that improvements on depression 
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rating scales are actually meaningful in the patient’s life, only three of the studies  
actually performed any type of “head-to-head” comparisons. All three demonstrated 
that combined therapy was associated with a statistically significant higher quality of 
life than in pharmacotherapy alone. Again the review demonstrates a need for more 
research on combined therapies to ascertain the degree of improvement that may or 
may not be gained from combined therapies; still, the initial results continue to be posi-
tive in favor of combining psychotherapy with pharmacotherapy.

In a 2007 study, Ludman, Simon, Tutty, and Von Korff examined whether adding a 
CBT tele-therapy protocol to TAU for patients receiving psychotropic therapy for 
depression from their primary care clinic would improve outcomes (Ludman et al., 
2007). They found that participants who had been assigned to the phone therapy group 
had significantly lower scores on the Hopkins Symptom Checklist (HSCL) over the 
course of treatment, and were able to maintain lower scores at an 18-month follow up. 
While the differences at follow up were not statistically significant, the researchers 
found that participants in the combined treatment conditions were statistically signifi-
cantly more likely to describe themselves as “much improved” or “very much improved” 
over the medication-only patients. The results of this study indicate that the addition of 
even a tele-mental health protocol as a form of combined therapy can have a significant 
impact on the improvement of patients and, perhaps more strikingly, on their percep-
tion of how improved they are. As it has increasingly become the case that patients with 
major depressive disorder seek treatment from their primary care providers, it is helpful 
to look at how therapies that are specifically adjunct to this context can be beneficial 
beyond care as usual.

The timing of adding psychotherapy, and specifically a CBT protocol, to a medica-
tion regimen was studied by Rizvi and colleagues (Rizvi, Zaretsky, Schaffer & Levitt, 
2015). Approximately 90% of patients were already receiving pharmacotherapy, and 
those who were not were initiated on pharmacotherapy (the various agents used were 
either SSRIs, SNRIs, or bupropion). Participants were then randomly assigned to either 
receive CBT immediately, or were placed on a wait list for 6 months and then received 
CBT. At the conclusion of treatment, CBT patients were followed for 12 months. The 
researchers found that during the active treatment phase both groups experienced 
reductions in BDI scores that were not significantly different from each other (the 
immediate group scores during CBT and the delayed group scores from 6 months later 
who were in the active treatment phase). The authors noted that the immediate group 
had lower scores during follow up, but this difference was only statistically significant 
during the 10th month of follow up. When the researchers compared the immediate 
group to only those in the delayed group who were still experiencing a depressive epi-
sode, the magnitude of change was significantly better for the immediate group. These 
results may suggest that patients with a more enduring depression benefit from earlier 
intervention, or it may be an indication that enduring depression is more resistant to 
treatment. Noteworthy is the fact that the authors found that overall the BDI scores of 
the immediate treatment were lower than for the delayed treatment group, which 
lends support to the notion that greater levels of improvement are attained when treat-
ment is immediately available.

Manber et al. (2008) found that remission from depressive symptoms occurred sig-
nificantly more rapidly with a combined therapy than in either psychotherapy or phar-
macotherapy administered as a monotherapy. The authors did not find a significant 
difference between the two monotherapies. In addition they found that the combined 
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therapy condition had a significantly larger proportion of patients experiencing symp-
tom remission. The authors used archival data to examine the Keller et al. (2000) study 
in which patients were randomly assigned to receive either nefazodone, a course of 
psychotherapy (cognitive behavioral analysis system of psychotherapy or CBASP), or a 
combined condition involving both. They found that in the medication-only condition 
14.2% of patients attained symptom remission, while in the CBASP-only condition 
13.9% of patients achieved remission, and in the combined-medication–CBASP condi-
tion 28.9% of patients achieved remission. The differences proved to be statistically 
significant. They also found that time to remission was less for patients in the combined 
condition, while the two monotherapy groups were not significantly different in time to 
remission. Finally, the authors conducted a secondary or exploratory analysis to deter-
mine if there were characteristics of patients that led to improved outcomes in any of 
the three treatment conditions. What they found was that for patients in combination 
therapy there were significantly improved outcomes for those who had low levels of 
depression, and for those who had high levels of depression with low levels of anxiety; 
patients who had high levels of depression and high levels of anxiety showed less favora-
ble results. In both of the monotherapies there were no significant differences between 
any of the identified subgroups.

In another analysis of the same data set (data from Keller et al. 2000), Stulz, Thase, 
Klein, Manber, and Christoph (2010) examined in greater depth the notion of subgroups 
within the study. While the treatment conditions were similar with regard to the level of 
depressive symptoms, participants in each treatment condition were separated into 
“low,” “moderate,” and “severe” with regard to the level of depression symptoms. The 
authors plotted scores for each of the three groups within the three treatment condi-
tions (CBASP, nefazodone, and combined treatment) across the 12 weeks of the study. 
The authors then used a slope regression analysis to compare the results. They found 
that there was a significantly steeper negative slope (ratings of depression symptoms 
reduced faster) in the combined therapy condition than in either of the monotherapy 
conditions (which did not differ from each other significantly) in both the low and mod-
erate depressive symptom subgroups. For patients with severe levels of depression 
symptoms there was no significant difference between any of the treatment 
conditions.

One of the largest studies undertaken in recent years to evaluate treatments for depres-
sion was the Sequenced Treatment Alternatives to Relieve Depression (STAR*D) Study. 
The STAR*D was a 7-year study that evaluated various treatment modalities over a 
course of time progressing through four levels of treatment. At each level of treatment if 
patients became asymptomatic they were placed into a 12-month follow up program to 
assess duration of improvement. Level 1 of the study involved placing patients on citalo-
pram (Celexa) for 12–14 weeks. The study began with 4,041 participants, but after exclu-
sion criteria were applied 2,876 participants entered level 1. Of those individuals 1,439 
did not become symptom free and were moved into the level 2 portion of the study. In 
level 2, patients were given the option to switch from citalopram to another treatment, 
either a different medication or cognitive therapy (CT), or to augment the citalopram 
with either another medication or CT. Of the sample, 147 elected to either switch to CT 
or augment citalopram with CT. Of those patients, 25% who switched to CT alone 
became symptom free, and 23% of those who augmented became symptom free. These 
results were not significantly different from patients who were in medication-only paths 
in level 2 (i.e., patients who either switched to another medication or augmented 
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citalopram with another medication). Of note, researchers found that those in the CT 
augmentation group took longer (55 days) for symptom remission than those who chose 
medication augmentation (26 days). The CT-only group was not significantly different 
from those who switched to a new medication in time to remission, but the authors note 
that they were spared the side effects experienced by those who switched to another 
medication. Some of the limitations of the STAR*D, when used to compare psychother-
apy with medication or combination treatments, include: (1) patients had no option 
regarding the initial treatment tried: all were given an SSRI. (2) The evaluation between 
and among different types of therapy was only for patients who had already “failed” a trial 
of medication and were deemed “non-responders.” These limitations make it difficult to 
assess the role of therapy and combined treatments on the general population. Adding to 
this, the number of patients electing to undergo psychotherapy was relatively small when 
compared with the total number of participants in the study.

 Conclusions

The literature presented and reviewed in this chapter indicates a strong rationale for 
combined treatments. In addition, many of the findings point to the merits of combined 
treatment early, as this may lead to faster and more complete remission; in this vein, a 
case can be made for the cost effectiveness of combined treatments. Given the weight 
of the evidence, a reasonable recommendation would be to initiate both pharmaco-
therapy and psychotherapy as soon after a diagnosis is made as possible.

Of course the therapist must also take into account the patient’s desires and beliefs in 
what will be beneficial for treating his or her depression. This is one of the most striking 
absences in the literature. Even with scores of studies comparing psychotherapy, medi-
cation, and combined therapies, few studies have evaluated patient preference and how 
that might impact outcomes. When patients are randomly assigned to a condition that 
they do not believe will be beneficial, what is the impact on outcomes? Patient choice is 
a vital part of what practitioners in the field must navigate in electing and implementing 
treatments and, yet, in the literature it is treated as though randomization will cancel 
out the effects. While this may be true in large, high powered studies, for the patient 
sitting in front of us, his/her preference is not an artifact but a matter of autonomy and 
an essential ingredient that promotes involvement in a collaborative relationship.

Table 3.1 summarizes our findings and conclusions.

 Final Observations

Many prescriptions for antidepressant medications are written by primary care physi-
cians. It is common for the patients receiving these therapies to not be involved in any 
type of psychotherapy despite evidence in the literature suggesting that combining 
efforts may lead to faster and greater improvements over time. When patients are pro-
vided with CBT at the time they are diagnosed and started on medication the outcomes 
are better. If CBT is used as an adjunct only after medicine has failed to bring about full 
symptom resolution the outcomes are still present, but less impressive.

Providers, especially those who have the first contact with a patient regarding com-
plaints of major depression, need to be mindful of the expectations of their patients.  
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If primary care providers give reasonably positive expectations for therapy, treatment is 
more likely to be effective. Conversely, if a patient has an unrealistic expectation about 
how well or how fast an intervention will work, the patient is more likely to be disap-
pointed. Aside from traditional therapeutic techniques, this effort of managing a 
patient’s expectations may be one of the greatest contributions the clinician can make.

Table 3.1 Integrative biopsychosocial intervention with major depressive disorders: Summary of 
best-practice recommendations by level of confidence derived from strength of evidence.

Major depressive disorder—mild

Level A Recommended  ● Talk therapy should be the primary intervention
 ● Cognitive behavioral therapy (CBT), cognitive therapy (CT) and 

interpersonal therapy (IPT) have been well researched
Level B Suggested  ● If talk therapy is not feasible, a selective serotonic reuptake 

inhibitor (SSRI) may be considered
 ● Bupropion may also be an option

Level C May be 
considered

 ● Consider serotonin norepinephrine reuptake inhibitors (SNRIs), 
if SSRIs have been unsuccessful

 ● Polypharmacy—augmenting bupropion with an SSRI
Major depressive disorder—moderate
Level A Recommended  ● Combined medication and talk therapy is preferred starting 

point
 ● If a combined approach is not available, talk therapy and 

pharmacotherapy are both first-line monotherapies
Level B Suggested  ● SNRIs, tricyclic antidepressants (TCAs), monoamine oxidase 

inhibitor (MAO-I)
 ● Polypharmacy—augmenting with an additional SSRI or 

combining bupropion with an SSRI
Level C May be 

considered
 ● Stimulants

Major depressive disorder—severe without psychotic features
Level A Recommended  ● CBT, CT, IPT

 ● SSRIs and SNRIs
 ● Bupropion

Level B Suggested  ● Combined therapy—talk therapy with pharmaceutical 
intervention

 ● Polypharmacy
Level C May be 

considered
 ● Stimulant medication

Major depressive disorder—severe with psychotic features
Level A Recommended  ● SSRI/SNRI augmented with aripiprazole
Level B Suggested  ● Combined CBT and pharmacotherapy

 ● Electroconvulsive therapy (ECT)
 ● TCAs

Level C May be 
considered

 ● Other atypical antipsychotics
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 Illustrative Case Studies

Mrs. D, a 26-year-old female, came into the clinic reporting a depressed mood, weight gain, 
and loss of interest in pleasurable activities. She was also having difficulty concentrating at 
work and experienced feelings of worthlessness. She initially saw a psychologist for her intake 
appointment. Approximately half way through the intake she stopped the therapist (who had 
yet to offer an intervention) and told him “I have tried all of this therapy stuff and it doesn’t 
work for me. I really just want to start meds.” Mrs. D persisted in her request for medication, 
and so after completion of the intake and diagnostic interview the provider referred her to a 
prescribing psychologist.

The prescribing provider explained to Mrs. D that, while they could pursue a course of medi-
cation, there were numerous strategies that could be used to evaluate the effectiveness of the 
medicine, some of which could also be considered therapeutic interventions. She was agree-
able to this, and so a course of escitalopram was started at 10 mg. During this same period, 
Mrs. D was asked to complete CT’s ABC sheets, which related events to her beliefs and resulting 
emotional impact. She was also asked to engage in physical activities and rate the ease with 
which she was able to engage in these activities. Therapy subsequently focused on social out-
ings and engaging in previously pleasurable activities, both as part of a course of therapy and 
to evaluate the impact that the medicine was having on her quality of life. The patient 
reported symptom remission within 8 weeks.

This case illustrates the benefits that can be earned by gaining “buy-in” from the patient, 
while acknowledging the patient’s right to autonomy, and to participate voluntarily in the 
treatment planning. Recognizing her preference for medication while obtaining her agree-
ment to participate in monitoring the results of treatment allowed for adding CBT methods 
that she would not have agreed to from the start, and which would have likely failed had her 
needs not been addressed and her agreement sought in all recommendations.

Mr. M was a 35-year-old male who had a history of prior depressive episodes and came to 
the clinic when he was having an additional bout of depression that was hindering his ability 
to engage in activities that he wanted to. Specifically, he had started to have difficulties at 
work and was also falling behind on academics (he was working full time and pursuing a 
Master’s degree). He had been on sertraline previously with good results, and so we agreed to 
reinitiate this medicine and also start a course of CBT. Over the course of treatment he did not 
evidence improvement, and so sertraline was switched to venlafaxine, but he continued to 
struggle and to have a hard time completing even the most basic CBT homework. Given the 
unremitting severity of his condition, we agreed to initiate a trial of aripiprazole as an adjunct 
to the venlafaxine.

Over the course of the next 2 weeks his mood and energy levels improved dramatically, 
despite the medicine causing some fatigue in the hours after the patient took it. He began 
engaging in the therapy homework, as well as in his course work, and was also able to improve 
his performance at work. We agreed to withdraw the aripiprazole after 90 days, and he con-
tinued to do well and was able to evidence improvement through his involvement in sessions 
and through his use of CBT techniques.
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4

Careful observers have long recognized the signs, symptoms, and behaviors that we now 
classify as bipolar disorder. Soranus of Ephesus in the 1st century AD differentiated mel
ancholia, which included “weeping without reason,” dejection, and often a desire for death, 
from mania, which was characterized by fluctuating anger and merriment and “continual 
wakefulness.” Aretaeus of Cappadocia in the 2nd century AD linked mania and melan
cholia as different stages of one disease (Goodwin & Jamison, 1990). Hermann Boerhaave, 
in the early 18th century, described melancholia, and reported that it occasionally resulted 
in “a wild Fury” called “Madness.” While in a fit of “Madness,” the patient “generally shews 
(sp) a great Strength of the Muscles, an incredible Wakefulness, a bearing to a wonder of 
Cold and Hunger, [and] frightful Fancies. . .” (Boerhaave & Delacoste, 1986).

By the mid19th century both Falret and Baillarger began to discuss the cyclic nature 
of mania and melancholia (Goodwin & Jamison, 1990). Emil Kraepelin, at the end of the 
century, described maniacaldepressive insanity (circular stupor). This condition had 
discrete periods of depression and excitement. The depression consisted of prolonged 
bouts of being “lowspirited” with an impediment to drive and initiative. Depressed 
patients displayed decreased appetite, impaired cognition, and low energy. Maniacal 
excitement or “mania” resulted in a “joyous and exalted” frame of mind. These individu
als became extremely talkative and were difficult to interrupt when speaking. Their 
thoughts were frequently disorganized and digressive. They often became disruptive 
and combative as they overindulged in pleasurable pursuits (Kraepelin, 1988 [1913]).

By 1952 the American Psychiatric Association’s Diagnostic and Statistical Manual of 
Mental Disorders had a section for manicdepressive reactions. These patients had 
severe mood swings with a tendency toward remission and relapses. Their mania was 
described as “elation or irritability, with overtalkativeness, flight of ideas, and increased 
motor activity.” Mania alternated with a “depression of mood and with mental and 
motor retardation and inhibition; in some cases there is much uneasiness and appre
hension. Perplexity, stupor or agitation may be prominent symptoms” (American 
Psychiatric Association, 1952).

Currently, mental health professionals in the United States use, together with the 
International Classification of Diseases and Related Health Problems, 10th Revision 
(ICD10) (World Health Organization, 2016), the Diagnostic and Statistical Manual of 

Mood Disorders: Evidence-Based Integrated 
Biopsychosocial Treatment of Bipolar Disorder
Randon Welton and Brenda J. B. Roman



4 Evidence-Based Integrated Biopsychosocial Treatment of Bipolar Disorder62

Mental Disorders, fifth edition (DSM5) (American Psychiatric Association, 2013) for 
classifying mental illness. The section for bipolar and related disorders of the DSM5 
describes mania as consisting of periods of abnormally and persistently elevated, expan
sive, or irritable mood. This altered mood is accompanied by a combination of increased 
goaldirected activities, increased energy, inflated selfesteem, decreased need for sleep, 
increased talkativeness, flight of ideas, distractibility, or an excessive involvement in 
activities and risky behavior. If this episode lasts for 7 or more days and is accompanied 
by marked impairment in social or functional impairment, it is described as mania. If 
the episode lasts for at least 4 days but does not cause marked impairment, then it can 
be described as hypomania. Depressive episodes in bipolar disorder are diagnostically 
identical with major depressive disorder and consist of at least 2 weeks of depressed 
mood accompanied by a combination of anhedonia, altered sleep, altered appetite, 
decreased energy, impaired concentration, psychomotor retardation or agitation, feel
ings of worthless or guilt, impaired cognitive functioning, or thoughts of death. By con
vention, if a patient has had one manic episode they should be diagnosed with “bipolar 
I disorder.” If they have had at least one hypomanic episode and one major depressive 
episode then they are diagnosed with “bipolar II disorder” (American Psychiatric 
Association, 2013). These criteria are consistent with the description of bipolar affec
tive disorder found in the World Health Organization’s ICD10.

Bipolar I disorder is seen across the world in all cultures and socioeconomic classes. 
In a study of 11 countries, the 12month prevalence of bipolar I disorder ranged from 
0% to 0.6%. In the United States the 12month prevalence is 0.6%. Bipolar I disorder 
seems to be slightly more common in men with a ratio of 1.1 to 1. In patients who go on 
to manifest bipolar I disorder, the first mood disturbance occurs at approximately 18 
years of age, although there are a few who will not have the onset of the disease until 
their sixth or seventh decade of life. Almost everyone (~90%) who has had a manic 
episode will have recurrent mood episodes, and 60% of manic episodes immediately 
precede a major depressive episode. Many patients with bipolar disorders will return to 
normal functioning after the mood episode, but up to 30% will have continuing, severe 
impairment of occupational functioning (American Psychiatric Association, 2013).

Bipolar II disorder is recognized in 0.3% of adults over a 12month period according 
to international studies, but it has a 0.8% 12month prevalence in the United States. The 
mood disturbance in bipolar II disorder presents slightly later than bipolar I disorder 
with the average age of onset being the mid20s. Patients with bipolar II disorder tend 
to have more episodes of mood disturbance during their life, but tend to return to nor
mal functioning between episodes. Only 15% have evidence of functional impairment 
between episodes (American Psychiatric Association, 2013).

Suicide is a significant concern in both bipolar I and bipolar II disorders. The lifetime 
risk of suicide in individuals with any bipolar disorder is 15 times higher than the general 
population, and nearly onefourth of all people who have committed suicide have a bipo
lar disorder diagnosis. Although the rate of attempted suicide is nearly equal in bipolar I 
and bipolar II disorders (36.3% and 32.4%, respectively), the lethality of attempts in bipo
lar II disorder seems higher (American Psychiatric Association,  2013). The frequent 
combination of a bipolar disorder and substance abuse further raises the risk of suicide.

Since the time of Kraepelin, bipolar disorders were noted to have severe episodes of 
depression and mania with fairly good resolution of symptoms in between episodes. 
This helped distinguish it from the persistent downward spiral of dementia praecox 
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(schizophrenia). John Cade, an Australian psychiatrist, noted in the late 1940s that 
lithium calmed agitated psychotic patients (Cade,  1949), and later it was found  
that lithium was effective in reducing the symptoms of mania and minimizing reoccur
rences (Schou, JuelNielsen, Stromgren, & Voldby, 1954). Lithium became available in 
1970 for the treatment of bipolar disorder, and has been the gold standard ever since 
(Baldessarini & Tondo, 2000; International Consensus Group, 2008). Although psycho
therapeutic treatments exist for depression, neither mania nor the psychosis that often 
accompanies mania are amenable to talk therapy. Traditionally, therefore, the research 
into treating bipolar disorders focused mostly on controlling acute mood symptoms 
using physical interventions such as medication or electroconvulsive treatments. Over 
the past 20 years, however, there has been increasing interest in the use of psychosocial 
interventions to augment psychopharmacology as well as its employment as an  
independent treatment to help ameliorate the suffering of the individual with bipolar 
disorder (Depp, Moore, Patterson, Lebowitz, & Jeste, 2008).

 Diagnosis and Acute Management of Mania

 Psychoeducation

Psychoeducation should be included in all medical treatment as patients have a right to 
know their diagnosis, the risks of the treatment, alternative treatments, and why the 
treatment is likely to be helpful. Psychoeducation is, therefore, a part of the informed 
consent process. For patients with bipolar disorder, psychoeducation can be an 
extremely valuable psychosocial intervention. Psychoeducation early in the course of 
the illness can result in longterm benefits.

Psychoeducation is a cornerstone of several broader psychosocial strategies for bipo
lar disorder, including family focused therapy (FFT) and interpersonal and social 
rhythm therapy (IPSRT) (Otto, ReillyHarrington, & Sachs, 2003; Smith, Jones, & 

Clinical Case

Paul is a 19-year-old college freshman who is brought to the emergency department by his 
roommate because “he isn’t acting right.” Paul states that he feels “great,” and that his room-
mate is simply envious of his energy and “special powers.” He does not understand why any-
one is concerned about him, as “I got my paper done in just three hours for my business class, 
worked on a class project and got all of my studying done in record time.” He does acknowl-
edge that he is not concentrating as well on studies because his “mind is moving really fast.” 
On examination, his affect is euphoric, his speech is pressured, and he has delusions of gran-
deur. He had three beers 24 h earlier, but denies illicit drug use or misuse of prescription medi-
cation. He has no prior psychiatric history, although he reports two periods in high school 
during which he was “down for a couple of weeks.” His family history is positive for a maternal 
uncle with bipolar disorder and a grandfather who committed suicide. He is admitted for fur-
ther evaluation, and is ultimately diagnosed with bipolar disorder, to which he responds, “I 
am not crazy like my Uncle.” His parents are also distraught about the diagnosis of bipolar  
I disorder.
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Simpson, 2010). In FFT, for example, the first seven sessions are educational and address 
topics such as the signs and symptoms of bipolar disorder, stress vulnerability, and 
relapse prevention (Smith et al., 2010). Although in these therapies psychoeducation is 
provided as a part of a larger package, it can be provided independently. Perry, Tarrier, 
Morriss, McCarthy, and Limb (1999) report a study in which 34 patients received indi
vidual psychoeducation to help them identify prodromal symptoms of depression and 
mania. During an average of nine meetings with their provider, the patients developed 
a personalized algorithm for selfmonitoring and intervention at the early signs of 
relapse. This intervention led to a significant reduction in days of mania and time to 
relapse of mania, as well as a significant improvement in social functioning and employ
ment. Javadpour, Hedayati, Dehbozorgi, & Azizi (2013) studied 108 patients seen for 
eight 50min psychoeducation sessions, and then followed by monthly telephone con
tact for 18 months. Those receiving psychoeducation had lower rates of relapse and 
hospitalizations, and had significantly improved medication adherence and quality of 
life. Although individual psychoeducation may be helpful, it will probably not be as 
effective as more extensive, individual psychosocial interventions such as FFT or psych
oeducation followed by cognitivebehavioral therapy (CBT) (Swartz & Swanson, 2014). 
Group psychoeducation also seems to be more successful than individual psychoeduca
tion (Bond & Anderson, 2015).

Bauer, McBride, Chase, Sachs, and Shea (1998), in a 5week, manualized psychoedu
cation group, covered bipolar disorder and treatment options (1 week), depression (2 
weeks), and mania and hypomania (2 weeks). The groups focused on the common pat
terns of illness, and the group members discussed their individual warning signs and 
triggers for relapse. This intervention led to an increase in their knowledge about bipo
lar disorder and helpful coping strategies. Colom et al. (2003a) followed 25 patients 
after they received 20 90min psychoeducation group sessions. The group discussions 
focused on illness awareness, treatment adherence, lifestyle regularity, and early detec
tion of prodromal symptoms. By the end of 2 years, 92% of patients in the control group 
had relapsed and 36% had been hospitalized compared to only 60% and 8% in the inter
vention cohort. The consensus of the literature is that group psychoeducation for bipo
lar disorder leads to decreased recurrences of mood episodes, decreased time spent in 
relapses, and decreased frequency and duration of hospitalizations (Swartz & 
Swanson,  2014; Miziou et al.,  2015). A systematic review of 16 studies (Bond & 
Anderson, 2015) found that psychoeducation was effective at preventing all types of 
mood relapse, and is most effective in preventing manic or hypomanic relapse. In addi
tion to acquiring facts about their illness, many patients seem to benefit from the social 
support inherent in the group (Poole, Smith & Simpson, 2015). In a qualitative assess
ment of group psychoeducation, group members reported that they had acquired new 
knowledge about their illness or had a confirmation of things learned previously, but 
they also reported a decreased sense of shame and stigma about having a mental illness. 
Some also reported new insight into their illness and relapse triggers, and a decreased 
resistance to taking medications (Poole et al., 2015). To be covered later in the chapter, 
there is evidence that even fairly brief group psychoeducation significantly increased 
treatment adherence (Bond & Anderson, 2015; Eker & Harkin, 2012; Javadpour et al., 
2012; Miziou et al., 2015).

As an aside, the potential appears to exist for using technology to help provide psych
oeducation. A trial of psychoeducation, using inperson and then internetbased 
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information, found that educating patients through didactics and vignettes on the inter
net was feasible and generally acceptable to patients. Patients who were more used to 
computerbased training were more likely to benefit from this approach (Poole, 
Simpson, & Smith, 2012).

Based on these studies and general treatment principles, psychoeducation should be 
provided over an extended period of time and preferably in a group format (Miziou  
et al., 2015). Several topics should be systematically addressed including:

 ● Review of bipolar disorder.
 – Diagnostic criteria—review the standard signs and symptoms used to diagnose 

bipolar disorders.
 – Etiology—discuss the biopsychosocial nature of bipolar disorder, including genetic 

and stress vulnerabilities.
 – Personalized diagnostic criteria—while depressed patients readily acknowledge 

that they are suffering, patients with mania and hypomania often resist the idea 
that they have a mental illness. Denial of their illness will likely decrease adherence 
to treatment plans. The provider should help the patient develop a life narrative 
that describes how their symptoms have caused them distress and problems. The 
provider can demonstrate that these are manifestations of the patient’s bipolar 
disorder.

 ● Description of the course and prognosis of bipolar disorder.
 – Helping patients understand the fluctuating symptoms inherent in bipolar disor

der may help them continue to follow treatment recommendations even when they 
are feeling well.

 ● Discussion of treatment options.
 – Reviewing the relative risks and benefits of a variety of treatments, including psy

chopharmacological, psychosocial, and complementary/alternative medicine 
options helps create acceptance of the proposed treatment options and increases 
the patient’s participation in treatment decisions. Ideally, the patient will be able to 
explain to the provider why the chosen treatment option is the best choice for 
them (Otto et al., 2003).

 ● Vigilance for common comorbid conditions.
 – Patients should be cautioned against excessive use of alcohol or other illicit sub

stances. Signs and symptoms of anxiety disorder should also be reviewed.
 ● Development of selfmanagement skills.

 – Help the patient develop a regular, healthy schedule of activities, including a 
healthy sleep schedule.

 – Patients should develop an understanding of the connection between stress, their 
behaviors, and relapse. They should be able to identify behaviors that make relapse 
more or less likely.

 ● Identification of warning signs of relapse.

 – Patients and providers can develop selfmonitoring strategies and action plans for 
dealing with concerning thoughts, emotions, and behaviors. They can create and 
even practice these with their therapist.

(Smith et al., 2010; Swartz & Swanson, 2014)
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 Somatic Treatments for Acute Mania

Starting effective medications is of the utmost importance in controlling the devastat
ing symptoms of mania. A recent systematic review and metaanalysis found that  
neither individual psychosocial interventions (three trials) nor group interventions (six 
trials) made an impact on symptoms of mania (Oud et al., 2016). On the other hand, for 
over a half of a century, lithium has been used to treat bipolar disorder. Lithium has 
been extensively studied, and has demonstrated efficacy in the treatment of acute 
mania. The use of lithium is complicated, however, by frequent side effects and signifi
cant toxicity that begins at doses only slightly higher than the therapeutic range. 
Valproate and carbamazepine, which were both developed for the prevention of sei
zures, have been found to be effective in the treatment of mania although they both 
have significant side effects. Collectively, these medications, along with lithium, are 
commonly referred to as “mood stabilizers,” all of which have good data regarding treat
ment efficacy. There have been relatively few headtohead trials of these medications 
in mania, and most of those have found that they are essentially equal in efficacy. 
Currently, there is insufficient evidence to say that any one mood stabilizer is more 
effective than the others. (Burgess et al., 2003; Emilien, Maloteaux, Seghers, & Charles, 
1996; CeronLitvoc, Soares, Geddes, Litvoc, & de Lima 2009; Cipriani, Pretty, Hawton, & 
Geddes, 2005; Davis, Bartolucci, & Petty, 1999; Fountoulakis et al.,  2012; Geddes, 
Burgess, Hawton, Jamison, & Goodwin, 2004; Grunze et al., 2009; Macritchie et al., 2003; 
Poolsup, Li Wan Po, & de Oliveira, 2003; The Management of Bipolar Disorder Working 
Group, 2010). Treatment with the mood stabilizers requires ongoing, routine monitor
ing of serum levels of the medication as well as other specific studies. Lithium requires 
periodic monitoring of renal and thyroid function. Patients on valproate will need their 
liver enzymes checked regularly, and prescribing carbamazepine necessitates checking 
blood cell counts.

Secondgeneration antipsychotic medications, such as aripiprazole, olanzapine, que
tiapine, risperidone, and ziprasidone are effective in treating mania. Systematic reviews 
of secondgeneration antipsychotics for the treatment of mania have found them to be 
essentially equal in efficacy. While the potential side effects of the secondgeneration 
antipsychotics are very similar, several studies have noted weight gain to be more prom
inent with olanzapine (Fountoulakis et al., 2012; Fountoulakis, Vieta, & Schmidt, 2011; 
Gao & Calabrese, 2005; Jeste & Dolder, 2004; Ketter, Miller, Dell’Osso, & Wang, 2016; 
Perlis, Welge, Vornick, Hirschfeld, & Keck, 2006; The Management of Bipolar Disorder 
Working Group,  2010). The secondgeneration antipsychotic medications do not 
require blood levels of the active medication, but there is a requirement to monitor 
studies related to increased weight, blood glucose, and lipids (i.e., metabolic syndrome). 
Combinations of mood stabilizers and antipsychotic medications are indicated for the 
most severe manic episodes. The combination of an antipsychotic medication with a 
mood stabilizer increases the response rate by about 20% over the response rate to 
monotherapy with a mood stabilizer (The Management of Bipolar Disorder Working 
Group,  2010). The firstgeneration antipsychotic medication, haloperidol, has good 
evidence for its efficacy in controlling acute mania but does not have evidence support
ing longterm use. It is also associated with increased risks of tardive dyskinesia com
pared to the secondgeneration antipsychotic medications (McIntyre, Brecher, Paulsson, 
Huizar, & Mullen, 2005; Smulevich et al., 2005; Vieta et al., 2005). The mood stabilizers 
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and/or antipsychotic medications should be started soon after confirming the diagnosis 
as they may take several days to a week before their positive effects are noted.

Electroconvulsive therapy (ECT) remains a safe and effective treatment for severe 
mania (The Management of Bipolar Disorder Working Group, 2010). An older review 
found that 80% of patients with mania experienced remission or marked clinical 
improvement with ECT (Mukherjee, Sackeim, & Schnur, 1994). Because of the efficacy 
of psychopharmacology, ECT is typically not considered a firstline treatment for most 
patients with mania, but there are populations in which ECT may be recommended. 
These populations include patients with lifethreatening conditions such as severe mal
nutrition, catatonia, or severe suicidality, pregnant patients, and patients who have not 
responded to medications (The Management of Bipolar Disorder Working Group, 2010).

 Continuing Treatment

 Psychosocial Interventions for Treatment Adherence

Convincing patients to follow through with their mental health treatment plans is 
always difficult, but it is perhaps even more difficult in patients with bipolar disorder. 
Bipolar disorder is highly recurrent by nature, so patients must recognize the need to 
continue on their treatment indefinitely in order to prevent relapses. Patients who have 
had hypomanic experiences often remember them positively and do not wish to pre
vent them from recurring (Otto et al., 2003). Patients with mania may not recognize 
that they have an illness, and they may resist attempts by others to keep them on medi
cations. Adherence is worsened by the fact that many of the medications effective in 
bipolar disorder have significant side effect profiles.

Table 4.1 provides a listing of some of the more common and troublesome side effects 
of the commonly used medications.

Adherence to treatment plans is a top priority in the management of a patient’s bipo
lar disorder, but the understanding of adherence is changing over time. Traditionally, 

Clinical Case—Continued

Paul was started on lithium carbonate and quetiapine for his bipolar I disorder, and within 10 
days showed considerable improvement. During his hospitalization and subsequent outpa-
tient visits he was educated about the diagnostic criteria for bipolar disorder and its progno-
sis. His providers pointed out that some of Paul’s recent experiences were manifestations of his 
bipolar disorder. Following discharge, Paul did well for 6 months, returning to school and 
receiving As and Bs in all of his classes, but he stopped taking his medication, as “I am well 
now. I have no need for medication, as I can control my moods.” Another factor leading to his 
stopping his medications was the hospital team’s insistence that he not drink alcohol while he 
takes medications. He was frustrated that he had not been able “to party with friends” so he 
stopped medication in order to go out on the weekends with his friends and “not feel like the 
loser who can’t drink.” He also acknowledges that he did not like the laboratory blood draws 
and the ten pound weight gain since being hospitalized.
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adherence was defined as strict compliance with the physician’s instructions. In a more 
collaborative medical setting, however, it consists of abiding by the treatment approach 
that the patient and provider develop following an open discussion. This helps shift 
adherence from being an “allornothing” submission to the will of a paternalistic physi
cian, to a shared decision making model (Berk et al., 2010).

Adherence to the treatment plan, however, goes far beyond patients taking their pre
scribed medication. Behavioral adherence consists of numerous actions unrelated to 
taking medications. These can include:

 ● attending scheduled appointments;
 ● participating in assigned homework;

Table 4.1 Side effects of medication for bipolar disorder. Adapted from The Management of Bipolar 
Disorder Working Group (–2010).

Category Examples
Common and bothersome side effects
(not an all-inclusive list)

Lithium Lithium Acne
Alopecia
Diabetes insipidus
Electrocardiogram changes
Gastrointestinal complaints (nausea, diarrhea)
Hyperparathyroid
Hypothyroidism
Leukocytosis
Mental status changes (impaired concentration 
and memory)
Polyuria
Rash
Renal impairment
Tremor
Weight gain

Mood stabilizers (a.k.a. 
anticonvulsants)

Valproate
Carbamazepine
Lamotrigine

Agranulocytosis
Alopecia (valproate acid)
Aplastic anemia
Ataxia
Cognitive impairment
Hepatotoxicity (valproate)
Pancreatitis (valproate)
Peripheral edema
Rash
Stephens–Johnson syndrome
Tremor
Visual changes
Weight changes
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 ● abstaining from alcohol and illicit drugs;
 ● maintaining regular lifestyle patterns (reasonable exercise, consistent sleep–wake 

cycles).

The vast majority of research has focused on medication adherence and very little has 
looked at behavioral adherence (Gaudiano, Weinstock, & Miller, 2008). Medication 
adherence includes taking the right amount of medication at the right times. Sometimes 
nonadherence to medications can be involuntary as in the cases of patients who forget 
or do not understand their medication regimen. Some patients may take only some of 
their medications or lower doses of the medications they have been prescribed (partial 
adherence). Patients may also take full doses of medications during some periods and 
then limit or stop medications at other times (irregular adherence) (Berk et al., 2010).

Accurately measuring adherence defies simple solutions. The most obvious method 
is selfreport, with the provider asking directly or through questionnaires about the 
patient’s medicationtaking behavior. Patients, however, may be hesitant to report not 
taking their medications or may not accurately remember their use of medication. 
Blood levels can be monitored with some medications, such as lithium, valproate, and 
carbamazepine, but this only reveals how much medication the patient had been taking 
in the few days preceding the blood draw, and may not accurately reflect their use over 
time. Providers or family members can count the remaining pills from a prescription 
and calculate how many pills have been taken. This, however, does not account for pills 
that were disposed of rather than ingested. Finally, there are efforts to electronically 
monitor when pill bottles are opened and pills are removed. These are expensive and, 
again, they do not prevent patients from merely disposing of their pills. The most accu
rate assessments involve using several strategies to monitor the patient (Berk  
et al., 2010).

Estimates of nonadherence in patients with bipolar disorder range from 20% to 60%. 
Scott and Pope (2002), in a tightly controlled study, defined nonadherence as missing at 
least 30% of prescribed medications. By that definition 32% of patients were nonadher
ent in the past month and 50% were nonadherent at some point in the past 2 years. 
Increasing adherence to treatment is an important goal for clinicians. Nonadherence to 
medications is associated with increased rates of relapse and recurrences, hospitaliza
tions, functional impairment, and suicide (Gaudiano et al., 2008; Sajatovic, Davies, & 
Hrouda, 2004).

Nonadherence is not distributed evenly among patients with bipolar disorders. There 
are several significant risk factors.

 ● Patientrelated:
 – demographic—younger age, single, male, lower education level;
 – comorbid conditions—substance use disorders, personality disorder, cognitive 

impairment (any source);
 – attitude toward illness—denial of illness or need for medication.

 ● Medicationrelated:
 – side effects of medication (concerns about dependence on medications or feared 

future side effects may be more important than actual, current side effects);
 – longer duration of treatment;
 – beliefs about the risks and benefits of medications.
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 ● Providerrelated:

 – poor therapeutic alliance with the patient;
 – decreased patient satisfaction with care.

(Depp et al., 2008; Gaudiano, et al., 2008; Sajatovic et al., 2004)

Efforts to increase adherence have included shortterm and longterm interventions 
that either focus on adherence as the primary goal or as one of several studied out
comes. These approaches have had mixed but generally positive results. One review 
(Gaudiano et al., 2008) looked at 14 clinical trials that focused on increasing adherence. 
Of six trials of CBT, four increased adherence. Most of these trials included medication 
adherence as only one of many goals. These trials tended to be smaller in size, and the 
largest trial with 253 patients found no increase in adherence. Five trials looked at psy
choeducation, which was mostly provided in an extended group format. Of those five 
trials, three improved medication adherence. Two trials of FFT also measured medica
tion adherence as an outcome. One of them showed increased medication adherence at 
the 1year follow up.

A more recent study examined four distinct modules for treating patients with bipo
lar disorder (Sajatovic et al., 2012). The modules included: psychoeducation related to 
bipolar disorder, modified motivational enhancement therapy, coaching on communi
cation with providers, and coaching on medication routines. Patients were nonran
domly assigned to complete one to four of these modules based on a structured 
assessment. Each module had four weekly sessions and then two telephone follow up 
visits. The 43 patients included in the study all had a history of poor medication adher
ence. A total of 40 of the 43 patients went through at least three of the modules. 
Nonadherence was measured through selfreport and pill counting, and indicated that 
at baseline these patients had not taken nearly half of their prescribed medication (48%) 
during the prior week. By the end of 6 months these patients were taking 75% of their 
prescribed medication. Benefits were gained from including family members and sig
nificant others in efforts to increase adherence, especially when it came to behavioral 
adherence such as attending appointments (Gaudiano et al., 2008; Sajatovic et al., 2004).

International studies have also demonstrated that psychoeducation can increase 
adherence. In addition to the Javadpour et al. study mentioned previously, a Turkish 
study of 71 patients (Eker & Harkin, 2012) found that six group sessions lasting 90–120 
min resulted in a doubling of medication adherence in the treatment group (from 40% 
to 86.7%) over a 6week period, while the control group showed a worsening of adher
ence (from 38.9% to 24.2%).

Although the data are limited and only somewhat positive, the best outcomes seem to 
arise from studies that targeted the patient’s knowledge and attitudes toward their 
medications. Simply handing out sheets of information appears to be a largely unsuc
cessful intervention. All of the successful approaches have an interaction with a pro
vider who emphasizes adherence (Sajatovic et al., 2004). The interventions should focus 
on the reasons that patients give for not continuing these medications. These include 
knowledge and attitude about illness and medications, their relationships with their 
providers, the stigma of having a mental illness, and social pressures about their illness 
and medications (Sajatovic et al., 2012).
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Steps to increasing medication adherence include:

 ● Increasing knowledge about the disorder: Individuals who are highly adherent have a 
greater understanding of their illness’ severity. Individuals should understand the 
natural course of their illness and the problems that can arise from not treating their 
illness. The provider can discuss the problems with stigma and social pressure that 
the patient is experiencing. It might also be helpful, with the patient’s permission, to 
include family members and significant others in these discussions.

 ● Addressing knowledge and attitude about medications: Individuals are more likely to 
stay on medications when they understand the benefits of the medications and the 
risks of suddenly stopping their medications.

 ● Increasing awareness of medication side effects: Patients should have an understand
ing of the common and severe medication side effects. There should also be discus
sions about how they can manage side effects that arise.

 ● Developing a positive therapeutic alliance: All providers should focus on developing a 
warm, empathic bond with their patients, and collaborate with their patients to 
develop reasonable goals.

 ● Emphasizing collaboration in developing the treatment plan: Patients are more likely 
to comply with treatment recommendations when they fully understand the rationale 
behind the recommendations, and when they have played a role in creating their 
treatment plan.

(Berk et al., 2010; Gaudiano et al., 2008; Sajatovic, et al., 2004, 2012)

 Bipolar Depression

 Somatic Treatments for Bipolar Depression

Treating bipolar depression creates several challenges for the provider. Many patients 
with bipolar disorder spend more time with a depressed mood than they do with mania 
or hypomania. Depression can be the most debilitating aspect of bipolar disorder and is 
associated with significant social and occupational dysfunction and suicide. No medi
cations have been developed specifically for bipolar depression, and many of the ones 
that are currently used carry limitations because of side effects and failure of response. 

Clinical Case—Continued

Paul reluctantly restarted and remained on lithium carbonate over the past year. In his regu-
larly scheduled appointment with his clinician, he states that for the past 3 weeks he has been 
very depressed. He has not been attending class for the past week as “I don’t feel like seeing 
anyone, and I really can’t concentrate.” He has not been going out with his friends and has 
little energy, despite sleeping at least 10 h a day. He has thoughts of death, but denies suicidal 
intent as “I would never hurt my family in that way. My grandfather’s suicide really devastated 
my grandmother.”
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Antidepressants, the mainstay for treating unipolar depression, increase the risk of 
switching the patient with bipolar depression into hypomania or mania. Their effective
ness for treating bipolar depression has also been questioned (Geddes & Miklowitz, 2013; 
Malhi et al., 2015; Sachs et al., 2007). In general, using antidepressant medications as 
monotherapy for bipolar depression is not recommended due to their lack of proven 
efficacy and an increased risk of adverse events (The Management of Bipolar Disorder 
Working Group,  2010). The data for valproate and carbamazepine in treating the 
depressed phase of bipolar disorder are weak to nonexistent (Baldassano, Hosey, & 
Coello, 2011; Davis et al., 2005; Ghaemi et al., 2007;). Mood stabilizers that have shown 
themselves to be useful in bipolar depression include lithium and lamotrigine. Lithium 
has a fair amount of evidence for effectiveness in the depressed phase of bipolar disor
der, as well as preventing further depressed episodes (Baldassano et al., 2011; Suppes  
et al., 2008; Zornberg & Pope, 1993). An additional benefit of lithium is a reduction in 
suicidality (Cipriani et al., 2005; Goodwin et al., 2003). Lamotrigine is effective for the 
acute depressive phase in bipolar disorder, as well as preventing further depressive epi
sodes (Calabrese et al.,  2003; Goodwin et al.,  2004; Suppes et al.,  2008; Baldassano  
et al., 2011). Several secondgeneration antipsychotic medications have been found to 
be effective in treating the depressed phase of bipolar disorder. Olanzapine is better 
than placebo in the treatment of bipolar depression and additionally seems to prevent 
further episodes of depression (Baldassano et al.,  2011; Gao & Calabrese,  2005). 
Quetiapine also has good evidence for treating and preventing depression in bipolar 
disorder (Cookson, Keck, Ketter, & Macfadden, 2007; Vieta, Calabrese, Goikolea, 
Raines, & Macfadden, 2007; Ketter et al., 2016; Suppes, Vieta, Liu, Brecher, & Paulsson, 
2009). Lurasidone has also been approved for the treatment of bipolar depression 
(Loebel & Citrome, 2015). There is insufficient evidence from headtohead trials to 
determine which medication is the most effective in bipolar depression.

Electroconvulsive treatment (ECT), although underutilized, effectively and rapidly 
treats bipolar depression. For patients without medical contraindications, ECT can be a 
lifesaving intervention. It should be especially considered in patients with life 
threatening conditions such as severe malnutrition, catatonia, or severe suicidality, preg
nant patients, and patients who have not responded to medications (The Management 
of Bipolar Disorder Working Group, 2010). ECT can generate substantial reductions in 
symptomatology even in medicationresistant patients with bipolar depression and 
mixed mania (Ciapparelli et al.,  2001). A multicenter comparison of ECT with  
algorithmcased psychopharmacology in patients with treatmentresistant bipolar 
depression found that remission rates were similar (34.8% vs. 30.0%), but that response 
rates were significantly higher in the ECT group (73.9% vs. 35.0%) (Schoeyen et al., 2015).

Psychosocial Interventions for Bipolar Depression

The research into psychosocial interventions for bipolar depression has focused on 
using it as adjunctive treatment. Pharmacology remains essential for treating bipolar 
depression, but over the past 15 years researchers have studied the distinct benefits of 
adding psychosocial interventions. Both the British National Collaborating Centre for 
Mental Health (NCCMH) and the Royal Australian and New Zealand College of 
Psychiatrists recommend adding adjunctive psychosocial interventions to medication 
when treating bipolar depression (Malhi et al., 2015; NCCMH, 2014).
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The NCCMH report included a review of seven studies of various individual thera
pies for bipolar depression (total n = 637). It found low quality evidence that they had a 
small effect on depression (ES = −0.23). Eight trials of various group psychotherapies 
for depression (n = 423) had very low quality evidence of a small effect (ES = −0.24). 
One study of extended familybased psychoeducation found low quality evidence for a 
medium effect on depressive symptoms (ES = −0.73). These results were confirmed in 
an independent systematic review and metaanalysis in 2016 (Oud et al., 2016).

Most of the studies treating bipolar depression used CBT. The results are generally 
positive. One of the early studies (Zaretsky, Segal, & Gemar, 1999) provided 20 sessions 
of CBT to 11 patients with bipolar disorder who were on medications, compared to 11 
controls who were on medication but not receiving therapy. At the end of treatment 
those receiving CBT had fewer depressive symptoms. Miziou et al. (2015), however, 
reviewed 14 studies of CBT for bipolar disorder and reported only limited support for 
CBT as an adjunct to pharmacology during the acute phase of bipolar depression. 
Nonetheless, a metaanalysis of eight studies (Zaretsky, Rizvi, & Parikh, 2007) found 
that CBT was as effective for bipolar depression as it was for unipolar depression. 
Studies have also found that CBT has also been effective at decreasing residual depres
sive symptoms in patients who no longer meet criteria for a major depressive episode 
(Swartz & Swanson,  2014). CBT manuals have been published for the treatment of 
bipolar depression, but there is limited evidence as to their effectiveness (Swartz & 
Frank, 2001).

Interpersonal and social rhythm therapy (IPSRT) focuses on interpersonal themes 
such as minimizing distress related to grief, role transitions, role disputes, and inter
personal deficits. In addition, IPSRT emphasizes the connection between stressful 
life events and symptom relapse, and the importance of maintaining a stable routine. 
In a trial of depressed patients with bipolar II disorder, ISPRT was as effective as 
quetiapine in reducing depressive symptoms (Miziou et al., 2015). A very small study 
of ISPRT delivered in a group format found an improvement of depressive symp
toms, but the study, which had only six people at follow up, is far too small to be 
conclusive (Hoberg, Ponto, Nelson, & Frye, 2013). The NCCMH metaanalysis con
cluded that the present evidence for ISPRT in bipolar depression is inconclusive 
(NCCMH, 2014).

FFT consists of 21 sessions provided over 9 months. It helps patients deal with critical 
or hostile family members. FFT includes components of psychoeducation, communica
tion skills training, and problem solving skills training (Geddes & Miklowitz,  2013). 
FFT was also assessed by the NCCMH, which found that, based on one study, FFT had 
low quality evidence of a medium effect (ES = −0.40) in bipolar depression 
(NCCMH, 2014).

The largest single study of the psychosocial treatment of bipolar depression was the 
Systematic Treatment Enhancement Program for Bipolar Disorder (STEPBD). This 
15site study looked at 293 patients with bipolar depression. Individual CBT, FFT, or 
ISPRT were compared to collaborative care. The active treatment arms included up to 
30 sessions provided over 9 months. Patients were followed for 1 year, and at that time 
those in active treatment were significantly more likely to have recovered (64.4% vs. 
51.5%). Patients receiving any of the three specific interventions improved more quickly. 
Although the recovery rate was greatest for FFT, there was no significant difference 
between the three active treatment arms (Miklowitz et al., 2007).
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 Maintenance Phase

Medications for Relapse Prevention

As bipolar disorders are highly recurrent illnesses, comprehensive management should 
include a focus on the prevention of future episodes. After recovering from an acute 
mood episode, over onethird of patients with a bipolar disorder will have a relapse 
within a year, even if treated. Nearly 75% will have a recurrence within 5 years and most 
of those will have had multiple episodes during that time (Gitlin, Swendsen, Heller, & 
Hammen, 1995). Over 90% of those who have had a single manic episode will eventually 
go on to suffer another episode of mania or depression, and many will have several 
episodes per year (American Psychiatric Association, 2013). Continuing medication is 
therefore vital for these patients.

Lithium and lamotrigine are approved for preventing recurrences of mood episodes 
during the maintenance phase of treatment and seem to be more effective than val
proate and carbamazepine in preventing relapses. Lamotrigine seems to be more effec
tive in preventing recurrences of depressive episodes in particular. The secondgeneration 
antipsychotic medications may be less helpful during the maintenance phase. 
Olanzapine is effective as monotherapy for the maintenance phase of bipolar disorder 
(Cipriani, Reddell, & Geddes, 2009), although it appears to be more effective in prevent
ing further manic/hypomanic episodes than in preventing depressive episodes. 
Quetiapine can be combined with lithium or valproate for the maintenance phase of 
bipolar disorder (Suppes et al., 2009; Vieta & Suppes, 2008). The data for aripiprazole 
are less robust in the maintenance phase of bipolar disorder than in the acute phase of 
mania (Keck et al., 2007, 2009). The exact choice of medication will depend on prior 
treatment response, comorbid medical conditions, and potential side effect concerns, 
such as the weight gain that can be caused by lithium, the anticonvulsants, and most of 
the secondgeneration antipsychotic medications. Ultimately, the increased side effect 
profiles from combinations must be weighed against potential improvements for relapse 
prevention (Buoli, Serati, & Altamura, 2014). A common clinical recommendation is to 
maintain the patient on the same medication that controlled their acute symptoms.

Psychotherapy for Relapse Prevention

Numerous studies have demonstrated the benefits of augmenting psychopharmacology 
with psychotherapy for the prevention of recurrences (Geddes & Miklowitz, 2013; Oud 
et al., 2016). A metaanalysis of eight psychotherapy trials found that the addition of 

Clinical Case—Continued

Paul’s depression was stabilized by adding aripiprazole to the lithium carbonate. After a thor-
ough discussion regarding side effect and efficacy profiles, he now understands the impor-
tance of medication adherence. He wants to know if there is anything else he can do to 
decrease his chances of relapse.



  Maintenance Phase 75

psychotherapy reduced relapses by 40% (Scott, Colom, & Vieta, 2007). A second meta
analysis of 10 studies, including many of the studies reported above, found a 26% 
decrease in relapse rates (Lam, Burbeck, Wright, & Pilling, 2009). These trials included 
group psychoeducation, cognitive therapy, ISPRT, and FFT. NCCMH, looking at seven 
trials of various individual therapies, found moderate evidence that they resulted in 
longterm reduction in risk of relapse, and that at least three studies demonstrated a 
reduction in rates of hospitalization. Group psychotherapy interventions were more 
successful in reducing relapses of depression than mania (NCCMH, 2014). A 2016 sys
tematic review and metaanalysis of 55 trials found moderatequality evidence that 
individual psychosocial interventions were associated with a 34% decrease in the risk of 
relapse at the end of treatment and a 26% reduction in risk at follow up. Group psych
oeducation and family psychoeducation also reduced relapse rates (Oud et al., 2016).

The benefits of psychoeducation in relapse prevention have already been mentioned. 
Patients and their families can be instructed about the importance of accepting their 
illness, taking their medications as prescribed, and maintaining a regular lifestyle. Early 
warning signs of recurrence can be identified and strategies prepared for early interven
tion. A comparison of maintenance medication with usual care or individual psychoe
ducation lasting 7–12 sessions found that psychoeducation resulted in a 30% decrease 
in manic relapses, longer intervals to manic relapse, and improved social functioning 
over 18 months (Miklowitz, 2006). Overall, however, the benefits of individual psychoe
ducation seem less robust than interventions with more intensive treatment (e.g., CBT) 
or those provided in a group format (Swartz & Swanson, 2014).

A study of 121 patients who had been in remission for 6 months compared 21 struc
tured psychoeducation group sessions to 21 unstructured support groups over a 2year 
period (Colom et al., 2003b). The patients receiving structured psychoeducation 
groups had fewer relapses and had less time ill. Patients receiving a multicomponent 
intervention featuring structured group psychoeducation along with monthly tele
phone monitoring and a mechanism for providing feedback to providers were followed 
for 2 years. The intervention decreased mean mania scores and led to a decrease in the 
time with manic symptoms. The benefits were most noticeable in those who started 
the study with clinically significant mood symptoms (Simon, Ludman, Bauer, 
Unutzer, & Operskalski, 2006). A study of 92 patients on medications compared sub
jects on medication alone to subjects receiving medication plus family therapy or a 
group family intervention (Solomon, Keitner, Ryan, Kelley, & Miller, 2008). The group 
family therapy focused on psychoeducation and group support. After 28 months, only 
5% of the patients in the multifamily group had been hospitalized compared to 31% of 
patients receiving family therapy and 38% of those on medications alone. All of these 
patients were prescribed medications throughout the course of the study, but the spe
cifics of the medications such as name, dosage, or adherence to medication were not 
reported.

The NCCMH review mentioned earlier included three low quality trials of family 
psychoeducation. They concluded that the family psychoeducation was effective in 
reducing the risk of relapse (NCCMH, 2014). The Royal Australian and New Zealand 
Clinical Practice guidelines stated that psychoeducation has Level 1 evidence for relapse 
preventions (Malhi et al., 2015).
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A trial of 14 sessions of cognitive therapy over a 6month span followed by two 
booster sessions over the next 6 months resulted in fewer bipolar episodes, fewer days 
in bipolar episodes, fewer hospitalizations, and increased social functioning over the 
year of the study (Lam et al., 2003). When this group was followed for 30 months, the 
group receiving cognitive therapy had an overall increase in time to relapse and a 
decrease in days spent in a bipolar episode, but the effect on relapse prevention was lost 
(Lam, Hayward, Watkins, Wright, & Sham, 2005). Another trial followed 253 patients 
for 18 months (Scott et al., 2006). These patients received up to 22 CBT sessions. There 
were no differences in recurrence rates in the overall groups, but a post hoc analysis 
found that CBT was effective in preventing recurrences in those patients who started 
the study with less than 12 previous episodes. The Royal Australia and New Zealand 
Clinical Practice Guidelines rate CBT as having Level 1 evidence for relapse prevention 
(Malhi et al., 2015).

ISPRT is based on the idea that disruptions in life style such as sleep–wake cycles and 
significant social disruptions increase the risk of recurrence. ISPRT is intended to help 
patients with bipolar disorder lead more predictable lives and thereby lower the risk of 
recurrence (Frank et al., 1997). A total of 175 acutely ill patients with bipolar I disorder 
were followed for 2 years. Patients receiving ISPRT during the acute phase of their ill
ness survived longer without a new affective episode than did those receiving intensive 
clinical management (Frank et al., 2005). The Royal Australia and New Zealand Clinical 
Practice Guidelines rate ISPRT as having Level 3 evidence for relapse prevention (Malhi 
et al., 2015), but a 2016 review found no benefit of ISPRT when compared to treatment 
as usual (Oud et al., 2016).

FFT interventions are based on findings that patients from families with high 
expressed emotions (e.g., criticism, hostility or overinvolvement) are at greater risk of 
relapse (Kim & Miklowitz, 2004). FFT is usually provided as 21 sessions over a 9month 
period. Followed for 1 year, FFT resulted in a decrease in relapses and longer delays 
before relapse. These patients also showed a decrease in depressive symptoms com
pared to those who had received two family psychoeducation classes and follow up 
crisis management (Miklowitz et al., 2000). When that cohort was followed for another 
year, the FFT cohort still had fewer relapses and longer survival intervals. Subjects also 
showed decreases in mood disorder symptoms and improved adherence to their medi
cation regimen (Miklowitz, George, Richards, Simoneau, & Suddath, 2003). In a sepa
rate study, FFT resulted in a 30% decrease in hospitalization and relapses (Geddes & 
Miklowitz, 2013). The Royal Australia and New Zealand Clinical Practice Guidelines 
rate FFT as having Level 2 evidence for relapse prevention (Malhi et al., 2015).

 Summary

A diagnosis of bipolar disorder is often devastating for individuals and their family 
members. A portion of patients will continue to experience severe illness over the 
course of their lifetime; however, the majority of patients can do well with effective 
treatment. In addition to medications, psychotherapeutic strategies are powerful treat
ment tools which enhance the overall wellbeing of the suffering individual.

Table 4.2 presents our findings and our treatment recommendations.
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Table 4.2 Integrative biopsychosocial intervention with bipolar disorders: Summary of best-practice 
recommendations by level of confidence derived from strength of evidence.

Mania

Level A Recommended  ● Psychotherapy has not been proven to be effective in managing 
acute mania

 ● Patients diagnosed with mania should be started on 
medications with proven efficacy

 – Carbamazepine, lithium, valproate
 – Secondgeneration antipsychotic medications including 

 aripiprazole, olanzapine, quetiapine, risperidone, and 
ziprasidone

 ● For severe mania, combinations of mood stabilizers and 
secondgeneration antipsychotic medications should be 
considered

 ● Provide psychoeducation over an extended period (~6 months) 
covering:

 – Personalized diagnostic criteria
 – Course and prognosis of bipolar disorder
 – Treatment options
 – Common comorbid conditions
 – Selfmanagement skills
 – Identification of warning signs and symptoms of relapse

Level B Suggested  ● Provide psychoeducation in a group format
 ● Electroconvulsive therapy should be considered for patients 

with severe mania accompanied by psychotic symptoms, 
significant suicidality, lifethreatening malnutrition, or 
catatonia, and for those patients who fail to respond to 
medications

Level C May be considered  ● Electroconvulsive therapy should be considered for pregnant 
patients with mania

Adherence to treatment
Level A Recommended  ● Assess and manage medication side effects

 ● Assess adherence to medication prescriptions
 ● Make adherence to treatment recommendations a persistent 

focus of therapy
Level B Suggested  ● Emphasize adherence to behavioral factors such as homework 

and attending appointments as well as adhering to medication 
recommendations

 ● If the patient permits, include family members and significant 
others in discussions of adherence

Level C May be considered  ● Use a variety of methods to assess medication adherence
 ● Specifically focus on:

 – Maintaining a positive therapeutic alliance
 – Utilizing a collaborative process to develop treatment recom

mendations and goals
 – Increasing patients’ knowledge about the disorder
 – Increasing their knowledge about treatment options includ

ing side effects

(Continued)
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Bipolar depression
Level A Recommended  ● Electroconvulsive therapy should be considered for severely 

depressed patients and for patients with severe mania 
accompanied by psychotic symptoms, significant suicidality, 
lifethreatening malnutrition, or catatonia, and for those 
patients who fail to respond to medications

 ● Traditional antidepressants should be avoided since they 
increase risk of switching to a manic or hypomanic mood

Level B Suggested  ● Start the patient on a medication with evidence of efficacy in 
bipolar depression

 – Lithium, lamotrigine, olanzapine, quetiapine, or lurasidone
 ● Augment psychopharmacology with cognitivebehavioral 

therapy, family focused therapy, or interpersonal and social 
rhythm therapy

Level C May be considered  ● Consider augmenting a mood stabilizer or secondgeneration 
antipsychotic medication with an antidepressant

Maintenance treatment
Level A Recommended  ● Continue the patient on medications that controlled their acute 

symptoms
 ● Provide psychoeducation for relapse prevention focusing on:

 – The nature of bipolar disorder
 – The importance of maintaining a regular schedule
 – Taking medications as prescribed

 ● Augment psychopharmacology with cognitive therapy
Level B Suggested  ● Provide psychoeducation or psychotherapy in a group format

 ● Augment psychopharmacology with cognitive therapy or family 
focused therapy

 ● Start a medication with proven efficacy in preventing affective 
episodes

 – Lithium, lamotrigine, olanzapine
Level C May be considered  ● Consider augmenting psychopharmacology with interpersonal 

and social rhythm therapy
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5

Dysthymic disorder and adjustment disorder with depression oftentimes lack the dis-
crete, severe episodes that mark major depression and bipolar disorder. Dysthymic 
disorder, unlike adjustment disorder with depression, usually has a prolonged course. 
Both disorders, however, may be associated with identifiable triggers, environmental or 
cognitive, which distinguish them from other mood disorders that correspond more 
closely to biological rhythms, such as those found in mood swings attributed to major 
depressive disorders and bipolar disorders.

In ancient Greece the term “dysthymia” meant “bad temper” and was considered to be 
part of the concept of melancholy, a term derived from temperament or character. The con-
cept of dysthymia experienced a renewed interest in the 19th century with a greater empha-
sis on the interplay of personality and objective stressors. In 1863, Karl Ludwig Kahlbaum 
used the term in referring to forms of melancholy that exhibit just one phase of attenuated 
depression. By 1860 the term “depression” appeared in medical dictionaries, and use of the 
term “melancholy” was increasingly circumscribed (Spanemberg & Juruena, 2004).

With the release of the psychodynamically oriented first edition of the Diagnostic and 
Statistical Manual of Mental Disorders, or DSM-I (American Psychiatric Association, 
1952), “Depressive Reaction,” a nonpsychotic form of depression, was viewed as a psycho-
logical defense mechanism and classified as a psychoneurotic disorder. Longitudinal stud-
ies of individuals with neurotic disorders showed evidence of periodic or constant 
adjustment difficulties. The DSM-I also included a diagnosis of adult situational reaction 
under the classification of Transient Situational Personality Disorders. A transient situa-
tional personality disorder was a precursor of today’s adjustment disorder insofar as the 
clinical picture was one of superficial maladjustment to a difficult situation, and newly 
experienced environmental factors. When the DSM-II was released, the more severe form 
of depressive reaction was replaced by the term depressive neurosis and a new, more 
chronic and less severe depression appeared as neurasthenic neurosis (American 
Psychiatric Association, 1968). Also, adult situational reaction was replaced by adjustment 
reaction to adult life. According to the DSM-II, neurasthenic neurosis differs from depres-
sive neurosis in the moderateness of the depression and in the chronicity of its course. It 
was not until 1980 that Dysthymic Disorder and Adjustment Disorder appeared in the 
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DSM-III taxonomy (American Psychiatric Association, 1980); these diagnoses remained 
relatively intact through the DSM-IV-TR (American Psychiatric Association, 2000).

Over the years many hypotheses have been proposed to distinguish between major 
depressive disorder and dysthymic disorder, based on variables such as personality, 
stress, adversity in early development, and parental psychopathology. Until very 
recently, the conceptual distinction between major depressive disorder and chronic 
depressive disorders, with respect to these variables, has found little support from 
research. In 2000, however, Lizardi and Klein studied 97 adult outpatients with early-
onset dysthymic disorder (45 adult outpatients with episodic major depressive disorder, 
45 normal controls, and their first-degree relatives) with respect to early home environ-
ment and parental psychopathology. The study’s authors reported that parental mood 
and personality disorders were strongly associated with early adversity. However, 
patients with dysthymic disorder continued to differ significantly from patients with 
episodic major depressive disorder and normal controls when parental psychopathol-
ogy was isolated. Emphasizing early childhood adversity as well as objective and subjec-
tive stress, Riso, Miyatake, and Thase (2002) reported that the determinants of chronic 
depression are not qualitatively different from those of acute depression, but the chro-
nicity of depression seems to implicate increased levels of childhood adversity, pro-
tracted environmental stress, and heightened stress reactivity. Nonetheless, McCullough 
et al. (2003) studied 681 outpatients with chronic major depression, double depression, 
recurrent major depression without full inter-episode recovery, and chronic major 
depression superimposed on antecedent dysthymia, and observed that, with respect to 
a broad range of demographic, clinical, psychosocial, family history, and treatment 
response variables, there were few differences distinguishing the subjects.

While Lizardi and Klein (2000), Riso et al. (2002), and McCullough et al. (2003) were 
studying psychosocial variables in their efforts to understand depressive illness, a parallel 
study of biological variables began to reaffirm the stress–depression association, as well 
as define a distinction between acute and chronic depression, and reunify physical and 
mental health in a manner that promised, in turn, to redefine the relationship between 
clinical psychopharmacology and cognitive-behavioral therapies (CBTs). In 1998, Maier 
and Watkins described a framework for understanding behavior, mood, and cognition in 
terms of bidirectional immune-to-brain communication (Maier & Watkins, 1998). Soon 
thereafter, Zorrilla et al. (2001) published a meta-analysis using more than 180 studies of 
the relationship of depression and objective stressors to immunological assays. The 
investigators reported that major depression and naturally occurring stressors shared 
multiple immune system effects. In 2004, Segerstrom and Miller, in a meta-analysis of 
more than 300 empirical articles spanning three decades, further described a relation-
ship between psychological stress and parameters of the immune system in human  
participants (Segerstrom & Miller, 2004).

The psychopharmacology research of recent years has lent considerable support to the 
idea that maladaptation brackets dysthymia (Anisman et al., 2003; Hannestad, Dellagioia, 
& Bloch, 2011; Raison et al., 2006). In 2014, Vogelzangs et al. conducted a prospective 
study to answer the question of whether inflammatory and metabolic dysregulation 
might predict the 2-year course of depressive disorders among antidepressant users. 
Utilizing data from the Netherlands Study of Depression and Anxiety the authors studied 
315 persons, aged 18–65 years, currently treated with antidepressants for depressive 
disorders. Measured at baseline were inflammatory factors such as C-reactive protein, 
interleukin-6 (IL-6), tumor-necrosis factor-α, and metabolic measures of waist 
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circumference, triglycerides, high-density lipoprotein (HDL) cholesterol, blood pres-
sure, and fasting glucose factors. Depression was deemed to be chronic if patients at 
2-year follow up still met DSM-IV criteria for depression. The authors found that ele-
vated IL-6, low HDL cholesterol, hypertriglyceridemia, and hyperglycemia were associ-
ated with the chronicity of depression in antidepressant users. Vogelzangs and colleagues 
concluded that elevations of these inflammatory and metabolic measures predict a poor 
course for depressive disorders, and that treatment of depression with anti-inflammatory 
medications and/or behavioral interventions might improve outcomes. In late 2015, 
Kiecolt-Glaser Derry, and Fagundes reported that physical inflammation and depression 
were inextricably linked via bidirectional reciprocity, mediated by cytokine activity. 
Nonetheless, neither Vogelzangs et al. (2014) nor Kiecolt-Glaser et al. (2015) distin-
guished between dysthymia and recurrent major depressive episodes.

Catecholamines, metabolic hormones, and various cytokines comprise some of the 
stress markers utilized in the studies cited above. That these are correlated with depres-
sion should not be surprising as depression is stressful, and it is not unreasonable to 
assume that dysthymia results in chronic impediment to daily adaptation and a conse-
quent increased stress load to those under its influence. Should not such a chronic 
stress load be distinguishable from less chronic stressors? Might not acute depression 
be distinguished from chronic depression by measuring immune system stress markers?

Ho, Yen, Chen, Huang, and Liang (2017) addressed these questions to determine 
whether depression occurring as part of dysthymic disorder differs from major depres-
sion. Ho and colleagues analyzed the serum of 12 patients with dysthymic disorder, 12 
with major depression, and a matched control group of 20 healthy volunteers. They 
concluded that the cytokine milieu in dysthymic disorder differed from that of subjects 
with major depression and that of healthy control group members.

If dysthymic disorder can be distinguished from major depression in terms of its chronic 
psychosocial and biochemical manifestations of stress, what can be said of more acute dis-
orders of adjustment? Unlike dysthymic disorder, adjustment disorder with depression is 
not conceptualized as a disorder of mood, but as maladaptation to objective stressors; and, 
contrary to dysthymic disorder, it is characterized by a predictably shorter course. These 
differences are not only important to note in the differential diagnosis of depression, but 
are also of great import when treating the presenting condition; in particular, when consid-
ering the treatment of dysthymia and adjustment disorder with depression it is advisable to 
select treatments according to the targeted clinical outcome. With dysthymia, it may be 
that pharmacological treatment is necessary when symptom severity compromises safety 
over the long term, whereas the depression associated with adjustment disorder is expected, 
in most cases, to resolve spontaneously shortly after the psychosocial stressor is removed, 
and may not readily justify the use of pharmacological agents that require maintenance 
beyond the projected time for resolution. Nevertheless, given that there is no medication 
that confers on its own a greater adaptability to the world in which one lives, or changes on 
its own ingrained maladaptive cognitive styles, pharmacological treatment alone is rarely 
justified in the treatment of adjustment disorder or dysthymic disorder.

 Dysthymia

Chronic depression comes in many forms, but even the minor forms of chronic depres-
sion such as dysthymic disorder cause psychological dysfunction with significant social 
impairment in occupational, interpersonal, and family life; and, over time, such “minor” 
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depression may be debilitating as in the classic forms of major depression (Klein & 
Santiago, 2003). One of the difficulties differentiating a diagnosis of dysthymia from 
other forms of depressive disorder has been the high co-morbidity and concomitant 
impairment that many patients suffer along with this condition. In addition, patients 
with dysthymia tend not to identify their difficulties as a change from baseline function-
ing, as they frequently consider their mood disorder as their normal, and may identify 
their impaired functioning as part of their baseline functioning.

Dysthymic disorder is quite common. Klein and Santiago (2003) note that previous 
research identified over 6% of the US population as having experienced an episode of 
dysthymia at some point in their lives, and over 3% had experienced dysthymia in the 
past year. Its prevalence is reported by Sansone and Sansone (2009) to be 3–6% in the 
US general population, 7% in primary care, and up to 33% in outpatient mental health 
settings. There is an increased risk among women for dysthymia that is similar to the 
reported gender differences for major depression: the incidence is twice that found 
among men. Moreover, the presence of a chronic depression increases the risk of major 
depressive episodes, and, according to Keller et al. (1995), approximately 75% of persons 
with dysthymic disorder had reported a major depressive episode at some point in their 
lives. In prospective longitudinal studies, the rate exceeds 90% (Klein, Schwartz, Rose, &  
Leader, 2000). Conversely, approximately 25% of patients presenting with a major 
depressive episode have an antecedent dysthymic disorder. What is more, Cuijpers et al. 
(2010) report that 20% of all depressed individuals, and up to 47% of the patients treated 
in the mental health system, experience chronic depression.

According to Olfson (2002), the rate of outpatient treatment for depression increased 
by three-fold from a rate of 0.73 per 100 persons in 1987 to 2.33 per 100 persons in 1997. 
As the rate of utilization increased there was also a considerable change in the way vari-
ous forms of depression were being treated. During the 10-year period documented by 
the authors there was a distinct decrease in the utilization of psychotherapy and a con-
comitant increase in the use of antidepressant medication. In particular, it was noted 
that the percentage of people using pharmacology increased from 37.3% to 74.5%. The 
increased use of pharmacologic treatment for depression is understandable given grow-
ing evidence demonstrating antidepressant medication to be superior to placebo in 
thousands of controlled clinical trials (Fournier et al., 2010), but other factors are also 
likely contributors to the apparent growing imbalance in favor of pharmacotherapy over 
psychotherapy, including cultural bias toward a biological disease model, research 
funding streams influenced by commercial marketing and other fiscal pressures, and 
researcher preference as influenced by academic and political fashion.

Pharmacotherapy with Dysthymia

Historically, research on dysthymia has not received the same attention as major depres-
sive disorder and bipolar disorder. Dismissing, as scientifically unsupported lore, the 
viewpoint that dysthymia is best treated with psychotherapy, Howland (1991) reviewed 
the literature describing the pharmacologic treatment of the disorder. He concluded 
that the efficacy of monoamine oxidase inhibitors (MAOIs) and tricyclic antidepres-
sants (TCAs) in the treatment of dysthymia was supported by substantial evidence. 
Interest in the psychopharmacology of dysthymia continued throughout the 1990s 
(Thase, 1998; Versiani, Nardi, & Figueria, 1998) and, as newer psychotropic agents were 
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introduced, including the selective serotonin reuptake inhibitors (SSRIs), researchers 
observed that patients with dysthymia, relative to patients with major depressive disor-
der, tended to be less tolerant of side effects and more likely to drop out of long-term 
treatment (Versiani et al., 1998).

Toward the end of the 1990s, Ravindran et al. (1999) observed broad support for the 
use of psychotropic medications for the treatment of dysthymia. The beginning of the 
new millennium appeared to echo previous results of the past century as Arnow and 
Constantino (2003) reported their conclusion that psychopharmacological treatment 
for dysthymic disorder had relatively well-established efficacy. An example of such find-
ings is the systematic review by de Lima and Hotopf (2003), which described 14 trials 
comparing the effectiveness of tricyclic antidepressants and SSRIs in the treatment of 
chronic depression and dysthymia. The randomized and quasi-randomized trials 
included in the study compared at least two active drugs for the treatment of dysthymia. 
All medications were found to be effective treatments. A later study by de Lima, 
Moncrieff, & Soares (2005) reviewed 15 randomized controlled studies comparing 
active drug versus placebo for treatment of patients with dysthymia. The authors con-
cluded that pharmacotherapy across drug types was equally effective. In particular, they 
reported that when compared with placebo, and using stable remission in the absence 
of treatment response as the main outcome measure, there were similar results across 
drug classes, which included TCAs, SSRIs, MAOIs, sulpride, amineptine, and ritan-
serin. The main difference reported was an increase in side effects produced by tricyclic 
medications.

More recently, a meta-analysis published by Levkovitz, Tedeschini and Papakostas 
(2011) describing the use of antidepressants for the treatment of dysthymia included 
randomized double-blind placebo-controlled trials of antidepressants for treatment of 
either major depression or dysthymia. While 194 studies were found eligible for their 
meta-analysis, only 17 focused upon treatment of dysthymia. The authors concluded 
that the results for patients with dysthymia treated with pharmacotherapy were supe-
rior to those of patients diagnosed with major depressive disorder. They also found 
lower rates of placebo response in those patients being treated for dysthymia when 
compared with those who were being treated for major depression.

Von Wolff, Hölzel, Westphal, Härter, and Kriston (2013) published a study in which 
they compared the effectiveness and tolerability of both SSRIs and TCAs for the treat-
ment of multiple forms of chronic depression, including dysthymia. The authors 
reviewed studies that included adults with a form of chronic depression (i.e., dysthymia, 
double depression, chronic major depression, or recurrent depression without com-
plete remission). They focused upon those studies that included pharmacological treat-
ment with either an SSRI or TCA, with a focus upon treating depressive symptoms. 
Twenty RCTs (22 comparisons, 2,772 participants) reported in 51 publications were 
included in the review. The authors found “similar results” for SSRIs and TCAs with 
regard to rates of response and remission, when compared to placebo. Treatment with 
TCAs, however, was associated with significantly higher dropout and adverse event rates.

The studies described above have issued from, and guided practice toward, a biologi-
cal model, one that may have directly or indirectly created in patients and practitioners 
a bias that is by now quite culturally ingrained (McGuinness, 2014). Arguably, this cul-
tural bias has incubated a growing placebo effect impacting new drug trials (Kaptchuk & 
Miller, 2015) and has spurred an increase in popularity of medicinal pills and medical 
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procedures over prevention and behavior change (Dahl,  2015). It may also have an 
impact on the types of research, clinical practice, and public policy decisions that are 
made every day. Clinically, for example, it has been the authors’ experience that primary 
care prescribers are better informed about published clinical guidelines than about the 
science or biases behind those guidelines. This state of affairs places considerable 
responsibility upon scientist-practitioners to continue to research alternative treat-
ments, and to share with their colleagues information derived from evidence-based 
studies.

Increasingly, scientific research is more openly considering that “behavioral health” 
must refer to all behaviors impacting health, not just mental health; that any separation 
of mind and body is a scientifically unsupported and clinically distracting artifice. The 
research to date quite consistently supports the conclusion that whether treating epi-
sodic or chronic depression, antidepressant medications can be beneficial. Howland 
(1991), as we have seen, proceeded to study the effects of medications in part due to the 
lack of evidentiary support for psychotherapy as the best treatment for dysthymic dis-
order; yet, all of the drug–dysthymia research has not disproven the initial “lore” of the 
psychosocial management of depression.

Psychosocial Treatment of Dysthymia as a Stand-Alone or In Combination with 
Pharmacotherapy

Much of the available psychotherapy research classifies psychosocial interventions into 
modalities such as cognitive-behavioral therapies (CBT) (including problem solving 
therapy, referred to as PST), dynamic therapy, and interpersonal psychotherapy. While 
it is true that dysthymia has been relatively neglected in pharmacological studies, it is so 
much more the case in studies designed to test the effectiveness of psychotherapies in 
the treatment of dysthymia. Still, when taken together, pharmacological and psycho-
therapy studies have slowly accumulated an evidence base that promises to close the 
gap in our understanding of effective treatment approaches to dysthymia.

Studying the relationship between dysthymia and psychosocial variables, Hayden and 
Klein (2000) sought to identify the predictors of course and outcome in dysthymic dis-
order. Their 5-year prospective study of 86 outpatients with early-onset dysthymic dis-
order collected data at 30 and 60 months using the Longitudinal Interval Follow-Up 
Evaluation and the Hamilton Depression Rating Scale. The authors reported that family 
history of dysthymic disorder, poor childhood maternal and paternal relationships, 
childhood sexual abuse, cluster C personality features, neuroticism, history of anxiety 
disorders, and chronic stress predicted higher levels of depression at follow up. All of 
these predictive factors implicate psychosocial adaption in both the etiology and course 
of chronic depressions.

Ravindran et al. (1999) noted, in a review of studies investigating psychosocial treat-
ment of dysthymia, that relatively few studies have investigated the effects of psycho-
logical or behavioral therapies in dysthymia as compared to major depressive disorder. 
Arnow and Constantino (2003) concluded in an early review of the efficacy of nonphar-
macological treatment for dysthymia that 41% of psychotherapy patients met criteria 
for significant clinical improvement. They observed, however, that as of the publication 
of their article, they could find just three published studies that compared psychother-
apy with pharmacotherapy, and which did not examine the efficacy of combining these 
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modalities. Only one of the three studies examined the treatment of dysthymic disorder 
with cognitive therapy. That study by Dunner et al. (1996) examined the treatment of 
dysthymic patients for 16 weeks with either fluoxetine or cognitive psychotherapy. The 
authors reported that there was no statistically significant difference between the medi-
cation or psychotherapy groups.

As mentioned earlier, Ravindran et al. (1999) examined the effectiveness of pharma-
cologic treatment (sertraline) or group CBT for patients with dysthymia. They also 
tested the relative efficacy of drug treatment augmented by group cognitive therapy. 
Recognizing that clinical improvement may not correspond to functional improvement, 
the investigation assessed the impact of treatment on quality of life, coping styles, and 
stress perception. Subjects were 97 adult men and women between the ages of 21 and 
54 years. Control subjects were primarily university and hospital staff. Prior to admin-
istration of treatment, each treatment group underwent a 1-week placebo washout, 
during which none of the patients was excluded due to early placebo response. Treatment 
started with 50 mg and increased bi-monthly with the dose at week eight being carried 
through week 12 at an average maximum does of 177.90 mg/day. Twenty-five of the 
patients receiving drug treatment also received group cognitive therapy, with 22 patients 
receiving no counseling services. Groups consisted of 7–10 patients with two thera-
pists, and therapy consisted of 12 90-min sessions. Results showed a reduction of clini-
cal symptoms/impairment by those subjects receiving sertraline therapy, whether or 
not they received group CBT. Group CBT alone did not reduce clinical symptoms of 
dysthymia any more effectively than placebo. However, although group CBT alone did 
not have as pronounced an effect on clinical symptoms as sertraline alone, when com-
bined with sertraline, group CBT seemed to enhance performance on functionality 
measures.

In a paper described as a “non-systematic review of the literature of original studies 
complemented with data from meta-analyses and specialized textbooks” Powell, Abreu, 
Oliveira, and Sudak (2008, p. S73) and Abreu, Bitencourt, and Sudak (2012) reported 
that depressed patients who respond to CBT express a more durable response than 
patients treated with medication. Although the authors examined studies of patients 
with major depressive disorder, they considered the implications for patients with dys-
thymia. They concluded that “CBT in the treatment of depression is one of the thera-
peutic alternatives with the highest empirical evidence of efficacy, whether applied 
alone or in combination with pharmacotherapy” (p. S78). The authors also observed a 
relapse rate of 9–57% for patients across the depression types reviewed. In an earlier 
study Versiani et al. (1998) reported a relapse rate as high as 89.1% for antidepressant-
treated dysthymia patients following discontinuation of pharmacotherapy. Powell et al. 
(2008) observed that cognitive therapies seemed to reduce the relapse rate of recurrent 
depression.

Von Wolff et al. (2012) compared the combination of pharmacotherapy and psycho-
therapy against pharmacotherapy alone with chronic depression (including, but not lim-
ited to dysthymia). Patients with a formal diagnosis of chronic depression, such as chronic 
major depression, dysthymia, double depression, or recurrent depression without remis-
sion were included in the meta-analysis. Psychotherapy modalities that were reported 
included brief supportive psychotherapy (SP), CBT, cognitive-behavioral analysis system 
of psychotherapy (CBASP), and interpersonal psychotherapy (IPT). Overall, 28 publica-
tions allowed for a total of nine comparisons across eight studies of a combined 
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intervention versus pharmacotherapy alone. Out of these eight studies, five specified that 
participants met the criteria for dysthymia. Two of those studies included participants 
with double depression. Medications utilized in these five studies included sertraline, 
moclobemide, and amitriptyline/desipramine. Overall, the authors identified three fac-
tors that modified the treatment outcomes, including target disorder (major depression 
versus dysthymia), type of psychotherapy administered, and type of pharmacotherapy. 
Patients suffering from chronic major depression receiving combined therapies demon-
strated greater treatment effects than similarly treated subjects with dysthymia; patients 
receiving pharmacotherapy combined with CBASP demonstrated greater treatment 
effects than patients receiving pharmacotherapy combined with IPT; and, the use of SSRIs 
resulted in a diminished “add-on effect” as compared with other medications included in 
the study, suggesting, perhaps, that SSRIs and psychotherapy may address overlapping 
symptoms. It was also observed that combined therapies had a significantly greater ben-
eficial impact on quality of life scales included in the meta-analysis

Cuijpers et al. (2013) also attempted to compare the efficacy of psychotherapy and 
pharmacotherapy with dysthymia and other depressive and anxiety disorders. The over-
all effect size for all conditions indicated the difference between psychotherapy and 
pharmacotherapy at posttest for all 78 comparisons was .02; the difference was not sig-
nificantly different than zero, and suggested equal efficacy across domains and modalities.

Von Wolff et al. (2013) addressed concerns related to specificity of treatment modali-
ties. As such, they compared single treatments, rather than grouped treatments, during 
the acute treatment phase. They reported that for the acute treatment of dysthymic 
disorder, medication was the most effective treatment option and suggested that psy-
chotherapies, such as CBASP, had also shown promise as an effective therapy. However, 
the distribution of psychotherapy types across diagnostic subtypes such as major 
depressive disorder or dysthymia (now subsumed under the umbrella of Persistent 
Depressive Disorder in DSM-5) confounded results and made interpretation somewhat 
ambiguous.

Recently, perhaps reflecting growing acceptance of the multifactorial nature of dys-
thymia, Ebrahimi Neshatdoost, Mousavi, Asadollahi, and Nasiri (2013) compared the 
efficacy of spiritual integrated psychotherapy (SIPT) and CBT on the intensity of 
depression symptoms and dysfunctional attitudes of patients with dysthymic disorder. 
The authors reported that SIPT and CBT were more effective than pharmacotherapy as 
measured by the Beck Depression Inventory (Beck, Ward, Mendelson, Mock, & 
Erbaugh, 1961) and the Dysfunctional Attitudes Scale (de Graaf, Roelofs, & Huibers, 
2009; Weissman & Beck, 1999;). However, SIPT was found to be more effective in 
changing dysfunctional attitudes than CBT or medication.

Dysthymic disorder appears to have both biochemical and psychosocial components, 
which may interact, unlike other less chronic forms of depressive illness. It may com-
bine characteristics of both episodic depression, as reflected in periodic symptomatic 
exacerbation or double depression, and chronic suboptimal psychosocial adaptability. 
Pharmacotherapy is clearly efficacious in the treatment of neurovegetative symptoms of 
acute or chronic depression. Likewise, psychotherapy is clearly efficacious in the treat-
ment of psychosocial maladaptability presenting with recurrent acute or chronic forms 
of depression. The clinical decision to treat dysthymic disorder with pharmacotherapy, 
psychotherapy, or a combination must depend on a clinical assessment that considers 
symptom severity, chronicity, social adaptability, stress management strategies, age of 
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onset, patterns of physical illness, and other factors. The accumulated evidence sug-
gests that dysthymic disorder is associated with neurovegetative symptoms, psychoso-
cial maladaptation, and biochemical changes requiring a comprehensive treatment 
approach. While psychotherapy alone may be considered adequate treatment for a 
given patient, it does not appear that pharmacotherapy alone can be generally justified, 
given the apparently ubiquitous association of dysthymia with psychosocial maladapta-
tion, both before and after treatment with medication. Finally, while combined psycho-
therapeutic and pharmacotherapeutic interventions are preferred, the timing and 
duration of these therapies must be strategic, taking into consideration relative impor-
tance of long-term remission over shorter-term symptom relief.

The following case study is an apropos segue from our discussion of dysthymia to that 
of adjustment disorder with depression.

Case Study in Dysthymia

The patient is a 24-year-old female who described a 6-month period, ending approximately 2 
years ago, which she experienced as a very “dark period” during which she had frequent sui-
cidal thoughts, but formulated no intent or plan. Patient reported that during her dark period 
she visited a primary care physician who diagnosed a depression, without elaborating, and 
prescribed an SSRI. Patient described significant improvement while taking the SSRI, but there 
was no psychotherapy provided and inadequate medication management. The patient self-
discontinued paroxetine when she felt better. More recently, the patient reported to a different 
primary care provider, based upon intuition that her mood was darkening once again. She 
described a history of poor decisions and generally poor social adaptability. The most promi-
nent symptom was anxiety. The patient was diagnosed by her primary care provider with 
adjustment disorder with anxiety and referred to a psychologist for treatment. Upon presen-
tation to the psychologist, the patient described diminished sleep, diminished concentration, 
intermittent sadness against a backdrop of chronic irritability, and variable, but generally 
diminished, energy. She was acutely fearful of a return to the depression of almost 2 years 
prior. The patient acknowledged chronic social maladjustment, chronically low self-esteem, 
and self-dislike. There was no identifiable precipitating event. There was no active suicidality.

In retrospect, this patient initially presented to a primary care clinic during a major depres-
sive episode. At that time she described her symptoms as severe, including frequent suicidal 
ideation, and an acute onset. She left the 15-min appointment with a diagnosis of depression 
and a prescription for an SSRI. Two years later the patient presented with a less severe set of 
symptoms, no suicidality, and prominent anxiety. The patient described a series of objectively 
stressful life events, which were interpreted by the new provider as precipitant to the present-
ing symptoms. The new provider refrained from writing a prescription, given the lower sever-
ity of the symptoms presented. The new provider identified that the patient had poor coping 
skills with associated anxiety. This time the patient left the clinic with a diagnosis of adjust-
ment disorder with anxiety; depression was not identified as prominent, and the patient was 
referred to a psychologist.

The psychologist’s initial evaluation revealed a chronic depression/dysthymia with a his-
tory of at least one superimposed major depressive episode (double depression). The patient 
was diagnosed with dysthymic disorder. Her fear of a returning major depressive episode was 
associated with her acute anxiety symptoms. CBT/problem solving therapy was subsequently 
initiated and an SSRI was prescribed.
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 Adjustment Disorder with Depression

While adjustment disorders occupy a small fraction of the pages within DSM-5, in 
behavioral health practice they represent a much larger proportion of cases, and they 
are especially prevalent in the primary care environment (Blacker & Clare, 1988; Casey, 
Dillon, & Tyrer, 1984). Adjustment disorder prevalence increases with the severity of 
medical illness, so that hospitalized patients demonstrate even higher levels of this 
diagnosis, and contribute significantly to the demand for consult-liaison psychiatry/
psychology (American Psychiatric Association, 2013). Despite its ubiquitous presence 
across treatment settings, the true prevalence of adjustment disorders has not been 
definitively determined because the largest epidemiological studies have not included 
this diagnostic category in their efforts: Neither the Epidemiological Catchment Area 
Study (Myers et al., 1984), nor the National Comorbidity Survey (Kessler et al., 2005), 
nor, indeed, the National Psychiatric Morbidity Survey (Jenkins et al., 2003) included 
adjustment disorders (Casey, 2009). Lack of comprehensive data notwithstanding, the 
DSM-5 makes the following statement:

Adjustment disorders are common, although prevalence may vary widely as a 
function of the population studied and the assessment methods used. The per-
centage of individuals in outpatient mental health treatment with a principal 
diagnosis of an adjustment disorder ranges from approximately 5% to 20%. In a 
hospital psychiatric consultation setting, it is often the most common diagnosis, 
frequently reaching 50%. (American Psychiatric Association, 2013, p. 287).

Adjustment disorders occur in response to an identifiable stressor. They impair one 
or more functional life areas (e.g., work or relationships), or represent distress greater 
than expected for that stressor. The proviso is that the stress-related disturbance does 
not meet criteria for another mental health disorder, nor can it be an exacerbation of a 
preexisting diagnosis—it must be linked to the identified stressor. The stress-related 
disturbance must occur within 3 months of the onset of the stressor, and is expected to 
resolve within 6 months of the stressor itself. As long as these criteria are met, adjust-
ment disorders can be co-morbid with other mental health disorders. In the DSM-5, 
adjustment disorders maintain the same subtypes as in previous editions of the DSM, 
but lose the specifier of being acute or chronic. However, the DSM-5 makes it clear that 
in some cases, adjustment disorders can be “continuous” or “persistent” (e.g., chronic 
pain) (American Psychiatric Association, 2013).

Adjustment disorders are associated with a higher risk of suicide than is generally 
appreciated. A study of an inpatient psychiatry unit found that, on admission, those with 
an adjustment disorder had higher rates of prior suicide attempts than patients without 
adjustment disorders, 96% vs. 79%, respectively (Kryzhanovskaya & Canterbury, 2001). 
Another study revealed that patients brought to an emergency room for suicide attempts 
were most likely to have had an adjustment disorder diagnosis (48%), with substance 
abuse (22%) and mood disorders (15%) occurring at lower rates (Schnyder & Valach, 1997). 
Na et al. (2013) demonstrated a higher risk of previous suicide attempts in adjustment 
disordered patients who displayed alexithymia, and specifically, with those who had dif-
ficulty describing their feelings. Difficulty describing feelings is one of five constructs 
assessed by the Toronto Alexithymia Scale (Taylor,  1994). Finally, the DSM-5 notes, 
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“Adjustment disorders are associated with an increased risk of suicide attempts and com-
pleted suicide” (American Psychiatric Association, 2013, p. 287).

Pharmacotherapy with Adjustment Disorders

Because adjustment disorders are often seen in primary care, they are frequently treated 
with psychotropic medication by general practitioners. The prevalence of adjustment 
disorders in primary care has been estimated to range from 11% to 18% (Blacker & 
Clare, 1988; Casey et al., 1984). In a separate investigation based on stricter criteria than 
previous studies, and using the Structured Clinical Interview for DSM-IV (SCID) (First, 
Spitzer, Gibbon, & Williams, 2002), Fernandez et al. (2012) found adjustment disorders 
in 3% of primary care patients. Of these patients, 37% were prescribed a psychotropic 
medication by their primary care provider. Those treated pharmacologically received 
an anxiolytic (e.g., benzodiazepine) in 71% of the cases, while 44% received an antide-
pressant, and 10% received a sedative-hypnotic (e.g., for insomnia). The study did not 
distinguish between adjustment disorders with different presentations (anxiety, depres-
sion, disturbance in behavior).

An earlier French study (Semaan et al., 2001) looked only at the subtype adjustment 
disorder with anxiety, and found it diagnosed in 1% of all primary care patients; the 
researchers determined that 74% of those diagnosed with adjustment disorder with 
anxiety were treated with medication. Of those treated with medication, 88% received 
anxiolytics, 14% received an antidepressant, and 11% received a sedative-hypnotic. In 
both the Fernandez et al. (2012) and Semaan, et al. (2001) studies, the psychotropic 
medication prescribed by primary care providers was heavily weighted toward 
benzodiazepines.

Apart from the primary care setting, adjustment disorders are common in outpatient 
psychiatry, and are frequently treated with psychotropic medication in that setting as 
well. The DSM-5 notes prevalence rates of adjustment disorders in outpatient mental 
health treatment of 5–20%. Past studies of adult psychiatric outpatient treatment sup-
port rates ranging from 5–21% and include Jones, Yates, Williams, Zhou, & Hardman 
(1999), Despland, Monod, & Ferrero (1995), and Andreasen and Wasek (1980). Shear et al. 
(2000) found adjustment disorders were the most frequent clinical diagnosis among 
seven outpatient psychiatry clinics, representing 35% of all diagnoses. In this study, 
when formal assessment criteria utilizing the SCID were subsequently applied to the 
original data, a much lower estimated rate of adjustment disorders was obtained, just 
3%. This study provides important empirical evidence that adjustment disorders are far 
more frequently diagnosed and utilized in clinical practice than would be the case if 
strict diagnostic criteria were applied. Moreover, this discrepancy is quite large, 
accounting for a 32 percentage point difference. Clinicians were found in the Shear et al.  
(2000) study to underdiagnose major depressive disorder, and this missed disorder 
alone explained the majority of the 32-percentage point difference between clinician-
diagnosed and SCID-diagnosed adjustment disorders.

In the world of consult-liaison psychiatry, where supporting psychosocial therapies 
are more easily accessed than in the primary care setting, Strain et al. (1998) found 77% 
of adjustment disorder patients were referred to therapy, and 12% were prescribed psy-
chotropic medications. Of those who received medicine, 60% received antidepressants, 
20% received anxiolytics, 10% received sedative-hypnotics, and 10% received 
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antipsychotics. A comparison with the prescribing patterns of primary care yields an 
immediate difference: far fewer anxiolytics and far more antidepressants are prescribed 
for adjustment disorders in the behavioral health setting than within primary care. The 
prescribing of sedative-hypnotics for insomnia within psychiatry is consistent with 
such use in primary care (10% and 11%, respectively), while antipsychotic use repre-
sents more complex psychopharmacotherapy, commensurate with prescribing behav-
ioral health practices. Possible rationales for antipsychotic use with adjustment 
disorders, with second-generation antipsychotics most often employed, can include 
efforts to augment antidepressant or anxiolytic effects (especially in treatment-resistant 
cases), reduce agitation/stabilize mood, address co-morbid personality disorder fea-
tures, resolve insomnia, or a combination of these factors.

After an exhaustive search of the literature to date, which included accessing all rele-
vant material at the National Library of Medicine, Bethesda, Maryland, we have con-
cluded that there have been no significant randomized clinical trials of pharmacotherapy 
for adjustment disorder with depression, nor are there any treatment guidelines issued 
by the American Psychiatric Association or any European psychiatric organization. 
This finding is in stark contrast to dysthymia, which has accumulated a comparatively 
greater database for pharmacological studies over psychosocial ones, albeit with signifi-
cant methodological limitations on the generalizability of results.

Without hard evidence to guide one’s clinical choices, practice interventions must be 
guided by broader evidence. As noted above, primary care settings favor anxiolytics, while 
behavioral health settings favor antidepressants, many of which have anxiolytic properties. 
Despite the paucity of research, there are rational arguments for considering antidepres-
sants over anxiolytics. In the authors’ experience, anxiolytics in primary care are almost 
exclusively relatively short-acting benzodiazepines (e.g., alprazolam or lorazepam). While 
benzodiazepines can be effective with short-term anxiety, they are problematic for use 
beyond a 2–4-week window due to potential dependence, tolerance, withdrawal risks, and 
depressogenic contributions over time. Such drugs may also interfere with the therapeutic 
goal of empowering patients to manage their own mental health through concerted prob-
lem solving and behavioral changes. Even though adjustment disorders can be less severe 
than many of their Axis I relatives, they will invariably result in treatment longer than 2–4 
weeks’ duration. Despland et al. (1995) demonstrated an average treatment length of 8 
months with psychotropic medications for adjustment disorders; and psychotherapy stud-
ies for adjustment disorder included in the Cochrane Review discussed below were typi-
cally 4–6 weeks (Arends et al.,  2012). The extended pharmacological treatment of 
adjustment disorder beyond the 6-month expected remission prognosis may be due in part 
to practitioner unfamiliarity with the disorder, misdiagnosis of adjustment disorder where 
a more severe or chronic disorder exists (such as dysthymia or major depressive disorder), 
or failure to discontinue psychotropics postremission, etc.

Abuse and dependence risk associated with benzodiazepine use is particularly prob-
lematic in clients with substance abuse vulnerability. Benzodiazepines also pose pharma-
codynamic issues that are obviated by the antidepressants. Anxiolytics used in primary 
care tend to have short half-lives, and thus will produce uneven effects throughout the 
day. This is in contrast to antidepressants, which provide more stable, continuous effects 
when taken as directed. A final caveat with the use of benzodiazepines to treat adjust-
ment disorders is the common “discovery” by patients that their benzodiazepines can be 
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used with good success for sleep. Such discovery has led many to begin to misuse these 
medications for sleep support without consulting the prescriber, adding additional com-
plexity to their treatment. There are other pharmacological alternatives that can be con-
sidered when sleep is targeted as a separate treatment focus. Nonetheless, behavioral 
approaches, including sleep hygiene promotion, are generally indicated over pharmaco-
logical management of insomnia, and even more so in the case of adjustment disorders 
where the emphasis is on cognitive-behavioral adjustment to the triggering stressor.

Benzodiazepines are a poor choice for treatment of depressive symptoms, which char-
acterize many adjustment disorders; they have no known efficacy for depression. In fact, 
there is some evidence that benzodiazepines may potentiate depressive symptoms, espe-
cially with long-term use (Ashton,  1986; Lader & Petursson,  1981). Benzodiazepines 
induce adverse cognitive effects on memory and concentration, which may be superim-
posed on memory and concentration problems already associated with ongoing depres-
sion. Adding to these concerns, a recent revision to existing black box warnings was 
issued by the Food and Drug Administration (FDA) for combining benzodiazepines with 
opioids, as such a “cocktail” increases risk of central respiratory depression (FDA, 2016).

In contrast, SSRIs are effective for both the depressive and anxiety symptoms that 
accompany the spectrum of adjustment disorders. They are relatively safe and can be used 
for long periods of time without the misuse, dependence, tolerance, and side effect issues 
of benzodiazepines. Serotonin–norepinephrine reuptake inhibitors (SNRIs) are an option 
in addition to SSRIs, as is bupropion, which is described as a norepinephrine–dopamine 
reuptake inhibitor (NDRI). However, bupropion can sometimes increase anxiety due to 
its activating properties via norepinephrine and dopamine, and might best be reserved for 
patients whose distress is confidently limited to depression without any anxiety.

Given that antidepressants hold a number of advantages over benzodiazepines, it is 
fair to ask whether there is any basis for choosing one antidepressant over another. Since 
there is no research on efficacy of treating adjustment disorders with medicines, broader 
evidence on the general efficacy of antidepressant medication with depressive disorders 
provides some guidance in selecting antidepressants for the treatment of adjustment 
disorder with depression. To the degree that depression experienced in adjustment dis-
orders is on a continuum with depression experienced in major depressive disorder, 
allied research investigating the comparative effectiveness of different antidepressants 
with major depressive disorder may have value. As noted above, the fact that this  
overlap de facto exists is supported by Shear et al. (2000), who determined that a signifi-
cant portion of clients initially diagnosed with adjustment disorder were more correctly 
rediagnosed with major depressive disorder when strict DSM criteria were applied.

Perhaps the most extensive attempt to answer the question of comparative efficacy of 
medicines for major depression was completed by the Cochrane Collaboration. Cipriani 
et al. (2009) examined 117 randomized controlled trials involving 25,928 participants 
from 1991 to 2007. There have been relatively few new antidepressants introduced 
since this very inclusive analysis. Cipriani et al. (2009) used multitreatment meta- 
analysis, which accounts for both direct and indirect comparisons of antidepressants 
used to treat depression. Essentially, the meta-analysis looked at studies that compared 
one antidepressant with another, and then considered in aggregate what statistical rela-
tionship best explained the efficacy of each antidepressant in comparison with all of the 
others. This is perhaps most easily conceptualized by Fig. 5.1.
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Cipriani et al. (2009) examined not just the efficacy of each antidepressant, but also 
the tolerability as measured by all-cause dropouts from each of the 117 studies. The 
study thus addresses the two questions most frequently posed by the prescribing clini-
cian: How well does this medicine work, and how well will it be tolerated by my patient? 
Table 5.1, an adaptation from the study data, summarizes the results:

In reviewing this information, escitalopram is 1.32 times more likely than fluoxetine 
to be successful in treating depressive symptoms in clients with major depressive disor-
der. In addition, according to Cipriani et al. (2009), escitalopram has 84% the chance of 
fluoxetine to be discontinued for tolerability reasons. In order to view both efficacy and 
tolerability across medicines more easily, we have rearranged the data by taking the 
inverse of the tolerability column; this allows for easier comparison and shows that 
escitalopram is 1.19 times more likely to be tolerated than fluoxetine (Dutton, 2014). 
Since both efficacy and tolerability are important to clients, we calculated a final heuris-
tic by multiplying efficacy and tolerability together, giving an indicator of the likelihood 
of success, and termed it the Success Index (Dutton, 2014, 2016). The antidepressants 
are thus ordered by the value of their Success Index in Table 5.1.

Psychosocial Treatment of Adjustment Disorders

The most sustained attempt to answer the question of which psychotherapies are effec-
tive in treating adjustment disorder-related depression was conducted in The 

Duloxetine

Escitalopram

Bupropion

Fluoxetine

Venlafaxine

Citalopram

Fluvoxamine

Mirtazapine

Reboxetine

Sertraline

Milnacipran

Paroxetine

Figure 5.1 Network of eligible comparisons for the multiple-treatment meta-analysis for efficacy 
(response rate). The width of the lines is proportional to the number of trials comparing each pair of 
treatments, and the size of each node is proportional to the number of randomized participants 
(sample size). From Cipriani et al. (2009).
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Netherlands, where investigators focused on stress related to work absences (van der 
Klink, Blonk, Schene, & Van Dijk, 2001). Continuing efforts led to the “Dutch Practice 
Guidelines for Managing Adjustment Disorders” (van der Klink & van Dijk,  2003), 
which addressed therapy choice. The primary conclusion of the Dutch study was that 
CBT, or a combination of CBT and relaxation training, were effective with adjustment 
disorders in general. The primary element of CBT involves restructuring problematic 
cognitions to develop a more productive point of view, which helps to create a starting 
point from which solutions become more apparent (van der Klink & van Dijk, 2003). 
About 10 years later, research in The Netherlands culminated with the Cochrane Review, 
“Interventions to facilitate return to work in adults with adjustment disorders” (Arends 
et al. 2012). For this review, nine randomized clinical trials were considered. In contrast 
to van der Klink & van Dijk (2001), the more rigorous review by Arends et al. (2012) did 
not support standard CBT as having a significant effect. However, the results did sup-
port PST, a form of CBT focused more directly on coping strategies than on sympto-
matic relief of depression, as an effective intervention. Arends and colleagues describe 
PST in terms of the following steps: (1) making an inventory of problems and/or oppor-
tunities; (2) brainstorming solutions; (3) writing down solutions and any support 
needed for these solutions, and assessing the applicability of these solutions; (4) dis-
cussing solutions and making an action plan; and (5) evaluating the action and imple-
mentation of solutions.

Table 5.1 Relative efficacy and tolerability of various antidepressant 
medications.a

Odds ratio for Success

Ranking Antidepressant Efficacy Tolerability Index

  1 Escitalopram 1.32 1.19 1.57
  2 Sertraline 1.25 1.14 1.43
  3 Mirtazapine 1.37 0.97 1.33
  4 Citalopram 1.10 1.11 1.22

  5 Venlafaxine 1.28 0.94 1.21
  6 Bupropion 1.08 1.12 1.20
  7 Fluoxetine 1.00 1.00 1.00
  8 Milnacipranb 1.01 0.97 0.98
  9 Paroxetine 1.02 0.91 0.93
10 Duloxetine 0.99 0.84 0.83
11 Fluvoxamine 0.98 0.82 0.80
12 Reboxetineb 0.68 0.70 0.47

a Adapted from Cipriani et al. (2009).
b  Note that two of these medicines are not approved for depression in the US  

market: milnacipran and reboxetine.
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In line with their earlier studies, Arends et al. (2014) conducted a randomized con-
trolled trial of PST and found it provided significantly greater improvement compared 
to the control group. Moreover, Arends et al. (2014) also attempted to determine which 
elements of PST were most significant. The primary conclusion was that, in addition to 
making an inventory of problems, clients who discussed solutions with their clinician 
and strategized how those solutions might be realized had significantly better outcomes 
that those who focused more exclusively on their problems. This somewhat self-evident 
finding highlights that problem-focused treatment in which the problem is examined is 
not as helpful as a solution-focused therapy that encourages patients to identify con-
crete practicable changes in their lives (Arends et al., 2014).

Combining Pharmacotherapy and Psychotherapy in Treating Adjustment 
Disorder with Depression

Psychotherapy is particularly indicated for the treatment of adjustment disorders due to 
the nature of the disorder: there is an identified stressor linked with both the onset and 
resolution of this condition, and problem solving approaches have been demonstrated 
to be helpful with such psychosocial factors by assisting the individual to adjust to them 
(Arends et al., 2012, 2014). Quite often, one expects psychotherapy to be effective and 
sufficient in resolving the symptom of depression associated with an adjustment disor-
der. In the case where this is not the outcome, medication may be added, and a com-
bined approach pursued. When medication is used, antidepressants are recommended 
over benzodiazepines.

While there are no studies to guide optimal use of medication adjunctive to primary 
psychotherapy, the following factors are proposed, based on risks reviewed above and 
clinical experience. The greater the presence of these factors, the stronger the recom-
mendation for combined treatment:

 ● Degree of suicidality: Expressed suicidal ideation and intent, past suicidal ideation 
and seriousness of past intent, and past self-harm behaviors can all be assessed. A 
caveat here, however, is the black box warning on increased suicidal thoughts associ-
ated with antidepressant medication.

 ● Degree of functional impairment: For example, when sleep or work are seriously 
impacted. Relationship or marital issues are also a common index stressor for adjust-
ment disorders, and some clients request medications that can help reduce anger, 
irritability, and stress in the context of those relationships.

 ● Degree of duration: Some stressors can be long term, such as difficulties at a work-
place, ongoing or chronic medical issues, or long-term relationship issues.

 ● Severity of symptoms: With more severe depressive and anxiety symptoms, one might 
expect criteria for major depression or generalized anxiety disorder might be met. 
Whether the condition is rediagnosed or not, severe symptoms of depression are sug-
gestive of the need for adjunctive pharmacotherapy.

 ● Lack of target gains in therapy: Ceteris paribus, this may be correlated to personality 
features, as suggested above by Na et al. (2013). In any event, lack of therapeutic gains 
requires considering additional or alternative intervention.
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The determination by the clinician to include medication in the treatment of adjust-
ment disorder with depression is a complex one. The above factors are considered by 
the authors to be a starting place in that determination. The following case study is 
illustrative.

In summary, dysthymia and adjustment disorder with depression have received little 
research attention. Although they are often considered “minor” diagnoses in compari-
son with major depression and bipolar disorder, they impact significantly on patient 
health and wellbeing. Table 5.2 summarizes our findings with regard to the treatment of 
these two pernicious disorders.

Case Study in Adjustment Disorder with Depression

A 22-year-old white male with 16 years of education presented to an outpatient clinic 
with depressed mood of 1 month in response to the breakup of a serious dating relation-
ship of 9 months. He was having difficulty focusing at work, and left in the middle of his 
workday without prior planning to seek counseling help. He had no prior mental health 
history. His Patient Health Questionnaire-9 (Kroenke, Spitzer, & Williams, 2001) revealed 
depressive symptoms in the mild range (PHQ-9 = 12), with Item 9, “Thoughts that you 
would be better off dead or of hurting yourself in some way,” endorsed at a 2 (“More than 
half the days”). On intake, he denied prior suicide attempts and expressed fleeting 
thoughts of hurting himself. His generalized anxiety disorder (GAD-)7 scale score 
(Kroenke, Spitzer, Williams, & Lowe, 2006) revealed generalized anxiety symptoms also in 
the mild range (GAD-7 = 9). He had no ongoing medical issues and vital signs were nor-
mal. He was not on any medicines. Sleep was mildly impaired with initial insomnia for up 
to an hour on some nights.

The patient was diagnosed with adjustment disorder with depressed mood. He was started 
in group therapy for cognitive restructuring of problematic thoughts. Tragically, 3 weeks later, 
after attending two group sessions, he took his own life.

In retrospect, it may be argued that major depressive disorder was a more accurate diag-
nosis, but as is often the case clinically, an identified stressor in the context of no prior men-
tal health history with mild symptoms influenced the selection of the working diagnosis. It 
can be argued that the patient had two other indicators of more severe impact: he left 
unplanned in the middle of his workday to seek help, and he endorsed thoughts he might 
be better off dead “more days than not,” perhaps unusual given a mild level of depressive 
symptoms. Despite the scarce evidence base, the treatment modality of group therapy, 
albeit with a cognitive approach, is not one that has any known efficacy for adjustment 
disorder with depressed mood.

While the patient’s ultimate suicide may be surprising, the literature reviewed above sup-
ports the real presence of suicide risk with an adjustment disorder diagnosis. Hindsight is 
20-20, but this patient may have been better served if a combination of individual PST and 
medication had been initiated at the outset of his treatment.
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6

There is little to no evidence that anxiety disorders exist as discrete conditions, unique 
from one another. On the contrary, there is good evidence that various anxiety disorders 
share symptoms in common such as heightened anxiety and fear, heightened stress reactiv-
ity to adverse stimuli, and elevated amygdala response to threat-relevant stimuli (Rauch & 
Drevets, 2009). Several factor analytic studies have found that specific phobia, panic disor-
der, and obsessive-compulsive disorder (OCD)1 are highly co-morbid, and might be con-
ceptualized as forming a “fear factor” stemming from perceived threat in the present, 
whereas generalized anxiety and posttraumatic stress2 disorders might be said to form an 
“anxious” factor due to anticipated threat (Bienvenu, Wuyek, & Stein, 2010). Still, attempts 
to divide anxiety disorder into discrete nosologic subcategories are replete with overlap 
and duplication, reducing the discriminant validity in most cases. Moreover, the data avail-
able are insufficient to justify periodic reclassifications of the kind set out in the Diagnostic 
and Statistical Manual of Mental Disorders (DSM) revisions (Craske et al., 2009).

These limitations notwithstanding, a certain degree of differential diagnosing allows 
us to better review the evidence that has accumulated over the years on how best to 
address the manifest symptoms that accompany anxiety; such evidence has tended to 
be presented along the lines of the following “disorders”: generalized anxiety, specific 
phobia, social anxiety, panic, posttraumatic stress, and obsession-compulsion.

While there is much overlap of symptoms among the conditions making up the anxiety 
disorders, one might divine the most salient symptom that best defines a particular dis-
order by simply referring to the name of the disorder. When classified in such a manner, 
the prevalence of the anxiety disorders are found to vary, as is indicated in Table 6.1.

 A Brief History of the Treatment of Anxiety Disorders

One might arbitrarily pick the American Civil War as a starting point of the modern 
era’s recognition and treatment of anxiety disorders if we consult Dr. Jacob Mendes Da 
Costa’s Medical Diagnoses, first published in 1864, in which he coins the term “Irritable 
Heart/Soldier’s Heart” (Da Costa, 1871; Paul, 1987) to refer to what might be diagnosed 
today as posttraumatic stress disorder (PTSD)-related somatoform sequela, including 
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irregular heartbeat and chronic pain (Iribarren, Prolo, Neagos, & Chiappelli,  2005; 
Wood, 1941). The treatment for Soldier’s Heart was, in its day, a curious integrative 
approach that combined opium with exercise and lifestyle change.

At the end of the 19th century and beginning of the 20th, the psychosocial treatment 
of anxiety bifurcated into the two seemingly irreconcilable paths of Pavlov’s learning 
theory and Freud’s psychodynamic theory. Pavlovian-inspired treatment of anxiety 
consisted in exposure-based behavioral approaches, pioneered by John B. Watson 
(Watson & Rayner,  1920), while psychiatry developed psychoanalysis (Freud,  1937). 
Pharmacotherapy of anxiety disorders first appeared in 1903 when Adolph von Baeyer 
issued the first hypnotic drug in the form of barbiturate. Barbiturates were used largely 
to address anxiety-related sleep disturbances, and the pharmacologic treatment of anxi-
ety itself had to wait until the late 1950s when the tricyclic imipramine was observed to 
forestall panic attacks (Klein, 2002); subsequently, the development and marketing of 
meprobamate for generalized anxiety in 1955 under the trade name Miltown created 
the first blockbuster psychotropic drug (Tone, 2009). Later, in the 1960s, the benzodiaz-
epines were employed to treat the entire spectrum of anxiety symptoms, and still more 
recently, starting in the late 1980s, the selective serotonin reuptake inhibitors (SSRIs) 
have become the first line of pharmacotherapy for anxiety disorders.

Psychosocial approaches to the treatment of emotional and mental distress in the 20th 
century were prolific;3 yet, many of these psychotherapies have disappeared or have 
merged with others, and today, in the 21st century, we may identify four major psycho-
therapeutic approaches: psychodynamic, cognitive-behavioral, interpersonal, and sup-
portive (humanistic-existential) therapies. While psychoanalysis has in some cases 

Table 6.1 Prevalence of anxiety disorders.a

Disorder Prevalence (%)

Adult total anxiety disorder 29
Adolescent total anxiety disorder 25
Social anxiety disorder 10
Specific phobia disorder 6–12
Generalized anxiety disorder (GAD) 3–5
Panic disorder 2–5
Obsessive-compulsive disorder (OCD) 2–3
Posttraumatic stress disorder (PTSD) 1–10

a  Table 6.1 (adapted from Kessler et al., 2005; Kessler, Ruscio, Shear, &  
Wiichen, 2010; Merikangas et al., 2010; Michael, Zetsche, & 
Margraf, 2007) represents estimates of the average ranges for lifetime 
occurrence in the western world. Prevalence for each disorder is 
relatively stable among western countries, except for the case of PTSD, 
where incidents are higher for the United States than for Europe, 
arguably influenced by returning American veterans from Vietnam, 
Iraq, and Afghanistan, and by decades of immigration from traumatized 
Central American, Asian, and African countries.
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proved to be less effective in treating anxiety than cognitive-behavioral therapies (CBTs), 
psychodynamic therapy, as well as interpersonal therapy and supportive therapy have 
been shown in other cases to be as effective as cognitive-behavioral approaches4 
(Leichsenring et al.  2009; Tolin,  2010). Nonetheless, cognitive-behavioral approaches 
tend to be favored in evidence-based practice over the other psychosocial treatment 
options because more research has been conducted with cognitive-behavioral approaches 
(Muse, Morre, & Stahl, 2013) and more evidence-based recommendations are, conse-
quently, available. Such recommendations include CBT as first-line treatment for all of 
the anxiety disorders, with particular indication for behavioral exposure/response pre-
vention for OCD (Abramowitz, 1997), a strong cognitive component in CBT for social 
anxiety disorder (Feske & Chambless, 1995; Taylor, 1997), and the cognitive-behavioral 
use of desensitization and flooding with PTSD (Bradley, Greene, Russ, Dutra, & 
Westen, 2005). Of interest is the recent suggestion that a unified therapeutic approach 
(Barlow, Allen, & Choate, 2004; Barlow et al., 2010) that applies an integration of several 
therapeutic approaches for the treatment of all anxiety disorders is as effective as specific 
therapies directed at specific symptomatology. Although recent in its inception, some 
evidence has been presented to support this view (Farchione et al., 2012).

Psychopharmacology has also evolved, and the number of agents used in the pharma-
cotherapy treatment of anxiety has increased considerably, although many patients with 
anxiety disorders fail to respond adequately to these pharmacologic agents (Ravindran & 
Stein, 2010), even to those agents considered first line (Koen & Stein, 2011). Without 
exception, the SSRIs are considered first-line treatment for all of the anxiety disorders 
(Western Australian Psychotropic Drugs Committee, 2008; Koen & Stein, 2011) because 
of well documented evidence to support their efficacy as well as for their low side effect 
profile. Olfson Marcus, Wan, and Geissler (2004) confirmed in a review of the literature 
that an increase in antidepressant use for the treatment of anxiety disorders has dis-
placed the use of anxiolytics. One serotonin–norepinephrine reuptake inhibitor (SNRI), 
venlafaxine, is also considered first line in the treatment of GAD. Generalized anxiety 
notwithstanding, SNRIs are generally considered second line for the rest of the anxiety 
disorders due to their relative paucity of evidence when compared with SSRIs in the 
treatment of anxiety. The evidence supporting the use of benzodiazepines in the treat-
ment of GAD, social anxiety, and panic disorder is solid, but the potential for abuse 
makes this agent a second choice. Tricyclic antidepressants (TCAs) also have accumu-
lated substantial evidence attesting to their efficacy in the treatment of all of the anxiety 
disorders with the exception of social anxiety,5 but their multiple side effects, including 
cardiotoxicity, anticholinergic effects, and risk of overdose make them a second-line 
treatment option. The one exception here might be the largely serotonergic tricyclic 
clomipramine, which initially appeared to be somewhat more effective in the treatment 
of OCD than the SSRIs, although this impression has since been questioned (Koen & 
Stein, 2011). Pregabalin and buspirone, but especially pregabalin, are supported enough 
by evidence to warrant their inclusion as second-line treatments for GAD, while a host 
of other agents may be considered third line due to scarcity of evidence; these include 
valproate, mirtazapine, bupropion, and quetiapine (Roy-Byrne & Cowley, 2007). A case 
apart is D-cycloserine, which is an N-methyl-D-aspartate (NMDA) receptor partial 
agonist that enhances the extinction of learned fear in exposure therapy for anxiety 
disorders. Little is known of the mechanisms that promote loss of fear with D-cycloserine 
(Baker, McNally, & Richardson, 2012), but its effectiveness in augmenting therapeutic 
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effects of exposure therapy for many of the anxiety disorders appears to be increasingly 
established (Davis, Ressler, Rothbaum, & Richardson, 2006). Here, it is worthwhile not-
ing that a large pool of “cognitive enhancers” besides D-cycloserine (yohimbine, corti-
sol, L-dopa, oxytocin, neuropeptides Y and S, and opioids) have been identified as 
facilitating therapeutic extinction (Singewald, Schmuckermair, Whittle, Holmes, & 
Ressler, 2015), which leaves the unanswered question of whether these specific agents 
enhance learning through unique mechanisms of action, or whether there is a common 
factor (Muse & Moore, 2012), such as the mode in which they are employed just prior 
to or during exposure, that enhances new learning across the various agents.

 Integrating Biopsychosocial Treatments  
of Anxiety Disorders

Muse et al. (2013) previously summarized indications and cautions in the integrated 
treatment of anxiety as follows: (1) psychosocial approaches are favored over pharma-
cotherapy for the majority of anxiety disorders. (2) When used, pharmacological inter-
ventions are mainly adjunctive and supportive of psychotherapy. (3) There are several 
specific instances where pharmacotherapy of anxiety may be contraindicated due to its 
tendency to interfere with the therapeutic goal of patient-generated management of 
response to anxiety symptoms. (4) Monotherapy is generally preferred to combination 
therapy because of cost, reduced exposure to side effects, and limited data supporting 
the superiority of a combined approach over judiciously assigned monotherapy.

With these previous observations serving as a general orientation, we extend here 
evidence-based best-practice indications for the integrated treatment of anxiety to each 
of the major anxiety diagnoses.

Generalized Anxiety Disorders

Hidalgo, Tupler, and Davidson (2007) reviewed medications for their respective effec-
tiveness in the treatment of GAD and concluded that the largest effect sizes on anxiety 
symptoms were achieved with the calcium channel blocker pregabalin, followed by the 
antihistamine hydroxyzine and the SNRI venlafaxine, with multiple benzodiazepines 
and SSRIs lagging somewhat behind. Buspirone performed no better than placebo, 
while the homeopathic Kava-Kava performed worse than placebo. These results were 
valid for adults as well as adolescents and children; however, the effect sizes were sig-
nificantly higher for adolescent and children than adults, indicating that anxiolytics in 
general tend to have a greater impact on the younger population.

While the SSRIs continue to be recommended widely as first-line pharmacotherapy 
for GAD, if not for their overall effectiveness then in large part due to evidence of their 
relative safe use in comparison with the tricyclics and benzodiazepines, pregabalin, a 
molecule that is structurally analogous to gamma-aminobutyric acid (GABA) and 
thought to bind to the alpha-2-delta subunit of the voltage-gated calcium channels, 
resulting in increased levels of neuronal GABA and a concomitant inhibition of the 
release of excitatory neurotransmitters such as glutamate and noradrenaline (Koen & 
Stein, 2011), might deserve greater research and clinical attention.
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It is not uncommon to read that CBT takes priority over other psychosocial therapies 
in the treatment of anxiety disorders, including GAD (Craske, 2015), but it is more dif-
ficult to find the evidence that indicates CBT is more effective than other psychothera-
peutic approaches. CBT has certainly been more researched than other therapies and 
has been found to be more effective than placebo in most cases; however, it is uncom-
mon to see a head-to-head controlled study where CBT has been compared in effective-
ness to other psychotherapies in the treatment of GAD. One exception is a study 
conducted by Leichsenring et al. (2009), in which CBT was compared to short-term 
psychodynamic psychotherapy. In this randomized controlled study, both CBT and 
short-term psychodynamic psychotherapy yielded stable improvements, with no sig-
nificant differences in outcome found between treatments with regard to the primary 
outcome measure.

Adding other psychosocial components to CBT does not appear to improve the effec-
tiveness of CBT in the case of emotional-focused/interpersonal approaches (Newman 
et al., 2011), whereas a separate attempt to augment CBT with mindfulness found this 
combined approach effective, but the design did not allow for separating the effects of 
one approach from the other (Hayes-Skelton, Roemer, & Orsillo, 2013).

The treatment of GAD with pharmacotherapy alone is replete with difficulties 
(Comaty & Advocat, 2012), including mixed clinical results, higher rates of dropout 
(Mitte, 2005a), difficulty in maintaining gains, and potential for abuse and discontinua-
tion syndrome. Because psychotherapy has proved to be as effective as pharmacother-
apy, to work as fast or faster, and to have improved remission rates with fewer side 
effects, it should be considered the treatment of choice with this form of anxiety disor-
der. For example, a meta-analysis of 35 studies showed CBT to be more effective in the 
treatment of GAD in the long term than pharmacologic treatment, and while both 
treatments reduce anxiety, CBT is more effective in reducing depression associated 
with GAD (Gould, Otto, Pollack, & Yap, 1997). Mitte (2005a) found in a meta-analysis 
of CBT vs. drugs for the management of GAD that both approaches were equivalent in 
effectiveness. Nonetheless, when considering issues such as drug side effects the 
American Psychological Association (2012) concluded in a meta-analysis that the over-
all evidence supported CBT as the first line of treatment for GAD, while Gould et al. 
(1997), in a preliminary meta-analysis, observed greater relapse in GAD symptoms with 
discontinuation of pharmacology than termination from CBT. Power et al. (1990) con-
ducted a randomized clinical trial in which they concluded that combined treatment is 
more effective in early stages of GAD treatment. Hoffman, Sawyer, Korte, and Smits 
(2009) concluded in their meta-analysis of all major medications used in the treatment 
of GAD in combination with CBT that pharmacotherapy is more helpful in early-stage 
treatment of GAD.

Based on a benefit vs. side effect equation, the first-line treatment for GAD should be 
psychotherapeutic, and CBT is a reasonable first choice. Switching to another, perhaps 
psychodynamic, psychosocial approach appears to be indicated when CBT proves inef-
fective for any given patient. Adding to or augmenting CBT with further cognitive or 
behavioral approaches does not find much support in the literature. Psychopharmacology, 
because of its potential for unwanted side effects, may be best considered second line, 
with SSRIs being the first choice among psychotropics; the possibility of switching out 
of the SSRIs to a different class of medication (pregabalin, hydroxyzine, venlafaxine, 
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benzodiazepines) should be seriously entertained if the patient fails to respond to one 
or more SSRIs. Combined psychotherapy–pharmacotherapy may be considered if the 
patient has not responded to psychotherapy alone, and wishes to augment therapy with 
medication. Here, it is appropriate to quote the National Institute for Health and Clinical 
Excellence’s (NICE, 2011) best-practice recommendation for GAD: “Base the choice of 
treatment on the person’s preference as there is no evidence that either mode of treat-
ment (individual high-intensity psychological intervention or drug treatment) is 
better.”

Specific Phobias

Extrapolating from randomized clinical trials, Isaac Marks and colleagues concluded 
nearly a half century ago (Marks, Viswanathan, Lipsedge, & Gardner, 1972) that there 
is limited value for pharmacotherapy (benzodiazepines) in exposure to specific pho-
bias. Sartory (1983), in a review of several randomized controlled trials (RCTs), 
equally concludes that benzodiazepines are of little use, and should be discontinued 
before treating a specific phobia. Zitrin, Klein, Woerner, and Ross (1983) found no 
difference in an RCT between placebo and the antidepressant imipramine in treating 
specific phobia with adults without a psychosocial component. Fryer conducted a 
review of the evidence as it pertained to anxiolytics and antidepressants in the latter 
half of the 1980s (Fyer, 1987) and found that no pharmacological agent proved effec-
tive in treating simple phobia at that time. Finally, Choy Fyer, and Lipsitz (2007) con-
cluded in a meta-analysis spanning from 1960–2005 that medications have not been 
shown to be generally effective with phobias, with the exception of adjunctive 
D-cycloserine.

In a comparison among psychotherapeutic approaches for the treatment of phobias, 
Wolitzky-Taylor, Horowitz, Powers, and Telch (2008) performed a meta-analysis of 33 
randomized treatment studies and concluded that exposure, especially in vivo expo-
sure, is the most effective treatment among CBT techniques for simple phobia, although 
the difference between in vivo and alternative modes of exposure were no longer pre-
sent at follow up. Curiously, while CBT outperformed placebo conditions, Wolitzky-
Taylor and colleagues also found evidence for improvement in phobia with placebo 
alone. Silverman et al. (1999) observed in a randomized clinical trial of 104 children 
aged 6–16 that not only were two different exposure techniques effective in reducing 
phobia in children, but the control condition of providing educational support was 
equally as effective. Choy et al. (2007) confirmed the superiority of in vivo exposure for 
the treatment of specific phobias in adults, but this meta-analysis also found high drop-
out and low treatment acceptance to be unwanted side effects, while systematic desen-
sitization and virtual reality techniques provided moderate effect size but greater 
compliance. In the Choy study, cognitive therapy was found to be most helpful with 
claustrophobia. Zlomke (2008) reviewed studies involving one-session, prolonged 
exposure in the treatment of specific phobias, and found the approach to be generally 
effective. Nonetheless, concerns over the tolerance of many patients to this intense 
form of therapy makes it a less overall recommended approach.

Spiegel and Bruce (1997) reviewed attempts to combine benzodiazepines with behav-
ioral therapy, and report that, while benzodiazepine-based monotherapy for phobia 
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(agoraphobia) provides no lasting relief once the drug is withdrawn, its combination 
with behavioral therapy may facilitate learning during exposure if it is used only during 
the exposure trials, and not continuously. The primary benefit of combining benzodiaz-
epines in the initial stages of exposure is to reduce discomfort and to enhance compli-
ance and tolerance to the exposure method (Hafner & Marks,  1976). Concern over 
transferring learning from exposure with benzodiazepines to real life situations without 
the medication is based on interference of benzodiazepines with memory consolidation 
(Barbee, Black, & Todorov, 1992), as well as concerns over state-dependent learning 
(Colpaert & Koek, 1995; Overton, 1964; Reus, Weingartner, & Post, 1979; Spiegel et al., 
1993). Interference of memory consolidation appears to be dose-related, and appears 
not to be a major problem at lower doses, while state-dependent learning concerns are 
obviated by using the benzodiazepines only in initial trials as an agent to enhance com-
pliance with patients who are highly anxious and apprehensive but are able to continue 
on without the benzodiazepines in subsequent exposures. The concerns of state-
dependent learning have been difficult to isolate and test, although there appears to be 
some evidence to suggest that state-dependent learning interference may affect gener-
alization to real life learning in a dose-dependent manner (Bouton, Kennedy, & 
Rosengard,  1990): fear extinction during exposure with higher doses of diazepam is 
associated with greater recurrence of the initial fear response once the drug is removed, 
while greater sustained reduction in the fear response in the absence of the drug is 
observed in subjects who were exposed to fear stimuli with lower doses of 
benzodiazepines.

Combining pharmacotherapy and psychotherapy was further studied in a meta-
analysis by Norberg, Krystal, and Tolin (2008), who compared D-cycloserine’s effective-
ness when paired with exposure therapy in specific phobia. Forty-four articles were 
identified from 1998 through 2007 in which D-cycloserine augmented fear extinction 
when administered with exposure techniques. It proved to be more effective when 
administered a limited number of times and when given immediately before or after 
extinction training/exposure therapy.

The recent hopeful results of combining D-cycloserine with exposure therapy not-
withstanding, if there were one diagnosis among the anxiety disorders where one is 
tempted to state categorically that medications have no place, it would be with specific 
phobias. However, this would be an overstatement as there are circumstances in which 
the use of a short acting anxiolytic may facilitate exposure therapy by increasing com-
pliance, such as in the case study presented at the end of this chapter. There are also 
circumstances, such as with one-time dental procedures or blood extractions when a 
single dose of a benzodiazepine may facilitate completing the procedure, although one-
session imaginal exposure has proved to be equally as effective in dental phobia (Thom, 
Sartory, & Johren, 2000) as has one-session muscle tension training to offset parasym-
pathetic blood pressure drop in the case of blood-injury phobia (Ost & Sterner, 1987; 
Ost, Sterner, & Fellenius, 1989). Nonetheless, a sole dose of benzodiazepines to over-
come phobic avoidance in a single exposure situation comes close to constituting 
monopharmacotherapy, and illustrates the difficulty in taking an absolute stance on any 
condition/treatment pairing. What would appear to be evident, however, is that anxiety- 
relieving medications prescribed on a continuous basis, such as SSRIs, are not generally 
indicated with specific phobias.
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Social Anxiety Disorder

Pharmacotherapy and psychosocial treatment of social anxiety disorder have not 
been as effective as with other anxiety disorders to date, and dropout rate with the 
first medication selected is high (Baldwin et al., 2009). This first medication is usually 
an SSRI as this class of medication is considered first line (Bandelow, Seidler-Brandler, 
Becker, Wedekind, & Ruther, 2007; Hedges, Brown, Shwalb, Godfrey, & Larcher, 2007). 
There is no evidence that one SSRI is more efficacious in treating social anxiety dis-
order, although their respective side effect profiles are different and should be weighed 
in the initial selection (Hansen et al.,  2008). Additionally, there is evidence that 
SNRIs can be as effective as SSRIs (Ipser, Kariuki, & Stein, 2008). Federoff and Taylor 
(2001) also found in a meta-analysis that high potency benzodiazepines are as effec-
tive as SSRIs in social phobia, and can be dispensed when the patient is facing truly 
phobic settings. In this vein, Sareen and Stein (2000) have suggested that beta block-
ers are more effective with discrete performance anxiety than with generalized social 
anxiety. Liebowitz et al. (1988), however, found in a randomized comparative trial that 
phenelzine, a monoamine oxidase (MAO) inhibitor, was more effective in treating 
social anxiety disorder than the cardioselective β-adrenergic blocker atenolol. The 
Liebowitz et al. study concluded that “pathological social anxiety is due to a chronic 
biological overreactivity that is modifiable by drug therapy.” While this view reflects 
the thinking at the end of the 20th century, evidence since supports the view that 
social phobia is a conditioned response that is amenable to relearning through CBT. 
For example, Mayo-Wilson et al. (2014) conducted a recent meta-analysis that 
spanned the period between 1988 and 2013, and concluded that individual CBT is 
associated with large effect sizes and low risk of side effects, and should be regarded 
as the best intervention for the initial treatment of social anxiety disorder. For patients 
not amenable to CBT, the SSRIs show the most consistent evidence of benefits among 
pharmacotherapies.

CBT is as effective as medication in the treatment of social anxiety disorder 
(Heimberg  2002), although CBT, across all anxiety disorders, is least effective with 
social anxiety disorder (Norton & Price, 2007). When treating with CBT, social anxiety 
appears to respond well to a group treatment modality (Camart, Andre, Trybou, & 
Bourdel, 2006; Heimberg & Becker, 2002; McEvoy & Perini, 2009), although group CBT 
has not always lived up to expectation (Foa,  2006; Hope, Heimberg, & Bruch,  1995; 
Juster & Heimberg, 1995). One study, however (Otto et al., 2000), investigated the rela-
tive efficacy of clonazepam vs. exposure within a CBT group, and found that the two 
treatment modalities produced significant and similar improvement. Few studies have 
been done to test social anxiety response to psychosocial approaches other than  
cognitive-behavioral, but one large RCT study (Leichsenring et al., 2013) recently found 
that CBT and psychodynamic therapy were significantly superior to a wait list for both 
remission and response. Nonetheless, CBT proved to be significantly superior to psy-
chodynamic therapy for remission, but not for initial response.

Combination therapy for social anxiety disorder has shown more promise with cogni-
tive enhancing agents during behavioral training than the use of antidepressant or 
anxiolytic drugs. Clark et al. (2003) discovered no advantage in a placebo-controlled 
RCT of combining CBT with fluoxetine in the treatment of social anxiety. Contrary to 
traditional combinations of full regime pharmacotherapy with psychotherapy, several 
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studies have suggested that punctually adding an enhancing drug at critical moments of 
behavioral therapy may promote new learning. Guastella et al. (2009), in a randomized 
clinical trial, showed that oxytocin enhances treatment for social anxiety, and in a sepa-
rate RCT, Guastella, et al. (2008) found D-cycloserine before exposure therapy enhanced 
social anxiety treatment. Hoffman, Meuret and Smits (2006) also showed that 
D-cycloserine is more effective than placebo as an adjunct to exposure in social phobia, 
and Heimberg et al. (2002) found that the beta blocker propranolol enhances social 
skills training.

The treatment of social anxiety disorder is often challenging to the clinician because, 
although equally responsive to pharmacotherapy and psychosocial therapy, it tends to 
be in general less responsive to treatment than the other anxiety disorders. Monotherapy 
is the treatment of choice, unless a cognitive enhancer is added during exposure phases 
of behavioral treatment. Given the equal efficacy of pharmacotherapy and psychosocial 
therapy, and the relative lower side effects of CBT, CBT, either individual or group, is 
recommended as the initial therapeutic intervention, to be switched to psychodynamic 
psychotherapy or pharmacotherapy if the patient is resistant or unresponsive to CBT. 
Finally, few pharmacological studies have been undertaken with children in treatment 
for anxiety disorders, and still fewer studies have focused on childhood social anxiety 
disorder (Beidel, Ferrell, Alfano, & Yeganeh,  2001). In regards to psychosocial 
approaches, little attention has been given to developmental considerations when rec-
ommending psychosocial treatment for this age group.

Panic Disorder

Bakker et al. (2002) performed a meta-analysis and concluded that TCAs are as effective 
as SSRIs in treating panic, but the comparative side effect profiles of the two classes of 
medication argue in favor of SSRIs. Mitte (2005b) conducted a meta-analysis of various 
pharmacological treatments of panic disorder and discovered that benzodiazepines can 
be as effective as SSRIs and TCAs in alleviating panic, but their potential for abuse, and 
the need for increased dosing to overcome tolerance, relegate the benzodiazepines to a 
second-line alternative. Batelaan, Van Balkom, and Stein (2012), in a review of evidence-
based studies, conclude that there is evidence that SSRIs and venlafaxine are effective 
in managing panic as long as therapy is maintained. Batelaan and colleagues also found 
evidence that the temporary co-administration of benzodiazepines with antidepres-
sants is justified in otherwise resistant cases. The American Psychiatric Association 
(2009) has acknowledged SSRIs, TCAs, and benzodiazepines as effective in the treat-
ment of panic, and has suggested that the agent used might be selected by side effect 
profile. Bakker, van Balkom, and Stein (2005) reviewed numerous studies to conclude 
that SSRIs, based in part on their lighter side effect profile, are first-line pharmacologic 
treatment for panic; yet, evidence of the plausibility of antidepressants for the treatment 
of panic disorder is predicated on studies that do not usually compare such compounds 
to effective psychosocial therapy outcomes, but merely against placebo controls (Serretti 
et al., 2011). An exception is a study by Black, Wesner, Bowers, and Gabel (1993) that 
showed a superior response to fluvoxamine over cognitive therapy in the treatment of 
panic disorder. In contrast, Clark et al. (1994) found that cognitive therapy was superior 
to both relaxation training and imipramine at the end of treatment, as well as upon a 
15-month follow up.
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The effectiveness of cognitive-behavioral treatment of panic disorder and agorapho-
bia is well documented, with remission rates around 80% with follow up at 1 year (Clark 
and Ehlers,  1993; Elkins & Moore,  2011; Margraf, Barlow, Clark, & Telch,  1993). 
McHugh, Smits, and Otto (2009) recently showed that individual CBT is effective in 
managing panic, while Gould, Otto, and Pollack (1995) found in a meta-analysis that 
group CBT is effective with panic disorder and more effective than pharmacotherapy. 
Marks et al. (1993) found exposure therapy to be twice as effective as alprazolam. Bakker 
et al. (1998), in a quantitative review of previous studies, concluded that gradual expo-
sure rather than implosion is most effective with the treatment of panic. Psychodynamic 
therapy has developed a theoretical model to explain panic disorder (Shear, Cooper, 
Klerman, Busch, & Shapiro,  1993), and an open trial pilot study by Milrod and  
colleagues (2000) initially found this approach effective in treating and retaining 
patients. Milrod et al. (2007) further found in a randomized clinical trial that psychody-
namic therapy can be effective with panic disorder, although this approach was not 
tested head-to-head with CBT. Perhaps the most salient finding in the series of Milrod 
studies is the very low dropout rate of 7% (Busch & Milrod, 2008). Panic-focused psy-
chodynamic therapy (Busch & Milrod, 2009) has accumulated sufficient evidence to be 
considered as an alternative for those patients who are noncompliant with the rigors  
of CBT.

Combining pharmacology with psychotherapy in the treatment of panic has not 
yielded positive results. Indeed, pharmacotherapy concurrent with psychotherapy 
interferes with CBT’s prolonged therapeutic result (Barlow, Gorman, & Shear, 2000), 
and may also interfere with psychodynamic psychotherapy of panic disorder (Merra, 
Godeas, & Persico, 1993). Marks et al. (1993) observed in a randomized clinical trial 
that greater relapse was associated with combined treatment of CBT with benzodiaz-
epines for panic, and Furukawa, Watanabe, and Churchill (2006) concluded in a meta-
analysis that a combination of antidepressants with CBT was initially superior to 
monotherapy, only later to observe that the original advantage was lost after discontinu-
ation of the antidepressant. Spiegel and Bruce (1997), in a systematic review of RCTs, 
found that anxiolytic drugs retard exposure effects, while Woods, Barlow, Gorman, and 
Shear (1998), in a multisite clinical trials protocol, observed greater relapse for TCA, 
with or without CBT, and concluded that patients did better without concurrent use of 
antidepressant medication while in psychotherapy for panic disorder with mild to mod-
erate agoraphobia. These findings are contradictory to the position of the World 
Council on Anxiety, which recommends combined, integrated treatment for panic dis-
orders; however, this recommendation appears to have been arrived upon without tak-
ing into consideration the evidence to the contrary. Rather, the recommendation 
appears to follow earlier assumptions that if CBT and pharmacotherapy are effective 
then combining the two “may provide the best treatment” (Pollack et al., 2003).

In conclusion, pharmacotherapy is effective in the short run for controlling symp-
toms of panic, but tends to lose its effectiveness upon the discontinuation of medicine; 
whether anxiolytics or antidepressants, symptoms of panic are temporarily ameliorated 
(Williams, Richardson, & Galovski,  2014), but often reemergence upon discontinua-
tion. Moreover, these same medications tend to interfere with new learning during 
psychotherapy. On the other hand, psychosocial treatments, especially CBT and psy-
chodynamic therapy, are effective in treating panic and in preventing relapse.
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Posttraumatic stress disorder

Williams and colleagues (2014) point out that while pharmacotherapy can be beneficial 
it rarely provides complete remission of PTSD. Indeed, a variety of medications have 
been shown to provide adjunctive benefit in reducing PTSD symptoms, but the consen-
sus is that at this time there is no clear drug treatment for PTSD. Ipser and Stein (2012) 
noted in a review that the quality of studies in the area of psychopharmacology with 
PTSD is poor, and that such studies yield conflicting results. For example, Stein, Iper, 
and Seedat (2009), in a Cochrane review, found PTSD to be effectively treated by SSRIs, 
while the Institute of Medicine (2007) concluded in its own review that the data do not 
show that SSRIs are effective treatment for PTSD. Hageman, Andersen, and Jorgensen 
(2001), on the other hand, conclude in their review of previous studies that SSRIs should 
be considered first-line treatment, whereas TCAs and MAOIs should be relegated to 
second line for safety reasons. Yehuda (2002) holds the opinion that benzodiazepines 
have little place in the treatment of PTSD, and Braun, Greenburg, Dasberg, and Lerer 
(1990), in an RCT, concluded that alprazolam failed to improve PTSD symptoms. 
Gelpin, Bonne, Peri, Brandes, and Shalev (2002) conclude in a perspective study that 
benzodiazepines are not useful with PTSD treatment. Krystal et al. (2011) in a multisite 
RCT found that risperidone was not effective for SSRI nonresponders suffering from 
PTSD. On the other hand, there is mounting evidence that prazosin may provide some 
relief from PTSD-related nightmares. Raskin et al. (2003, 2007) demonstrated in several 
placebo-controlled trials that PTSD-related nightmares were reduced with prazosin in 
combat veterans. Taylor et al. (2008) also found in a placebo-controlled study that 
trauma-related nightmares were reduced in civilians taking prazosin, and Benedek, 
Friedman, Zatzick, and Ursano (2009), in reviewing the evidence, concluded that pra-
zosin may serve to augment SSRIs in PTSD treatment.

Although the NICE study (2011) recommends trauma-focused CBT and eye move-
ment desensitization and reprocessing (EMDR) for the treatment of PTSD, based 
largely on their respective effectiveness over wait lists, Benish, Imel, and Walpold 
(2008), in a meta-analysis concluded that trauma-focused psychotherapies were no 
more effective than other psychotherapies in the treatment of PTSD. The Benish et al. 
study has been challenged by some (Ehlers et al.,  2010) and defended by others 
(Wampold et al., 2010). Nonetheless, meta-analyses of different trauma-focused treat-
ments for PTSD have consistently found no difference among the efficacy of these treat-
ments (Bisson & Andrews,  2007; Bisson, Roberts, Andrew, Cooper, & Lewis,  2013). 
Bisson et al. (2013) found in a meta-analysis, however, weak evidence that trauma-
focused therapies may be better than other psychotherapies in the treatment of chronic 
PTSD, and Steenkamp, Litz, Hoge, and Marmar (2015) found in a meta-analysis that 
trauma-focused interventions showed marginal superior results when compared to 
active control conditions, but noted that nonresponse rates were high and many patients 
continue to have symptoms. Guillis et al. (2013) in a systematic review found that sev-
eral psychotherapies are effective in treating PTSD in children and adolescents, while 
no single psychotherapy stood out as better than the others. Bradley et al. (2005), again 
in a meta-analysis, concluded that multiple psychotherapies are highly effective in miti-
gating PTSD, but residual PTSD symptoms persist beyond treatment. Apart from high 
dropout rates for exposure therapy with the PTSD population (Rothbaum et al., 2006), 
a caveat for the use of exposure with this population is that immediate debriefing, 
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especially single-session debriefing, after a trauma may be harmful for PTSD patients 
(Bisson, 2007; Van Emmerik, Kamphuis, Hulsbosch, & Emmelkamp, 2002). Finally, the 
incorporation of mindfulness approaches, perhaps as a group therapy adjunct to indi-
vidual psychotherapy, appears to offer benefits in the treatment of PTSD (Polusny  
et al., 2015). In a random clinical trial study, Polusny and colleagues demonstrated that 
group administered mindfulness-based stress reduction for PTSD veterans resulted in 
a greater decrease in PTSD symptom severity when compared with an active control 
condition.

Choi, Rothbaum, Gerardi, and Ressler (2009) and Hetrick, Purcell, Garner, and 
Parslow (2010) concluded in two separate meta-analyses that combined pharmaco-
therapy with psychotherapy in the treatment of PTSD yields mixed results. In the few 
cases when medication has been found to be useful in the treatment of PTSD, it is as an 
add-on to psychosocial treatment, such as in the case of sertraline, which was found in a 
pilot study by Otto et al. (2003) to augment CBT, or in the case of Schneier et al. (2011), 
who determined in an RCT that sequencing paroxetine after prolonged exposure ther-
apy resulted in enhanced results. Cognitive enhancers have shown promise as an add-on 
to CBT, and Singewald et al. (2015) have concluded in an extensive review that preclini-
cal and clinical evidence indicate that D-cycloserine, yohimbine, cortisol, and L-dopa, 
when given as adjuncts to CBT exposure-extinction therapy, promote greater treatment 
efficacy. At the same time, Singewald and colleagues found that using anxiolytics such 
as benzodiazepines as adjuncts can undermine long-term treatment success. When 
pharmacotherapy has proved to be useful in the treatment of PTSD it is not employed 
as a continuous treatment, but punctually, to enhance the psychosocial work being 
done. Muse (1984) presented a case study in which sodium amytal (Gray, 1970) was 
used to induce trance during exposure therapy with PTSD. The patient was adminis-
tered the drug only during multiple sessions of intense in vitro exposure, and a complete 
remission was achieved with the severe PTSD symptoms that had resisted traditional 
exposure monotherapy.

To summarize, monotherapy with medication is not indicated with PTSD since there 
is no drug treatment at this time for this disorder. Medications may play an adjunctive 
role in the case of PTSD. While psychotherapies in general are helpful in treating PTSD, 
no particular therapy has emerged as more effective than others. CBT and trauma-
focused therapies are equally effective. Combined pharmacotherapy and psychosocial 
therapies have not yielded better results than psychotherapy alone. Monotherapy with 
a psychosocial approach is recommended, with medication used only adjunctively to 
treat specific symptoms such as sleep disorder in the case of prazosin. Indeed, avoiding 
potential side effects of benzodiazepines, antipsychotics, and antidepressants is advised.

Obsessive-Compulsive Disorder

It would be ingenuous to say one anxiety disorder is more serious than another; still, 
OCD is distinguished as having a comparatively high incidence of suicide (Ankelakis,  
et al., 2015; Kamath, Reddy, & Kandavel, 2007). Although OCD responds to both phar-
macological and psychosocial therapies, symptoms typically persist at moderate levels 
even after following an adequate course of treatment (Eddy, Dutra, Bradley, & 
Westen, 2004), while the more severe cases tend to be resistant to both pharmacother-
apy and psychosocial treatment, and therefore pose a special challenge to the clinician.
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Pharmacologic approaches have not proved to be as effective as CBT in reducing com-
pulsions, and research on the effectiveness of pharmacotherapy with other OCD symp-
toms has provided mixed results. SSRIs are consensually considered first line, but are 
oftentimes augmented with other medications to enhance effectiveness in lowering anxi-
ety and reducing obsessions. Denys, de Geus, van Megen, and Westenberg (2004) con-
cluded in an RCT that quetiapine may be added to SSRIs when SSRIs are not effective; 
yet, Kordon et al. (2008), in a separate RCT, concluded that augmentation of SSRI treat-
ment with quetiapine in severe OCD had no additional effect. Ackerman and Greenland 
(2002) found in a meta-analysis that clomipramine is superior to placebo in treatment of 
OCD. Abramowitz and Jacoby (2013), in a review of the literature, found that the TCA 
clomipramine is better than SSRIs in ameliorating OCD symptoms, while there is no 
difference among the various SSRIs’ efficacy with OCD. Shearer et al. (2014) reviewed 
the evidence thus far and offered the opinion that clomipramine’s slight advantage over 
SSRIs may pale when weighing the possible side effects of Torsades de Pointes and  
Q-T prolongation. Kellner (2010) notes that several studies which initially indicated that 
higher dosing of the SSRIs afforded better response rates have not been replicated, and 
no significant effect sizes were observed between different dosing ranges in a double-
blind placebo-controlled study (Ninan et al., 2006). Bandelow et al. (2007) found in a 
review conducted for the World Federation of Societies of Biological Psychiatry (WFSBP) 
that there was weak evidence that the antipsychotics haloperidol, olanzapine, and que-
tiapine were more effective when combined with SSRI than SSRI monotherapy in 
treatment-resistant cases of OCD. Notwithstanding the WFSBP guidelines, evidence is 
still inconclusive for the efficacy of olanzapine (Bloch et al., 2006), and further meta-
analyses and RCTs have failed to show unequivocal results for quetiapine (Denys  
et al., 2004; Fineberg et al., 2006; Kordon et al., 2008). Simpson et al. (2013) found that 
adding CBT to SSRIs was more effective than augmenting SSRIs with risperidone for the 
treatment of resistant OCD. Apart from the mixed results of antidepressants, with or 
without antipsychotic augmentation, in treating OCD, Hollander, Kaplan, and Stahl 
(2003) found clonazepam no better than placebo in an RCT, while recent interest in 
glutamatergic-based cognitive enhancing agents such as memantine, amantadine, and 
D-cycloserine as augmentation therapy or combined therapies with CBT (Hoffman, 
Pollack, & Otto, 2006) is still in the developmental stage.

CBT has become first line among psychosocial approaches in the treatment of OCD 
due to a substantial body of research data attesting to its efficacy, and Simpson and 
Liebowitz (2011) have argued in a review of six studies comparing psychotherapy to 
medication that CBT can be more effective than SSRIs when employed by skilled clini-
cians. What is more, Warren and Thomas (2001) demonstrated that research findings 
are applicable to the clinical setting in establishing that clinical treatment outcome of 
CBT with OCD clients was comparable to results obtained in RCTs. Strict behavioral 
therapy in the form of exposure and response prevention proved effective with OCD in 
the 1980s (Emmelkamp, 1982; Marks, 1987) and a cognitive component was added in the 
1990s (van Oppen et al., 1994). One of the first meta-analyses of CBT in the treatment of 
OCD was conducted by Abramowitz (1998), in which the effectiveness of 16 outcome 
trials using the Maudsley Obsessive-Compulsion Inventory demonstrated substantial 
improvement posttreatment, and stable change at a 5-month follow up. Fisher and Wells 
(2004) used the Yale–Brown Obsessive Compulsive Scale to measure therapeutic change, 
and found that exposure and response prevention were the most effective treatments 
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among psychosocial interventions, demonstrating a 50–60% recovery rate. When a 
stricter asymptomatic criterion was applied, exposure–response prevention was equiva-
lent to cognitive therapy with full recovery rate at 25%. Rosa-Alcazar, Sanchez-Meca, 
Gomez-Conesa, and Marin-Martinez (2008) found in a meta-analysis of 19 studies con-
ducted between 1980 and 2006 that effect size was similar for exposure–response pre-
vention alone, cognitive restructuring alone, and a combination of exposure–response 
prevention with cognitive restructuring. Therapist-guided exposure was better than 
self-exposure, and in vivo exposure combined with exposure in imagination was better 
than exposure in vivo alone. At least one study (Wilhelm et al., 2009) suggests that cogni-
tive therapy that targets misinterpretations associated with beliefs, without a behavioral 
exposure–response prevention (ERP) component, is effective in reducing OCD symp-
toms. The authors of the Wilhelm study suggest that cognitive therapy may be an alter-
native to CBT and/or SSRI therapy when the patient develops side effects to medication 
or finds exposure therapy too invasive. Anderson and Rees(2007), in a controlled trial, 
found that group exposure/response prevention is effective, although individual treat-
ment affords quicker results. Fals-Stewart, Marks, and Schafer (1993) found in a rand-
omized clinical trial that exposure–response prevention was superior to the 
relaxation–control group, while group therapy is nearly as effective as individual therapy 
for OCD. Franklin, Abramowitz, Foa, Levitt, and Kozak (2000), in a clinical open label 
study, established the dropout rate to exposure therapy was 10% with OCD. Other stud-
ies have found the dropout rate to be higher, however, and Vogel, Stiles, and Gotestam 
(2004) observed in a controlled study that adding a cognitive component reduced drop-
out rates to exposure techniques in OCD treatment. Several other psychosocial thera-
pies have proved to be effective in treating OCD, and include group therapy and family 
treatment interventions (Van Noppen & Steketee, 2004).

Combining pharmacotherapy with CBT does not find support in evidence-based stud-
ies. While pharmacotherapy benefits from adding a CBT component, CBT is not 
enhanced by adding pharmacotherapy (Franklin et al., 2011). The one exception to this 
rule is Eddy et al. (2004), who found in a meta-analysis that OCD treated with CBT is 
more effective when combined with pharmacotherapy, and clomipramine was found to 
be the most effective among pharmacologic agents. Marks, Stern, Mawson, Cobb, and 
McDonald (1980) had previously opined that OCD is best treated with in vivo exposure, 
but clomipramine may be useful with co-morbid depression. Foe et al. (2005), however, 
concluded in an RCT that OCD is best treated alone with exposure + response preven-
tion, while the addition of clomipramine is not justified. Simpson et al. (2008) found in an 
RCT that SSRI nonresponder OCD patients improved after adding CBT, and van Balkom 
et al. (1998) concluded from an RCT that combination therapy is not justified with SSRIs: 
adding SSRIs does not improve CBT outcome. Antony and Swinson (2001), in a review of 
the literature, found that the data do not support combined treatment for OCD over 
monotherapy; yet, the American Psychiatric Association (2007) has offered the guideline 
that OCD is best treated with exposure, but residual symptoms may benefit from medica-
tions. Simpson et al. (2011) reviewed the evidence to date and conclude that both CBT 
and SSRIs are effective with OCD, but combined there is no added advantage. Finally, as 
with nearly all of the anxiety disorders, Wilhelm et al. (2008) have found evidence that 
D-cycloserine may augment behavior therapy in the initial stages of treatment.

In summary, SSRIs form the first-line pharmacological treatment of OCD although they 
do not offer an adequate response in many cases. Data are equivocal as to whether 
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increasing dose, switching to another medication, or augmenting SSRIs with neuroleptics 
increase response in a significant or reliable fashion. On the other hand, CBT has proved 
to be effective in the treatment of OCD, and may best stand alone since there is little evi-
dence to suggest that augmenting CBT with pharmacotherapy provides any real 
advantage.

 Final Conclusions and Discussion

Over 20 years ago, Wolfe and Maser (1994) observed in relation to anxiety disorders 
such as agoraphobia and panic that “there is a pervasive belief—with little empirical 
data to support it—that combined treatment regimens are superior to other treatments 
administered alone.” Our survey of evidence-based integrated care in the treatment of 
anxiety confirms the suspicions of Wolfe and Maser, and leads us to the conclusion that 
the preferred mode of therapy is not combined, but, indeed, monotherapy involving 
psychosocial interventions; this is our conclusion because the evidence to date points 
us in that direction. The discerning use of medication has a role in managing certain 
anxiety disorders, but clearly it is a secondary role in most cases. The scientist- 
practitioner must go where the evidence leads, and in the case of anxiety disorders the 
data suggest that integrative care should incorporate psychosocial interventions as first 
line in the treatment of most cases of anxiety while combining pharmacotherapy with 
psychosocial approaches only in those cases that warrant the exception.

Table 6.2 summarizes our research findings and conclusions.
Finally, Table 6.3 presents a summary of our practice recommendations.

Table 6.2 State of research and derived conclusions on integrative biopsychosocial intervention with 
anxiety disorders.

Research:
A) There is long-standing confirmation of the effectiveness of behavioral approaches in the treat-

ment of all of the anxiety disorders. More research on other psychosocial approaches is needed
1) Such research would ideally compare different psychosocial therapies, rather than simply show 

superiority over placebo
B) Much more research is needed with the child and adolescent population to show benefits and 

adverse reactions to pharmacotherapy in anxiety disorders
Conclusions:
A) Monotherapy is generally indicated over combination therapy for the anxiety disorders
B) Psychosocial therapy is the treatment of choice for the great majority of anxiety disorders. When 

cognitive-behavioral therapy (CBT) is not successful, switching to another psychotherapy, espe-
cially psychodynamic psychotherapy, is indicated

C) Switching to pharmacotherapy may be considered when one or more psychosocial therapies have 
proved ineffective

D) Augmenting psychosocial therapy with medication for a combined treatment regimen is not rec-
ommended. However, the use of an enhancer such as D-cycloserine when the anxiety condition is 
unresponsive to CBT alone is worthy of consideration
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Table 6.3 Integrative biopsychosocial intervention with anxiety disorders: Summary of best-practice 
recommendations by level of confidence derived from strength of evidence.

Generalized anxiety disorder
Level A Recommended  ● The first-line treatment for generalized anxiety disorder (GAD) 

should be psychotherapeutic, and cognitive-behavioral therapy 
(CBT) is a reasonable first choice

Level B Suggested  ● Switching to another psychosocial approach such as 
psychodynamic, interpersonal or supportive therapy appears to 
be indicated when CBT proves ineffective for any given patient

Level C May be considered  ● Psychopharmacology may be best considered second line, with 
selective serotonin reuptake inhibitors (SSRIs) being the first 
choice

 ● Switching out of the SSRIs to a different class of medication 
(pregabalin, hydroxyzine, venlafaxine, benzodiazepines) should 
be seriously entertained if the patient fails to respond to one or 
more SSRIs

Specific phobias
Level A Recommended  ● First-line treatment for simple phobias should be CBT, with 

exposure techniques emphasized
 ● No psychotropic medication is recommended on a continuous 

basis for the treatment of phobias
Level B Suggested  ● Combining benzodiazepine to increase compliance in the initial 

phase of exposure therapy may be considered when the patient 
is unable to proceed with exposure therapy alone. In such cases, 
the dose should be an amount that allows compliance while 
mitigating fear and anxiety minimally

Level C May be considered  ● D-cycloserine as an augmenting agent in enhancing the effects 
of exposure therapy in the treatment of certain fears shows 
promise

Social anxiety disorder
Level A Recommended  ● Social anxiety disorder is more resistant to treatment than other 

anxiety disorders, and it responds about equally well to 
pharmacological and psychosocial treatment

 ● SSRIs are considered first-line pharmacological treatment of 
social anxiety disorder, whereas benzodiazepines or beta 
blockers may provide effective pro re nata coverage for 
performance anxiety

 ● CBT is recommended as a first-line psychosocial treatment, 
with a group therapy approach particularly indicated

Level B Suggested  ● There is no advantage to combining CBT with SSRIs in the 
treatment of social anxiety disorder

Level C May be considered  ● Psychodynamic therapy has been proved to be effective, 
although less so than CBT, and should be considered if the 
patient is unresponsive to CBT or prefers a different approach 
to CBT

Panic disorder
Level A Recommended  ● CBT is the treatment of choice for panic disorder. 

Psychodynamic therapy should be considered for those patients 
unable to tolerate CBT for panic disorder
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Table 6.3 (Continued)

Level B Suggested  ● Pharmacotherapy as monotherapy does not tend to maintain 
gains during follow up

Level C May be considered  ● Combination therapy is contraindicated in the treatment of 
panic disorder as pharmacotherapy interferes with CBT

Posttraumatic stress disorder
Level A Recommended  ● Monotherapy with medication is not indicated with PTSD since 

there is no drug treatment at this time for this disorder. 
Medications play an adjunctive role only in the management of 
PTSD

Level B Suggested  ● While psychotherapies in general are helpful in treating PTSD, 
no particular therapy has emerged as more effective than 
others. CBT and trauma-focused therapies are equally effective

Level C May be considered  ● Combined pharmacotherapy and psychosocial therapies have 
not yielded better results than psychotherapy alone

 ● Monotherapy with a psychosocial approach is recommended, 
with medication used only adjunctively to treat specific 
symptoms such as sleep disorder in the case of prazosin

 ● Avoiding potential side effects of benzodiazepines, 
antipsychotics, and antidepressants is advised

 ● There is expert opinion in support of trauma-based CBT and 
eye movement desensitization and reprocessing (EMDR) in the 
treatment of PTSD

Obsessive-compulsive disorder
Level A Recommended  ● CBT is the treatment of choice, and should be prescribed as a 

monotherapy since combining it with pharmacotherapy 
provides no real advantage

Level B Suggested  ● SSRIs are the medication of choice when pharmacotherapy is 
selected

Level C May be considered  ● Adding CBT may improve the results of SSRIs

Illustrative Case Study in the Clinical Practice of Biopsychosocial Integration  
with Anxiety

Monica, a 23-year-old who was overwhelmed by her immigration to the US, did not want to 
leave her country of origin, but she did so for the future of her husband. She found the transi-
tion hard, and felt that she was unprepared for the language barrier and the demands of 
keeping house. In Bolivia she was a shop manager, and she had domestic help with house-
keeping. She found it hard to fit into the American culture, and she had virtually no friends 
and was isolated at home. Within a few months of her immigration, she became completely 
housebound when not accompanied by her husband to the supermarket or to doctors’ 
appointments.

Once in treatment, Monica was resistant to try any in vivo exposure, and so she was initially 
assigned to covert imagined exposure, which followed a hierarchy from stepping outside of 
her house by herself to catching a bus on her own to the market. Her anxiety was extremely 

(Continued)
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Notes

1 OCD is no longer considered to be a pure anxiety disorder in the DSM-V. There is 
considerable controversy as to where it should be classified (Stein et al., 2010).

2 Although PTSD has recently been reconceptualized as a trauma and stress-related 
disorder in the DSM-V (American Psychiatric Association, 2013), it is included here as 
an anxiety disorder since much of the research reviewed was carried out under the 
traditional classification of this disorder.

3 Crits-Christoph and Connolly-Gibbons (2010) estimate that the history of psycho-
therapy includes more than 250 schools or approaches.

4 Of interest has been recent evidence pointing to the equivalence of computer-based vs. 
face-to-face cognitive behavioral therapy for anxiety (Cuijpers & Marks, 2009).

5 Social anxiety is particularly resistant to pharmacotherapy, with up to 50% of patients 
not responding to initial medication management (Van Ameringen, Mancini, Pipe, & 
Bennett, 2004); few of these patients benefit from switching to a different pharmacologic 
agent.
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Personality disorders are characterized by the presence of an enduring pattern of inner 
experience and behavior that, according to the Diagnostic and Statistical Manual of 
Mental Disorders, Fifth Edition (DSM-5), “deviates markedly from the expectations  
of the individual’s culture, is pervasive and inflexible, has an onset in adulthood, is sta-
ble over time, and leads to distress or impairment” (American Psychiatric 
Association, 2013, p. 645). As a general rule, personality disorders are not limited to 
episodes of illness, but reflect the individual’s long-term adjustment. In the DSM-5, 
these 10 disorders are divided among three “clusters,” based on shared phenomenology 
and diagnostic criteria. Cluster A (“eccentric cluster”) consists of paranoid, schizoid, 
and schizotypal personality disorders, Cluster B (“dramatic cluster”) consists of border-
line, antisocial, histrionic, and narcissistic personality disorders, and Cluster C  
(“anxious cluster”) consists of avoidant, dependent, and obsessive-compulsive person-
ality disorders. Few individuals have a “pure” case in which they meet criteria for a 
 single personality disorder. Those with mixtures of traits, but who do not meet full 
 criteria, are diagnosed with either a specified or unspecified personality disorder.

From 10% to 15% of the general population meet criteria for a personality disorder, and 
rates are especially high in psychiatric samples and in special populations such as offenders 
and substance abusers (Torgersen, 2014). Younger persons are at higher risk for a person-
ality disorder than older individuals, because prevalence diminishes with advancing age. 
Personality disorders typically have an onset in adolescence or early adulthood, with some 
being more frequent in men (e.g., antisocial personality disorder), while  others are more 
frequent in women (e.g., borderline personality disorder (BPD). Personality disorders are 
associated with impaired social, interpersonal, and occupational functioning, as reflected 
by high rates of unemployment, homelessness, divorce and separation, domestic violence, 
and substance misuse. As a group, individuals with personality disorders are at high risk 
for early death from suicide, accidents, or homicide.

Some personality disorders have a natural process of recovery (e.g., borderline and 
antisocial personality disorders), while others are less likely to show improvement  
(e.g., schizotypal personality disorder). With BPD, follow up studies show that about 
90% of patients in their 20s no longer meet diagnostic criteria by middle age and most 
have improved functioning (Paris, 2003, 2012). Prospective studies have documented 
even more rapid symptomatic improvement in some cases (Gunderson & Links, 2012). 

Personality Disorders: Evidence-Based Integrated 
Biopsychosocial Treatment of Borderline Personality 
Disorder
Donald Black, Joel Paris, and Charles Schulz
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On the other hand, naturalistic studies indicate that people previously diagnosed with 
BPD who no longer meet formal criteria often remain impaired in overall vocational 
and interpersonal functioning (Zanarini, Frankenburg, Reich, & Fitzmaurice, 2012). 
BPD is also associated with a high utilization of healthcare resources, as these patients 
frequently present to emergency rooms and clinics with overdoses and deliberate self-
harm, and are frequently admitted to hospitals (Forman, Berk, Henriques, Brown, & 
Beck, 2004; Hull, Yeomans, Clarkin, Li, & Goodman, 1996; Zanarini, Frankenburg, 
Khera, & Bleichmar, 2001).

The diagnosis of a personality disorder requires a comprehensive personal and social 
history combined with a careful mental status examination. Structured interviews and 
self-report assessments are helpful, although rarely used outside of research settings (Kolb 
& Gunderson, 1980; Zanarini et al., 2010). Many clinicians are reluctant to diagnose per-
sonality disorders, a problem well documented with BPD that is linked to stigma (Black, 
Allen, McCormick, & Blum, 2011). Despite these concerns, clinicians should know that 
the lack of recognition will not make the problem go away, and that ignoring the diagnosis 
also deprives patients of the opportunity to engage in an evidence-based treatment.

This chapter is focused on the treatment of BPD because it is the best researched of 
the personality disorders, supported by a data base that has accumulated in the past 
25–40 years (Bateman & Krawitz, 2013). There is now good evidence supporting the 
efficacy and effectiveness of a number of psychotherapies for BPD. This literature is 
sufficiently mature that several clinical guidelines have been published using meta-
analyses to determine the strength of the evidence in recommending their use. No 
guideline finds sufficient support for making clear comparisons among the various 
psychotherapies. At the same time, headway has been made in researching psychophar-
macologic approaches. While many studies have been conducted with different agents, 
the results are decidedly mixed and clinical guidelines have recommended caution in 
their use. For these reasons, psychotherapy remains the treatment mainstay for this 
challenging patient population. While there has been some effort to examine the com-
bination of psychotropic medication with psychotherapy, and early results are encour-
aging, the body of literature is insufficient to make recommendations.

 Psychopharmacologic Treatment of BPD

The psychopharmacologic treatment of psychiatric patients began in earnest in the 1950s 
and 1960s, with the development of antidepressants, antipsychotics, and various tranquil-
lizers (Klein, 1968). The initial focus of treatment was placed on patients with psychotic, 
mood, or anxiety disorders. The federal government assumed an active role in this pro-
cess as the National Institute of Mental Health established a branch to objectively assess 
psychiatric treatment, usually in academic settings with an emphasis on randomized and 
controlled designs. By the late 1970s and early 1980s, interest in using psychotropic medi-
cation began to include BPD, spurred in part by the emergence of diagnostic criteria 
developed by Gunderson and Singer (1975), later adapted and included in the DSM-III 
(American Psychiatric Association, 1980), and research validating the disorder.

The goal of these early studies was to identify potential medications for BPD. While 
no psychotropics have been approved by the US Food and Drug Administration (FDA) 
to treat BPD, and treatment guidelines have not encouraged their use (National Institute 
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for Health and Care Excellence (NICE), 2009), research, nonetheless, shows that these 
patients are often prescribed medication. In both academic and community settings, up 
to 100% of BPD patients have been prescribed medication, most typically antidepres-
sants, antipsychotics, mood stabilizers, stimulants, or sedative-hypnotics (Black, Allen, 
McCormick, & Blum, 2011; Zanarini, Frankenburg, Reich, Conkey, & Fitzmaurice, 
2015). The variety of medication classes prescribed should be seen as a reflection of the 
varied symptom domains that prescribing mental health providers are attempting to 
treat (e.g., anger/irritability, suicidality, mood instability). Additionally, it is not uncom-
mon for patients to be prescribed multiple psychotropic medications, a practice often 
referred to as “polypharmacy.” In some studies, the mean number of psychotropic medi-
cations taken by patients was more than three, and there is little evidence that the  
number of medications is associated with patient severity (Black, Allen, McCormick, & 
Blum, 2011). While this often-derided practice may not enhance patient outcomes, it is 
clearly associated with greater expense and more adverse effects.

Antipsychotic Medications

Antipsychotics were among the first medications used to treat BPD, perhaps reflecting 
their association with an earlier diagnosis used in these patients that implied they strad-
dled the border between neurosis and psychosis (“pseudoneurotic schizophrenia”). In 
an early report, Brinkley Beitman, and Friedel (1979) described five cases of borderline 
patients who all appeared to benefit from low doses of traditional antipsychotics. This 
was followed by a report in which thiothixene and haloperidol were compared in a 
mixed sample of patients with either BPD or schizotypal personality disorder, each 
medication associated with a reduction in symptoms (Serban & Segal, 1984). They 
reported improvement in depression, anxiety, derealization, paranoid ideation, and 
global functioning. Because there was no placebo control, it was difficult to understand 
the full impact of medication. Further, in this and other early trials, it was not uncom-
mon to recruit mixed groups of BPD and schizotypal patients.

Several better designed studies followed. Goldberg et al. (1986) reported the results of a 
randomized controlled trial (RCT) in which thiothixene was compared to placebo in 
patients with BPD or schizotypal personality disorder. Thiothixene was superior to placebo 
in the treatment of psychotic-like symptoms including illusions and ideas of reference, but 
also in self-rated obsessive-compulsive and phobic symptoms. Another RCT (Soloff  
et al.,  1986) compared haloperidol to the tricyclic antidepressant amitriptyline and a  
placebo. Haloperidol outperformed amitriptyline and placebo on overall symptom sever-
ity, self-rated depression, anger and hostility, schizotypal symptoms, psychoticism, and 
impulsive behavior. Haloperidol was equal to amitriptyline for depressive symptoms.

Following these studies, Cowdry and Gardner (1988) designed a complicated cross-
over study to explore medications from four different pharmacologic classes (alpra-
zolam, tranylcypromine, carbamazepine, trifluoperazine). Sixteen subjects were 
outpatients who serially received each medication in random order. Despite relatively 
poor completion rates, there were several important findings. Each medication was 
associated with improvement, except alprazolam, a benzodiazepine tranquillizer, which 
led to increased behavioral dyscontrol. Trifluoperazine led to improvement in anxiety 
and suicidality, while tranylcypromine was associated with improvement in depressive 
symptoms, and carbamazepine led to improved behavioral control. Because of this 
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study, it has been generally assumed that benzodiazepines should be avoided in persons 
with BPD due to the possibility of behavioral disinhibition.

On the heels of these reports, was an open study of thioridazine, a sedating antipsy-
chotic, tested in outpatients with BPD over 12 weeks. Thioridazine led to reductions in 
self-rated depression (Teicher et al., 1989). An additional study comparing haloperidol 
and the monoamine oxidase inhibitor phenelzine produced interesting results (Soloff  
et al., 1993). Of interest was that haloperidol was not better than placebo, yet phenel-
zine outperformed placebo. This trial led to a lessening of enthusiasm for low-dose 
antipsychotics.

Atypical antipsychotics emerged in the 1990s and were associated with fewer extra-
pyramidal side effects (i.e., movement disorders) than the earlier generation of antipsy-
chotics. Because of positive trials in mood disorder patients, interest developed in using 
these medications to treat BPD. In the first study to be reported, Schulz, Camlin, Berry, 
and Jesberger (1999) reported a reduction in symptoms in 11 patients with BPD and 
co-morbid dysthymia taking olanzapine. There were significant reductions in measures 
of psychoticism, depression, interpersonal sensitivity, and anger.

Two RCTs of risperidone were conducted. In the first, significant reductions on a 
number of scales were found in the risperidone groups, but similar reductions were 
seen with placebo (Schulz, Camlin, Berry, & Friedman, 1998). At the same time, a 
European study reported an advantage of risperidone overall, and specifically for 
aggression and depressive symptoms (Rocca, Marchiaro, Cocuzza, & Bogetto, 2002).

Two pilot RCTs of olanzapine were conducted. In the first study (Bogenschutz and 
George, 2004), 40 subjects were randomized to olanzapine or placebo. Olanzapine was 
superior to placebo on global BPD symptoms. Zanarini and Frankenberg (2001) also 
reported an RCT finding in which the drug outperformed placebo in 28 women. Of 
great interest was the design of testing the subjects for 6 months. Over this time period, 
women assigned to olanzapine had greater improvement of interpersonal sensitivity, 
anger and hostility, anxiety and paranoia but not depression.

In view of these positive studies, the manufacturers of olanzapine designed two large 
RCTs with a combined sample of over 700 subjects with the goal of seeking US FDA 
approval for BPD. Of the first, olanzapine did no better than placebo (Schulz et al., 2008). 
In the other, olanzapine outperformed placebo for global BPD symptoms of anger, para-
noid ideation, suicidal behavior, and irritability. A single-blind 6-month extension 
showed continued effectiveness (Zanarini et al., 2012; Zanarini, Frankenburg, Reich, & 
Fitzmaurice, 2011). Importantly, in the earlier trial (Schulz et al., 2008), there was statisti-
cally significant advantage of olanzapine compared to placebo during the trial, except for 
the final rating (p = .062). Because of the mixed results, the drug could not be approved.

Quetiapine is another atypical antipsychotic medication that has shown promise, and 
is currently approved for the treatment of schizophrenia and bipolar disorder. Open 
studies have suggested effectiveness for the drug in terms of global symptoms, depres-
sion, anger/irritability, paranoia, and dissociation (Adityanjee et al.,  2008; Perella, 
Carrus, Costa, & Schifano, 2007). Following on the heels of these reports, Black et al. 
(2014) tested two fixed doses (150 mg, 300 mg) of a long-acting form of the drug in 95 
subjects. Quetiapine at 150 mg daily was effective in treating global BPD symptoms, 
affective disturbance, and interpersonal relationships compared to placebo. As there 
were subsequent discussions about domains within medication trials, Lee, Allen, Black, 
Zanarini, and Schulz (2016) later analyzed the Black et al. findings and found significant 
improvements in self-reported interpersonal sensitivity, depression, and hostility.
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Aripiprazole has also been tested in BPD patients. An RCT that included 52 subjects 
showed significant changes in many self-reported domains including aggressiveness/
hostility, phobic anxiety, paranoid thinking, psychoticism, and various forms of anger 
(Nickel et al., 2006). This study made a further contribution to the field by examining 
the longer-term use of aripiprazole versus placebo over 18 months; the authors noted 
significant differences across time in the rating scales (Nickel, Loew, & Pedrosa, 2007) 
assessing depression, anxiety, anger, and other symptoms. Of note, the subjects did not 
gain weight during the 18-month study.

The long-acting injectable antipsychotic paliperidone palmitate was tested in a group 
of BPD patients. In this series, 10 patients were treated over 12 weeks and had objective 
ratings. The authors noted a statistically significant reduction in rating scales of symp-
toms and functions. They found that patients tended to gain weight, and several devel-
oped galactorrhea (Palomares, Montes, Diaz-Marsa, & Carrasco, 2015).

Clozapine, used to treat schizophrenia, requires complete blood count due to the 
possibility of developing a blood dyscrasia. Because of its value in treating refractory 
schizophrenia and its use in treatment-refractory cases, it has also been tried in patients 
with BPD. Frankenberg and Zanarini (1993) collected a series of BPD patients with 
 co-morbid psychiatric illness and noted significant improvement in BPD symptoms. In 
Milan, Italy, Benedetti, Sforzini, Columbo, Maffei, and Smeraldi (1998) collected a case 
series of BPD patients who received low-dose clozapine. The authors note significant 
response with a reduction of impulsivity and affective instability.

Antidepressant Medications

Because of the association of BPD with depressed mood and suicidality, it made sense 
to many investigators to test antidepressant medication. In an early RCT, Soloff et al. 
(1986) reported that the tricyclic antidepressant amitriptyline was no better than pla-
cebo. These investigators later reported that the monoamine oxidase inhibitor phenel-
zine produced benefit (Soloff et al., 1993).

After the selective serotonin reuptake inhibitor fluoxetine became available in the late 
1980s, Cornelius, Soloff, Perel, and Urich (1991) reported that five depressed BPD 
patients benefitted, particularly with depressive and impulsive symptoms. Markovitz, 
Calabrese, Schulz, and Meltzer (1991) reported a reduction in self-injury and Symptom 
Checklist-90-Revised subscales in a case series of 22 patients treated for 12 weeks. 
These two studies were followed by an RCT (Salzman et al., 1995) that showed a reduc-
tion in anger, noting that this was a significant problem in these patients. Since these 
early studies, subsequent trials have been disappointing. An RCT conducted by Zanarini 
et al. (2004) compared fluoxetine, olanzapine, and the combination. In this trial, fluox-
etine did not perform as well as the other treatment cells, even though the authors 
noted that fluoxetine led to improvement in impulsive aggression and depression.

Anticonvulsants

As noted earlier, Cowdry and Gardner (1988) compared four different medications, 
including carbamazepine, mainly used in psychiatry as a mood stabilizer, and the drug 
was noted to significantly reduce behavioral dyscontrol. Another mood stabilizer, 
divalproex, was used to treat a broad group of subjects with impulsive aggression, 
including many with BPD (Hollander et al., 2003). Further studies by Hollander and 
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colleagues (Hollander, Swann, Coccaro, Jiang, & Smith, 2005) illustrated the reduction 
of impulsivity and aggression in patients with BPD or other impulsive personality dis-
orders. Further, Frankenberg and Zanarini (2002) illustrated the use of the anticonvul-
sant when the patients had both bipolar II disorder and BPD.

Lamotrigine is another anticonvulsant that has been tried in BPD. In a case series, 
Pinto and Akiskal (1998) reported that three of eight patients improved in their global 
functioning. Tritt et al. (2005) reported the first RCT of lamotrigine in BPD patients 
and, using the State-Trait Anger Expression Inventory (STAXI), patients had significant 
improvement. An 18-month extension revealed significant ongoing improvement 
(Lieberich, Nickel, Tritt, & Pedrosa, 2008). Reich et al. (2009) conducted an RCT using 
lamotrigine and found improvement for affective instability and impulsivity. Because of 
the potential for serious skin rash, dosing needs to be done carefully and patients and 
family informed about side effects.

Topiramate has also been examined in the treatment of BPD. In a series of studies, 
Nickel et al. (2004, 2005) conducted RCTs first in women and then in men. In these 
studies, BPD patients had significant improvement in anger, as well as improvement in 
interpersonal sensitivity, somatization, anxiety, hostility, and phobic anxiety. Regarding 
side effects, the investigators noted the subjects on the topiramate assignment had sta-
tistically significant weight loss compared to placebo. However, all of these studies of 
anticonvulsants in BPD need replication in larger samples.

 Lithium Carbonate

An early study of subjects with DSM-II “emotionally unstable character disorder” 
showed positive results from lithium carbonate, first introduced in 1970 as a treatment 
for bipolar disorder (Rifkin, Quitkin, Carrillo, Blumberg, & Klein, 1972). Goldberg 
(1989) confirmed these positive results, but apart from these studies there have been no 
additional trials of lithium in BPD.

And of final interest, the supplement omega-3 fatty acid was given to BPD patients in an 
RCT conducted by Zanarini and Frankenberg (2003). Omega-3 fatty acid had a statisti-
cally significant advantage in the amelioration of aggression and depressive symptoms.

Benzodiazepines

As indicated earlier, Cowdry and Gardner (1988) tested four medications in 16 subjects 
with BPD using a cross-over design. Alprazolam was associated with increased symp-
tomatology. Because of this study some experts have warned against treating BPD 
patients with benzodiazepines, yet surveys show that these medications are still widely 
prescribed (Knappich, Horz-Sagstetter, Schwerthoffer, Leucht, & Rentrop, 2014).

 Summary of Findings from Psychopharmacological Trials

Despite nearly 40 years of clinical trial experience, researchers have yet to identify a 
pharmacologic treatment of choice for BPD. The pace of drug trials has appeared to 
slow, yet surveys show that medications are widely prescribed to BPD patients. Of the 
many classes of medications used in individuals with BPD, atypical antipsychotics have 
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been the most extensively studied, and each of the agents has supportive data including 
aripiprazole, risperidone, quetiapine, and olanzapine. Yet, there remain concerns with 
small sample sizes, high attrition rates, variable outcome measures, and sample hetero-
geneity. In view of these concerns, the NICE (2009) guidelines concluded:

 ● There is evidence that psychotropic medication treats depression, anxiety, hostility, 
and impulsivity.

 ● There is no evidence that medications alter the fundamental nature of BPD.
 ● There is concern for the potential of substantial weight gain and/or the development 

of tardive dyskinesia.
 ● Finally, psychotropic medication should be directed at the co-morbid disorder.

A Cochrane review (Lieb, Vollm, Rucker, Timmer, & Stoffers, 2010) concluded that 
research findings tended to suggest benefit from second-generation antipsychotics, 
mood stabilizers, and omega-3 fatty acid, but cautioned that most effect estimates were 
based on single studies. In summary, they found that current findings are not suffi-
ciently robust to make clear recommendations.

A meta-analysis that included data from RCTs and open-label studies led to more 
positive conclusions. Vita, De Peri, and Sacchetti (2011) report that evidence suggests 
that mood stabilizers and antipsychotics may be effective in treating affective dysregu-
lation and impulsive behavior; that antipsychotics are effective in reducing cognitive-
perceptual symptoms; that antidepressants are effective in treating affective 
dysregulation, but no other symptoms; and that placebo arms in RCTs showed signifi-
cant improvement in symptoms as well. Finally, there were no differences in dropout 
rates between subjects on medication and those on placebo.

 Psychosocial Treatments of BPD

In an early report, Stern (1938) described a group of “borderline” patients for whom 
standard forms of treatment were unsuccessful. While psychoanalysis was standard at 
the time, today’s BPD patients require an approach different because they often do not 
respond to many forms of psychotherapy that are effective for other disorders, and they 
may require more specific interventions (NICE, 2009; Stoffers et al., 2012).

Psychodynamic Therapies

Psychoanalysts have long been interested in treating BPD. Past studies showed that 
when BPD patients were offered open-ended psychodynamic therapy, most dropped 
out within a few months (Skodol, Buckley, & Charles, 1983). Thus, therapists with this 
orientation adapted their methods, most particularly by increasing their activity 
(Gunderson & Links, 2012).

Cognitive-Behavioral Therapies

Dialectical behavior therapy (DBT) is mindfulness and acceptance-based behavior 
treatment that derives from cognitive-behavioral therapy (CBT) (Linehan, 1993). The 
1-year long program is considered comprehensive because it combines weekly group 
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therapy with weekly individual therapy that is conducted by a DBT-trained therapist. 
Designed to target emotional dysregulation, DBT also addresses impulsive behaviors 
and targets disturbed relationships. Behavioral analysis is used to help patients under-
stand and change the chain of internal and external events that lead to self-injury and 
overdoses. DBT emphasizes empathic responses to distress that help validate the indi-
vidual’s inner experiences.

DBT was the subject of the first RCT that targeted BPD patients (Linehan, Armstrong, 
Suarez, Allmon, & Heard, 1991). DBT was compared to “treatment as usual” (TAU), 
defined as what an individual receives in the community, such as medication, psycho-
therapy, and case management. After a year of treatment, the sample receiving DBT was 
less likely to engage in self-harm, and spent less time in the hospital. The gap narrowed 
at 1-year follow up, but patients receiving DBT continued to show better functioning 
than the others (Linehan, Heard, & Armstrong, 1993). DBT is also effective in BPD 
patients with co-morbid substance abuse (Harned et al.,  2008; Linehan et al.,  1999, 
2002; Verhuel et al., 2003).

In the first RCT (Linehan et al., 1991), 83% of patients treated with DBT stayed in 
therapy for the full year, a remarkable finding in a patient population known for high 
dropout rates. In a meta-analysis of 14 studies of DBT of 12 months or more, Barnicot, 
Katsakou, Marougka, and Priebe (2011) showed a mean retention rate of 70%, although 
findings varied greatly among studies. A second RCT (Linehan et al.,  2006) showed 
DBT to be superior to treatment by community experts, although this time the advan-
tage of DBT was narrower. The significant outcomes that differentiated the groups were 
treatment retention, suicide attempts, hospitalization for suicide ideation, medical risk, 
psychiatric emergency department visits, and differences in psychiatric hospitalization, 
although there were no differences in the frequency of self-harm. A more recent study 
(Linehan et al., 2015) showed that the skills training component of DBT was an impor-
tant ingredient of DBT outcomes. The Linehan studies noted that 70% of the subjects 
were on medication at the time of the clinical trials, and there was an initial decrease in 
medication use after completing DBT. Medication use among this group, however, 
increased in the year following DBT.

Of note, studies of DBT have used small samples, and results may have been affected 
by selection biases (Bohus et al., 2004). For example, not every BPD patient will enter a 
clinical trial. On the other hand, DBT has been shown to be effective in nonacademic 
public health settings, for example, in the US (American Psychiatric Association, 1998); 
UK (Feigenbaum et al.,  2012; Priebe et al.,  2012), Ireland (Blennerhassett, Bamford, 
Whelan, Jamieson, & O’Raghaileigh, 2009), New Zealand (Brassington & Krawitz, 2006), 
and Australia (Pasieczny & Connor, 2011). Unfortunately, we do not know the long-
term outcome of DBT, and thus we do not know whether DBT-treated samples main-
tain their gains and continue to improve, or whether they relapse.

Linehan (1993) had suggested that a full course of DBT could take several years, so 
that only the first stage (in which suicide, other life-threatening behavior, and self-harm 
behaviors are targeted priorities) has been formally tested. DBT is resource-intensive, 
which has limited its dissemination. In the US, DBT is not widely available because of 
its expense. Where DBT is available, there are often long waiting lists. To improve 
access one needs to determine whether DBT can be shortened and/or streamlined 
without losing efficacy (Paris, 2013).
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While DBT is the most widely known psychological treatment, the question is 
whether it has specific effects that are superior to other treatments. This issue was 
addressed in a comparison of DBT and “general psychiatric management” (GPM), 
which found equal effectiveness at the end of 1 year of treatment and a 2-year follow up 
(McMain, Guimond, Streiner, Cardish, & Links, 2012). This raises the question of 
whether the mechanisms of change are specific to this method.

Linehan developed DBT after concluding that individual CBT was ineffective for BPD. 
But one form of CBT has been subjected to a clinical trial. Davidson et al. (2006; Davidson, 
Tyrer, Norrie, Palmer, & Tyrer, 2010) found that manualized CBT plus TAU was superior 
to TAU after a mean of 27 sessions, suggesting that briefer therapies can be effective.

Systems Training for Emotional Predictability and Problem Solving

Systems Training for Emotional Predictability and Problem Solving (STEPPS) is the 
best example to date of a brief CBT intervention (Blum et al., 2008; Blum, Pfohl, St. John, 
Monahan, & Black, 2002). This adjunctive program provides 20 weekly sessions of 
 psychoeducation and skills training in a group format, and is designed as an add-on to 
TAU. Its relatively low cost and brief format makes it accessible. The program has been 
supported by RCTs conducted in the US (Blum et al., 2008) and The Netherlands (Bos, 
van Wel, Appelo, & Verbraak, 2010, 2011), including one in a “real-world” setting (Bos 
et al., 2011). The program has been shown to reduce BPD-related symptoms, depres-
sion, negative affectivity, impulsiveness, and emergency room visits. The program has 
become widespread in the UK and The Netherlands (Black & Blum, 2017), and it is the 
only program apart from DBT that has been used in correctional settings (Black, Blum, 
McCormick, & Allen, 2013). Due to its short length and low cost, STEPPS may have a 
special role in treating offenders who are often discharged from prison abruptly or 
transferred to other facilities. In naturalistic studies, it has been shown to boost mood 
and reduce borderline symptoms in offenders, and to also reduce disciplinary infrac-
tions and administrative segregation days.

Mentalization-Based Therapy

Mentalization-based therapy (MBT) is an 18-month comprehensive program that is 
based on the theory that BPD patients should learn to “mentalize,” that is, explore their 
minds by experiencing and observing emotions and thoughts in self and others (Bateman 
& Fonagy,  2004). The first RCT was carried out in a partial hospitalization program 
(Bateman & Fonagy, 1999, 2001), and the second in an outpatient setting (Bateman & 
Fonagy,  2009). The first study found MBT to be statistically significantly superior to 
TAU, and the second study showed it superior to structured clinical management (SCM), 
although differences in the latter study were limited to those with the most severe pres-
entations and symptoms (Bateman & Fonagy, 2013). The partial hospital sample had an 
improvement in symptoms that remained stable after 8 years (Bateman & Fonagy, 2008), 
a rare example of long-term follow up of an RCT. A replication in another center found 
MBT and “supportive psychotherapy” to be equally effective (Jørgensen et al.,  2013). 
Finally, one should consider whether the elements of MBT can be applied in other ways. 
As MBT is a resource-intensive treatment, can dismantling research explore whether 
MBT or any of its elements can be used in less resource-intensive ways?
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Transference-Focused Psychotherapy

Transference-focused psychotherapy (TFP) aims to correct distortions in the patient’s 
perception of significant others by pointing out how they effect a transference relation-
ship with the therapist (Yeomans, Clarkin, & Kernberg, 2015). TFP is strongly psycho-
dynamic, but does not put as much emphasis on the past as does classical psychoanalysis. 
In a comparative trial of TFP and DBT, the outcome was similar (Clarkin, Levy, 
Lenzenweger, & Kernberg, 2007). There is also one trial showing superiority to therapy 
by community psychotherapists (Doering et al., 2010).

Conversational Model

The conversational model uses the therapy relationship, mediated through conversa-
tion to promote cohesion of the “self” and has been shown in an RCT to be equally 
effective to DBT on suicide and self-harm, although DBT outperformed on depression 
(Walton, Bendit, Carter, Baker, & Lewin, 2016).

Schema-Focused Therapy

Schema focused therapy (SFT) is a cognitive and psychodynamic therapy hybrid that 
focuses on maladaptive schema derived from adverse experiences in childhood 
(Young, 1999). Thus far, it has been supported by a comparative trial with TFP (Giesen-
Bloo & Arntz, 2007; Giesen-Bloo et al., 2006). One problem with SFT related to treat-
ment access is that it is resource-intensive and is designed to last as long as 3 years.

Cognitive Analytical Therapy

Cognitive analytical therapy combines concepts from cognitive and psychodynamic  
therapy creating a narrative of collaborative causal understanding and a transforming  
narrative. It has been shown to be effective in adolescents with BPD traits (Chanen  
et al., 2008).

Generalist Treatments and Supportive Care

Good psychiatric management (GPM) (formerly referred to as “general psychiatric man-
agement”) integrates supportive psychodynamically informed therapy with a pharmaco-
logical algorithm. McMain and colleagues (2009, 2012) demonstrated GPM to be equally 
effective to DBT. Gunderson and Links have adapted the model (2014), which has yet to 
have published research data. Good clinical care is an individual therapy that is informed 
by clinical “common sense” and some principles of CBT that have been shown to be equally 
effective to cognitive analytical therapy (Chanen et al., 2008). Structured clinical manage-
ment is a manualized treatment based on competencies that many generalist mental health 
clinicians already have, thus requiring only a small amount of training and no additional 
specialist supervision, and it has been shown to be nearly as effective as MBT, with MBT 
outperforming only for those with the severest BPD conditions (Bateman & Fonagy, 2013). 
Supportive psychotherapy (Rockland, 1992) provides empathic listening and validation of 
emotions, and was found in one study to be equally effective to DBT and TFP (Clarkin  
et al., 2007), and in another study equally effective to MBT (Jørgensen et al., 2013)
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 Summary of Published Data on Psychological 
Treatment of BPD

At least 26 published RCTs compare the effectiveness of BPD treatments that comprise 
12 different treatment models, with DBT having the most published studies (16)  
followed by several treatments with one to three published studies. This in no way  
indicates that DBT is therefore a superior treatment per se; rather, the sheer weight of 
DBT publications of efficiency/effectiveness mean that DBT is the BPD treatment 
model most named by major relevant professional organizations.

Table 7.1 provides a synopsis of research-indicated effectiveness of various treatment 
strategies used in the treatment of BPD.

Table  7.2 presents a comparison of duration of RCTs among lengthy treatment 
approaches.

Table 7.1 Treatment efficacy/effectiveness research—randomized controlled trials.

Treatment model Interpretation of data Comment

Cognitive-behavioral therapies
DBT

Linehan et al. (1991) DBT > TAU First RCT of efficacy for BPD. Therapists 
rated for DBT adherence

Linehan et al. (1999) DBT > TAU First DBT replication. Therapists rated 
for DBT adherence

Koons et al. (2001) DBT > TAU First replication outside Linehan research 
group. Therapists rated for DBT 
adherence

Linehan et al. (2002) DBT > 12 step 
program + 
comprehensive 
validation for people 
with BPD + substance 
use

Small numbers; retention rate lower in 
DBT arm (67% vs. 100%). Therapists 
rated for DBT adherence

Verhuel et al. (2003) DBT > TAU First replication in Europe; DBT 
therapists not rated for adherence

Linehan et al. (2006) DBT > TBE DBT > TBE on self-introject; a rating 
used to measure “deep” structural change 
(Bedics et al., 2012). DBT therapists rated 
for DBT adherence

Clarkin et al. (2007) DBT = TFP = SP Supportive psychotherapy based on 
experience and knowledge of 
psychoanalytical treatments. DBT 
therapists not rated for adherence

McMain et al. (2009, 
2012)

DBT = GPM 67% of GPM clinicians were psychiatrists. 
DBT therapists rated for DBT adherence

Carter et al. (2010) DBT > TAU but not 
for self-harm and 
hospital days

DBT therapists not intensively trained. 
DBT therapists not rated for DBT 
adherence

(Continued)
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Table 7.1 (Continued)

Treatment model Interpretation of data Comment

Pasieczny & Connor 
(2011)

DBT > TAU while on 
DBT waitlist 
(nonrandomized 
controlled trial)

Routine Australian public mental health 
service. DBT therapists rated for DBT 
adherence using local adherence scale. 
DBT therapists with more intensive 
training achieved better client outcomes. 
Six-month study and clients who received 
more treatment after 6 months did better

Priebe et al. (2012); 
Barnicot, Savill, Bhatti, 
and Priebe(2014)

DBT > TAU “Real-world” UK public mental health 
service. Therapists rated for DBT 
adherence using local adherence rather 
than Linehan adherence ratings

Feigenbaum et al. (2012) DBT slightly > TAU 
(appears to be high quality 
TAU)

“Real-world” UK public mental health 
service. DBT therapists not rated for 
DBT adherence

Pistorello, Fruzzetti, 
Maclane, Gallop, & 
Iverson (2012)

DBT > optimized 
psychodynamic 
psychotherapy

Study population had three or more BPD 
traits + suicidal. DBT therapists rated as 
close to but not quite adherent

Mehlum et al. (2014) DBT-A > EUC First DBT for adolescents RCT; DBT 
therapists rated for adherence

Linehan et al. (2015) Full DBT > DBT skills + case 
management > individual 
DBT + activities group

DBT therapists rated for adherence

Walton et al. (2016) DBT = conversational 
model; DBT outperformed 
on depression

“Real-world” public mental health 
service. DBT therapists rated for 
adherence

STEPPS
Blum et al. (2008) STEPPS > TAU 20 weeks
Bos et al. (2010) STEPPS > TAU 20 weeks
Bos et al. (2011) STEPPS > TAU 20 weeks. “Real-world” sample
CBT
Davidson et al. (2006, 2010) CBT + TAU > TAU “Real-world” sample
Psychodynamic therapies
MBT
Bateman & Fonagy 
(1999, 2001, 2008)

MBT > TAU MBT was day treatment

Bateman & Fonagy (2009); 
Bateman & Fonagy (2013)

MBT > SCM when severest 
included, MBT = SCM 
when severest excluded

MBT was outpatient treatment

Jørgensen et al. (2013) MBT = SP (Denmark) MBT was outpatient treatment; MBT 
substantially more intensive (4-fold dose)

TFP
Clarkin et al. (2007) TFP = DBT = SP (see 

above)
Supportive psychotherapy based on 
experience and knowledge of 
psychoanalytical treatments. DBT 
therapists not rated for adherence
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Treatment model Interpretation of data Comment

Doering et al. (2010) TFP > community 
psychotherapists

Self-harming did not change in either 
group

Giesen-Bloo et al. (2006) SFT > TFP which was also 
effective

Doubts raised (Yeomans, 2007) and 
refuted (Giesen-Bloo, 2007)
about TFP adherence

Conversational model
Walton et al. (2016) Conversational model = 

DBT, although DBT 
outperformed on 
depression

“Real-world” public mental health 
service. DBT therapists rated for 
adherence

Cognitive/psychodynamic therapies
SFT
Giesen-Bloo et al. (2006) SFT > TFP Doubts raised (Yeomans, 2007) and 

refuted (Giesen-Bloo, 2007) about TFP 
adherence

Cognitive analytical therapy
Chanen et al. (2008) CAT = GCC Adolescents with at least two BPD 

criteria. 24 sessions
Generalist treatments
GPM
McMain et al. (2009, 2012) GPM = DBT 67% of GPM clinicians were psychiatrists
SCM
Bateman & Fonagy 
(2009, 2013)

SCM = MBT when data 
excluded for most severe

SCM provided by generalist mental 
health clinician

GCC
Chanen et al. (2008) GCC = CAT Adolescents with at least two BPD 

criteria. 24 sessions
SP
Clarkin et al. (2007) SP (USA) = DBT = TFP SP based on experience and knowledge 

of psychoanalytical treatments
Jørgensen et al. (2013) SP (Denmark) = MBT SP delivered by experienced 

psychodynamic clinicians
High quality TAU
Feigenbaum et al. (2012) TAU (appears to be high 

quality) nearly = DBT (see 
above)

“Real-world” UK public mental health 
service. DBT therapists not rated for 
DBT adherence

DBT, dialectical behavior therapy; EUC, enhanced usual care; CAT, cognitive analytical therapy; GCC, good 
clinical care; GPM, good psychiatric management; MBT, mentalization-based therapy; OPT, other 
specialized psychotherapeutic treatments; SCM, structured clinical management; SFT, schema-focused 
therapy; SP, supportive psychotherapy; STEPPS, systems training for emotional predictability and problem 
solving; TBE, treatment by experts; TFP, transference-focused psychotherapy.

Table 7.1 (Continued)
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Table 7.2 Treatment efficacy/effectiveness research (RCT): Treatment duration.

Author Treatment duration

Behavioral
DBT
Linehan et al. (1991)
Linehan et al. (1999)

 
 
12 months
12 months and 4-month follow up

Koons et al. (2001)
Linehan et al. (2002)
Van den Bosch et al. (2005); Verhuel et al. (2003)
Linehan et al. (2006)
Clarkin et al. (2007)
McMain et al. (2009, 2012)
Carter et al. (2010)
Pasieczny & Connor (2011)
Barnicot et al. (2014); Priebe et al. (2012)
Feigenbaum et al. (2012)
Pistorello et al. (2012)
Linehan et al. (2015)
Walton et al. (2016)
 
STEPPS
Blum et al. (2008)
Bos et al. (2010)
Bos et al. (2011)
 
CBT
Davidson et al. (2006, 2010) 

6 months
12 months and 4-month follow up
12 months and 6-month follow up
12 months and 12-month follow up
12 months
12 months and 24-month follow up
6 months
6–12 months
12 months and 6-month follow up
12 months
7–12 months and 6–11-month follow up
12 months and 12-month follow up
14 months
  

20 weeks and 12-month follow up
20 weeks and 6-month follow up
20 weeks and 6-month follow up
 
 
12 months   

Psychodynamic treatments
MBT
Bateman & Fonagy (1999, 2001, 2008)
Bateman & Fonagy (2009)
Jørgensen et al. (2013)
 
TFP
Clarkin et al. (2007)
Doering et al. (2010)
Giesen-Bloo et al. (2006)
 
Conversational model
Walton et al. (2016)

 
 
18 months and 5-year follow-up
18 months
24 months
 
 
12 months
12 months
36 months
 
 
14 months
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Author Treatment duration

Cognitive/psychodynamic therapies
SFP
Giesen-Bloo et al. (2006).
 
CAT
Chanen et al. (2008)

Generalist treatments
GPM
McMain et al. (2009)

SCM
Bateman & Fonagy (2009) 
 
SP
Clarkin et al. (2007)
Jørgensen et al. (2013)
 
GCC
Chanen et al. (2008)
  
High quality TAU
Feigenbaum et al. (2012)

12 months
 
  
24 sessions and 24-month follow up
 
 
 
12 months and 24-month follow up
 
 
18 months
 
  
12 months
24 months  

24 sessions and 24-month follow up
  
 
12 months

DBT, dialectical behavior therapy; CAT, cognitive analytical therapy; CBT, cognitive behavioral therapy; 
GCC, good clinical care; GPM, good psychiatric management; MBT, mentalization-based therapy; SCM, 
structured clinical management; SFP, schema focused therapy; SP, supportive psychotherapy; STEPPS, 
systems training for emotional predictability and problem solving; TFP, transference-focused 
psychotherapy; TAU, treatment as usual.

Table 7.2 (Continued)

Shorter Therapies for BPD

Now that there is clear evidence of the efficiency and effectiveness of BPD treatment, 
attention is turning to treatments that might be of shorter duration or more cost effi-
cient, and such attention has turned to dismantling studies that might help in the dis-
semination of evidence-based treatments. Table  7.3 reports on six 20-week or less 
treatments. STEPPS, described earlier, is a 20-week adjunctive treatment with good 
evidence of efficacy and effectiveness (Blum et al., 2008; Bos et al., 2010, 2011). Soler  
et al. (2009) reported on the successful use of a 13-week adapted DBT skills group in an 
RCT. Soler et al. (2012), in a nonrandomized controlled trial, showed that the mindful-
ness module of DBT skills (DBT-M) delivered as 8 × 2 h group sessions, when used as 
an adjunct to GPM, improved attention and impulsivity compared to GPM alone. Elices 
et al. (2016) showed DBT mindfulness outperformed DBT interpersonal effectiveness 
with large effect sizes in a 2.5 h × 10 weeks group. Morton, Snowdon, Gopold, and 
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Guyner (2012) found a 12 × 2 h/week acceptance and commitment group therapy pro-
gram plus TAU to outperform TAU in a public mental health service. Andreasson et al. 
(2016) demonstrated “collaborative assessment and management of suicidality” (CAMS) 
to be equally effective as a shortened adapted version of standard comprehensive  
DBT in a 16-week study. Another example of explorations to shorten treatments with-
out losing efficacy, though not included in Table 7.3, is a study by Andion et al. (2012) 
reporting on a DBT adaptation designed to decrease the costs of treatment delivery by 
having the DBT individual therapist also deliver the DBT skills component.

Role of Acute Mental Health Unit Hospitalization

Because patients with BPD can be chronically suicidal, some approaches to therapy focus 
on this problem almost exclusively (Paris, 2006), resulting in what may be unnecessary 
hospitalization (Hull et al., 1998) when suicide prevention may, in many cases, be han-
dled within ongoing outpatient therapy. The value of acute mental health hospital admis-
sion for this population has never been empirically demonstrated. While one in 10 
patients with BPD will eventually complete suicide, mortality usually occurs late in the 
course of illness, when patients are out of treatment (Black, Blum, Pfohl, & Hale, 2004). 
Also, the peak of risk occurs not in young patients, but in those who fail to recover and 
are older than 30.

Hospitalization can sometimes produce negative effects associated with regression 
(Dawson & MacMillan, 1993). It is our opinion that acute mental health hospitalization 
in general needs to be only occasionally used, and then for a brief period (days) where 
risks of not hospitalizing the patient outweigh risks of hospitalizing for short-term 

Table 7.3 Treatment efficacy/effectiveness research (RCT) on shorter treatments of 16 weeks or less 
duration.

Author Comment

Andreasson et al. (2016)
Blum et al. (2008); Bos et al. 
(2010, 2011)
Elices et al. (2016)

Morton et al. (2012)
 
Soler et al. (2009)
 
Soler et al. (2012)

CAMS = shortened adapted “DBT” in 16-week study
 
STEPPS; 20 weeks
DBT mindfulness skills > DBT interpersonal effectiveness 
skills (large effect sizes): 8 × 2.5 h
ACT + TAU > TAU. 12 × 2 h addon to TAU. Public mental 
health service
DBT group skills training > standard group therapy; 13 
weeks × 2 h/week
DBT-M of 8 × 2 h as add-on to GPM > GPM in 
nonrandomized controlled trial

ACT, acceptance and commitment therapy; CAMS collaborative assessment and management of suicidality; 
DBT, dialectical behavior therapy; DBT-M, dialectical behavior therapy-mindfulness; STEPPS, Systems 
training for emotional predictability and problem solving; TAU, treatment as usual.
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antisuicide prevention, psychosis and, rarely, for providing a break for a hard-working 
community clinician. Unfortunately, the American Psychiatric Association guidelines 
for the treatment of borderline personality disorder (Oldham et al., 2001) recommended 
hospitalization for acute suicidal risk without elaboration of the complexities and pos-
sible disadvantages of such a broad statement.

When available, day treatment is an evidence-based alternative to full admission. MBT 
trials (Bales et al., 2012, 2015; Bateman & Fonagy, 1999) suggest that BPD patients can be 
managed effectively in this way. Most of the published evidence-based studies of BPD have 
taken place in the community or outpatient setting, where therapists and patients focus on 
learning in real-life contexts how to solve their problems (Krawitz & Jackson, 2008).

 Integrating Medication and Psychotherapy

With many disorders, it is clear that certain types of patients respond better when medi-
cation and psychotherapy are combined (Black, 2006). For example, research shows that 
when major depression or obsessive-compulsive disorder are treated with a combination 
of medication and psychotherapy, outcomes are improved. Whether BPD patients simi-
larly benefit from combined treatment has not been fully tested, yet there are clues that 
suggest that patients may benefit from the combination of treatments. The first investi-
gation (Simpson et al., 2004) compared the combination of the antidepressant fluoxetine 
and DBT, but combined therapy was no better than DBT alone. Solar et al. (2005) subse-
quently conducted an RCT of olanzapine or placebo plus DBT in 50 subjects. There was 
statistical improvement in the DBT plus olanzapine cell, and also fewer dropouts. 
Linehan, McDavid, Brown, Sayres, and Gallup (2008) reported results of a similar study 
also showing the superiority of combined treatment, though not for anger dyscontrol.

 Future Directions

The treatment of BPD has made significant strides as the number of psychotherapies 
has expanded, and researchers have explored the use of multiple medication classes. 
These advances were made possible by the development of diagnostic criteria 
(Gunderson & Singer, 1975) that paved the way to the application of structured inter-
views and objective measurement of patient symptoms that have helped harmonize 
subject assessment (Zanarini et al., 2010).

Where do we go from here? With psychotherapy, future research should begin to test 
models that integrate what is considered the best ideas from different programs, thereby 
drawing on some of the most fertile areas as we continue exploring better treatments 
(Paris, 2015). Meta-analyses of outcome research show that common factors generally 
account for twice as much change as specific techniques from different models (Lambert 
& Barley,  2002; Steering Committee, 2009; Wampold,  2001). Few differences have 
emerged in most of the few head-to-head studies of evidence-based BPD treatments 
that have been conducted. Livesley, Dimaggio, and Clarkin (2015) have described how 
the basic principles of all psychotherapy, as well as the best elements of the various 
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programs, could be woven into a coherent whole. One example is the use of mindful-
ness in DBT and mentalizing in MBT, with both concepts having much in common. 
Linehan’s concept of “radical acceptance,” in which patients, as well as being encouraged 
to change that which can be changed, are also encouraged to move to a place of accept-
ing that which cannot be changed, including their past experiences. This concept is well 
understood in the addiction treatment field and psychodynamic treatments, albeit 
using different language.

Researchers also must investigate the length of treatment programs. Currently, there 
has been no research comparing longer treatments (e.g., DBT) with briefer treatments 
(e.g., STEPPS). Clearly, longer treatments are more resource intensive, and are more 
prone to dropouts, thereby compromising program integrity and contributing to poorer 
outcomes. Next, we need more data regarding which patients can be successfully treated 
by generalists rather than specialist BPD clinicians, because the field would benefit 
from knowing which programs are best for treating which type of patient. Should 
patients receive a less intensive treatment such as GPM or STEPPS before referral to a 
comprehensive program such as DBT or schema-focused therapy? These are all ques-
tions worth researching, considering that the cost effectiveness of programs must be a 
priority at a time when resources are limited.

Additional research is needed to better determine the role of medication in treat-
ing BPD. Psychopharmacologists should continue to test different agents in an 
effort to identify effective medications that treat the entire BPD syndrome. The best 
candidates thus far are the atypical antipsychotics, but their many side effects will 
reduce their acceptability to many patients. Similar to dismantling research with the 
psychotherapies, it may be that different agents are best at treating specific symp-
tom domains, and those associations need to be explored. If true, prescribing more 
than one medication could be helpful in selected patients, though this needs to be 
based on empirical data, not anecdote. Finally, the combination of medication and 
psychotherapy should be carefully studied. With some programs, such as STEPPS 
or GPM, the use of medication is compatible with the program, whereas some pro-
grams actively discourage the use of medication (e.g., DBT, MBT). Rather than plac-
ing prescribers and therapists at odds, perhaps both types of treatment providers 
may eventually conclude that these treatments are complementary and not 
antagonistic.

 Conclusions

The historical treatment of patients with BPD reflects the paradigms that have shaped 
mental health treatments. When psychoanalysis was a central model, modified versions 
of analytic therapy were used for people with BPD. As cognitive therapy became popu-
lar, methods were developed to specifically target cognitions in people with BPD and, as 
third-wave mindfulness and acceptance-based behavioral therapies emerged, these tar-
geted behaviors (including thoughts, emotions, and actions) in people with BPD were 
further identified. As psychiatric treatments have been increasingly dominated by 
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pharmacological interventions, drugs from all classes have been used to treat BPD. At 
present, there is much stronger evidence for the effectiveness of psychotherapy in BPD 
than there is for medication. The main reasons psychological therapies are not more 
widely used, in our opinion, is the difficulty with getting information to funders and 
clinicians on the effectiveness of BPD psychotherapy treatments, including generalist 
psychotherapy treatments. It is our belief, based upon the evidence we have provided 
here, that a stepped-care model enables resources to be used more efficiently, providing 
generalist treatment for most patients, while reserving more expensive specialist pro-
grams for those with greatest severity.

In this chapter, we have outlined evidence of the treatability of BPD by psychopharma-
cological approaches, psychotherapy, and combined medication and psychotherapy. 
Fortunately, evidence-based BPD treatments are cost-effective (Brazier et al.,  2006; 
Brettschneider, Riedel-Heller, & König, 2014). Thus far, five different generalist treat-
ments have been found to be effective (GPM, SCM, GCC, supportive psychotherapy, and 
high quality TAU), and these treatments can be carried out as part of routine generalist 
mental health treatment, which would make effective evidence-based treatment available 
to all BPD clients attending mental health services, as is the case for other mental health 
conditions such as anxiety, depression, schizophrenia, and bipolar affective disorder.

Apart from the most severe and most at risk, BPD patients could generally be referred 
to a specialist BPD service only after having first received an evidence-based treatment 
carried out by generalist mental health clinicians. Bateman and Fonagy (2013) have 
shown that a generalist BPD treatment (SCM) had similar outcomes to the specialist 
BPD treatment (MBT), when those with greatest severity were excluded from the data 
analysis; whereas the specialist treatment outperformed for people with greatest sever-
ity (defined by having more Axis II conditions and greater subjective experience of dis-
tress). What this suggests to us is the value of a stepped care model, with generalist 
treatment provided to all, and with the more expensive specialist model saved for those 
with the severest conditions or when generalist treatment has been ineffective.

At present, the following conclusions are justified:

 ● BPD is a treatable condition.
 ● Many psychosocial treatments have been shown to be efficacious, but none has been 

shown superior to another. DBT has by far the largest number of published studies.
 ● Psychotropic medication is widely prescribed for BPD patients despite the absence of 

an FDA indication. Many agents show promise, with atypical antipsychotics having 
the largest body of supportive data.

 ● The treatment of BPD should receive funding and treatment commensurate with the 
high morbidity and mortality of the condition. Currently this is not happening on a 
widespread basis.

 ● Information is not reaching funders and clinicians about the availability of evidence-
based BPD treatments and their cost-effectiveness. Stigma and discrimination sur-
rounding BPD are largely based on misinformation (Black et al., 2011; Sheehan, 
Nieweglowski, & Corrigan, 2016).

We summarize our findings and recommendations in Table 7.4.
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Table 7.4 Integrative biopsychosocial intervention with borderline personality disorder: Summary of 
best-practice recommendations by level of confidence derived from strength of evidence.

Borderline personality disorder

Level A Recommended  ● Psychotherapy is first-line treatment of BPD. No given 
psychosocial approach, however, has proved more 
effective than other approaches. While DBT and MBT 
have proved effective interventions with BPD, STEPPS 
is a much shorter intervention with similar 
effectiveness

 ● No medication is indicated for the treatment of BPD, 
per se, and benzodiazapines in particular should be 
avoided with this patient population

Level B Suggested  ● Antipsychotic medications, including aripiprazole, 
risperidone, quetiapine and olanzapine, have showed 
mixed results, and maybe helpful with the management 
of certain co-occurring symptoms such as anger

 ● Acute hospitalization for suicide prevention is overused 
in this population, and might be replaced in many cases 
with intensive outpatient attention or hospital-based 
day treatment

Level C May be considered  ● Combined treatment of psychosocial therapy with 
antipsychotic medication may provide an advantage 
with some patients

 ● Mood stabilizers, and omega-3 fatty acid may be 
considered on an individual basis

 ● Referral to specialists might best be reserved for severe 
BPD or when generalists’ initial interventions prove 
insufficient
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8

Difficulties obtaining the proper quantity and quality of sleep are part of the human 
condition. Consequently, the search for effective treatments to induce or maintain sleep 
has been ongoing for the past two centuries (López-Muñoz, Ucha-Udabe, & 
Alamo, 2005). Although significant evidence supports the efficacy of several pharmaco-
logic agents and nonpharmacologic interventions, there are relatively few studies exam-
ining integrated treatment approaches.

Insomnia as a disorder is characterized by difficulty initiating and/or maintaining 
sleep that causes significant distress and daytime impairment. In order to meet the 
diagnostic criteria for insomnia, patients must report some difficulty initiating or main-
taining sleep and must experience clinically significant distress or impairment in func-
tioning. These sleep complaints must occur at least three times per week and cannot be 
explained by an inadequate sleep opportunity or by the presence of another sleep disor-
der. The International Classification of Sleep Disorders, Third Edition (ICSD-3; 
American Academy of Sleep Medicine, 2014), the Diagnostic and Statistical Manual of 
Mental Disorders, Fifth Edition (DSM-5; American Psychiatric Association, 2013), and 
the International Statistical Classification of Diseases and Related Health Problems, 
10th Edition (ICD-10; World Health Organization,  1993) categorize insomnia com-
plaints that have been ongoing for 3 months or more as chronic insomnia, while insom-
nia occurring for less than 3 months is termed acute insomnia. “Other insomnia” is a 
subtype reserved for patients who experience clinically significant insomnia symptoms, 
but do not meet full criteria for either chronic or acute insomnia.

While the ICSD-2 and the DSM-IV-TR listed numerous independent subtypes of 
primary insomnia (e.g., psychophysiological insomnia, idiopathic insomnia, paradoxi-
cal insomnia), the current editions of both publications have condensed all forms of 
insomnia that are not better explained by a coincident medical, psychiatric, or sub-
stance use disorder into a single term: “primary insomnia.” Furthermore, both manuals 
direct that a diagnosis of insomnia should be made regardless of whether the insomnia 
was primary (occurring independently) or secondary (occurring as a consequence or 
symptom of another medical or psychiatric condition).

The above considerations reflect important changes in thought regarding the diagno-
sis and treatment of insomnia. First, specific pathophysiologies for subtypes of 
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insomnia have not been discovered, which has led to a consensus to assess and treat 
insomnia consistently, regardless of root cause or presentation. Second, there has been 
a realization that insomnia needs to be evaluated and treated even if the disorder pre-
sents co-morbidly with other disorders. Substantial evidence shows that insomnia 
serves as a risk factor for relapse in patients treated for a co-morbid mood or anxiety 
disorder. Therefore, the treatment of insomnia should not be delayed or regarded as 
secondary when treating patients with co-morbidities.

Insomnia is a highly prevalent and debilitating disease affecting approximately 30% of 
the population (Roth, 2007), and it is one that is associated with significant impairments 
to an individual’s quality of life. Patients with severe insomnia report greater loss of 
function due to pain, emotional effects, and mental health issues than patients with 
congestive heart failure, and insomnia patients report more physical sequelae than 
patients with depression (Katz & McHorney, 2002). Insomnia causes significant day-
time impairments, perhaps the greatest of which is a 2.5 to 4.5 times increased inci-
dence of accidents (Balter & Uhlenhuth, 1992). Patients with insomnia are more likely 
than good sleepers to report decreased job performance and absenteeism, and accrue 
60% higher healthcare expenditures. An estimated 40% of patients with insomnia have 
a co-morbid psychiatric disorder (most commonly depression), and approximately 75% 
to 90% have an increased risk for a co-morbid medical disorder (Roth, 2007).

Modern conceptualizations of insomnia are derived from Arthur Spielman’s 3P model for 
the assessment of the disorder, which posits that insomnia is initiated and maintained by a 
set of predisposing, precipitating, and perpetuating factors. Predisposing factors precede 
the onset of insomnia and are usually trait-like qualities (e.g., genetic risk, high state anxiety) 
that lower the threshold that facilitate stressors’ ability to trigger insomnia. Precipitating 
factors are the particular events or stressors that initiate insomnia. Perpetuating factors are 
any features that support or maintain the insomnia over time, regardless of its origins; per-
petuating factors typically serve as the best targets for treatment (Spielman, 1986).

Several models of insomnia have followed Spielman’s 3P model, implicating multiple 
processes at various levels of analysis (e.g., genetic risk, neurotransmitters and hor-
mones, homeostatic sleep drive and circadian rhythms, physiologic hyperarousal, mala-
daptive behavioral coping strategies, dysfunctional beliefs about sleep, etc.) in the 
development and maintenance of the disorder. Despite evidence for several of these 
mechanisms, the underlying pathophysiology of insomnia is not comprehensively 
understood.1 Nonetheless, two core themes appear in several of these models: persis-
tent hyperarousal and behaviors interfering with sleep maintenance. Both can be viewed 
as perpetuating factors and, consequently, may become targets for treatment.

Hyperarousal, long thought to be at the root of insomnia, may be the result of several 
processes. It can result from a sensitivity of wake-promoting neurotransmitter activity 
in the “bottom-up” reticular activating system and limbic networks, or “top-down” neo-
cortex cognitive systems. These pathways involve a host of neurotransmitters, includ-
ing acetylcholine, norepinephrine, serotonin, histamine, and orexin/hypocretin. 
Hyperarousal could also result from a decreased sensitivity of sleep-promoting systems 
mediated by gamma-aminobutyric acid (GABA), galanin, and melatonin activity 
(Levenson, Kay, & Buysse, 2015). Accordingly, these systems have served as targets for 
pharmacological treatment of insomnia.

In contrast, cognitive models of insomnia view the disorder as resulting from learned 
behaviors that interfere with sleep onset or maintenance. For example, some life stressor 
may cause insomnia acutely due to increased stress at sleep onset accompanied by 
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frequent nighttime awakenings. If this pattern persists, the patient may develop dysfunc-
tional beliefs and sleep-related anxiety leading to increased attention to sleep-related 
threats. This, in turn, further leads to an increase in the perceived severity of the sleep 
disturbance, which can perpetuate and maintain insomnia. Cognitive-behavioral therapy 
for insomnia (CBT-i) attempts to alter dysfunctional beliefs about sleep, and implement 
new behaviors to reduce sleep-related anxiety while increasing sleep efficiency.

 Historical Treatments for Insomnia

Many substances have been used over the course of human history to induce sleepiness, 
but the first clinical treatment for insomnia came about in the 1800s with the discovery 
of the sedative-hypnotic and anticonvulsant properties of liquid solutions of bromide 
salts, which became the most widely used sedatives in the 19th century. Though effec-
tive sedatives, bromide use was associated with a host of adverse effects, largely result-
ing from high toxicity, including neurological and gastrointestinal disorders, irritability, 
hallucinations, deliria, and lethargy. Additionally, they had a long half-life and could 
accumulate in tissue. Bromides were phased out of use in the first part of the 20th cen-
tury with the advent of barbiturates (López-Muñoz, 2005).

Barbital, the first barbiturate available on the market, was synthesized by Conrad and 
Guthzeit in 1881. Through small modifications of the barbituric acid molecule, over 
2,500 different barbiturates were synthesized, about 50 of which were employed clini-
cally (López-Muñoz, 2014). The popularity of barbiturates peaked in the 1930s and 
1940s; the production of barbiturates in the United States increased by 400% from 1933 
to 1936. This massive rise in popularity continued in spite of evidence of the potential 
for barbiturates to cause dependence as early as 1882; however, reliable data regarding 
dependence were not available until the 1950s. Furthermore, deaths by barbiturate 
overdose became a frequent occurrence, in part due to the small therapeutic margin of 
these agents. Despite these dangers, barbiturate use was common until the commer-
cialization of the first benzodiazepine, chlordiazepoxide, in 1960 (López-Muñoz, 2014). 
Today, barbiturates are still used, but in very specific circumstances, such as phenobar-
bital in the management of epilepsy, and pentobarbital can be used to induce sleep for 
anesthesia. As sedative-hypnotics, barbiturates were largely replaced by benzodiaz-
epines and other more recently developed drugs, and therefore will not be included in 
this chapter’s review of current treatments for insomnia.

Concurrent with the synthesis of the first benzodiazepines, the cognitive revolution 
spurred interest into research and implementation of cognitive-behavioral therapies 
(CBTs) for various psychological disorders. This would eventually result in the creation 
of cognitive-behavioral therapy for insomnia.

 Pharmacologic Treatments for Insomnia

Benzodiazepines

Following 1960, benzodiazepines replaced barbiturates as the most widely used sedative-
hypnotic, and they experienced similar popularity well into the 1990s. Benzodiaze- 
pines achieve their effects through enhancing GABAergic transmission, resulting in  
sedative-hypnotic, anxiolytic, anticonvulsant, and muscle relaxant properties. Several  
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meta-analyses have documented the efficacy of benzodiazepines over placebo in improv-
ing selected objective and subjective variables of sleep quality. Buscemi et al. (2007) 
found that, compared to placebo, benzodiazepines produced a significant reduction in 
sleep onset latency and wake after sleep onset, as well as significant improvements in 
sleep efficiency and total sleep time, assessed both by sleep diary and polysomnography. 
Similar results for objective and subjective sleep onset latency and sleep efficiency were 
shown by Holbrook, Crowther, Lotter, Cheng, and King (2000). A recent meta-analysis 
found that benzodiazepines produced significant improvements of moderate or large 
effect size in all measures, both objectively and subjectively, except for subjective total 
sleep time (Winkler, Auer, Doering, & Rief, 2014).

The evidence consistently demonstrates the efficacy of benzodiazepines in treating 
insomnia; however, several issues should be considered before clinical administration. 
First, the majority of studies included in these meta-analyses were funded by private 
sources. Therefore, there may be an increased bias to publish significant results over 
nonsignificant findings, and the pooled estimates of efficacy may be overestimations. 
Furthermore, few studies assessed change in daytime functioning or quality of life as a 
result of treatment. Given that insomnia is a disorder characterized by nighttime sleep 
disturbance as well as disturbances in daytime functioning, daytime function should be 
assessed in insomnia treatment trials (Buscemi et al., 2007).

Second, benzodiazepines carry with them a number of safety concerns, especially 
with long-term use. The majority of randomized controlled trials (RCTs) have a short 
treatment duration (≤ 4 weeks; Buscemi et al., 2007) in otherwise healthy adults with 
limited follow up data. Even in the absence of long-term studies, however, benzodiaz-
epines are still associated with significantly more adverse events than placebo or than 
their cousin “Z-drugs” (discussed in the following section). Most common adverse 
effects included somnolence, headache, dizziness, nausea, and fatigue (Buscemi  
et al., 2007).

Despite a lack of data assessing the safety of long-term benzodiazepine use, some have 
argued that sedative-hypnotics should be considered as treatments for chronic insomnia 
(Shahid, Chung, Phillipson, & Shapiro, 2012). However, long-term benzodiazepine use 
has been shown to result in significant cognitive impairments as assessed by neuropsy-
chological testing over 12 cognitive domains including processing speed, attention/
concentration, working memory, and problem solving (Barker, Greenwood, Jackson, & 
Crowe, 2004a). These effects may persist for up to 6 months after the discontinuation of 
treatment (Barker, Greenwood, Jackson, & Crowe, 2004b) and such cognitive impair-
ments may occur more frequently in the elderly (Paterniti, Dufouil, & Alperovitch, 
2006). Benzodiazepines also have the potential to produce withdrawal symptoms. Of 
patients treated continuously with sedative-benzodiazepines, 5% of those treated for less 
than 8 months and 43% of those treated for more than 8 months experienced withdrawal 
symptoms (Rickels, Case, Downing, & Winokur, 1983). Nevertheless, these effects can 
be attenuated by tapering the dosage gradually (Busto et al., 1986). Most alarmingly, a 
recent study by de Gage and Colleagues (2012) and replicated by Shash et al. (2015) 
found that new use of benzodiazepines was associated with an increased incidence of 
dementia (hazard ratio = 1.60, 95% CI [1.08, 2.38]. Notwithstanding the de Gage and 
Shash studies, a more recent study found that although the risk of dementia was slightly 
higher for individuals with minimal benzodiazepine exposure, there was no increased 
risk in the group with the highest level of exposure. The authors cited this as evidence 
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against a causal association between benzodiazepine use and dementia (Gray  
et al., 2016). More research is needed to evaluate this potential relationship.

A third concern with the research on the use of benzodiazepines in the treatment of 
insomnia is that, although meta-analytic techniques show statistically significant 
improvements in most sleep variables, the results may not be clinically significant. 
Pooled estimates of the improvement in sleep onset latency assessed by polysomnogra-
phy ranged from 4.2 to 10.0 min. Improvements in objective total sleep time ranged 
from 32.7 to 61.8 min (Buscemi et al., 2007; Holbrook et al., 2000). Given the safety 
concerns noted above, clinicians must assess whether these improvements are worth 
the risks, or whether alternative treatments are more appropriate.

Benzodiazepine Receptor Agonists (“Z-drugs”)

In the late 1980s and 1990s, a new class of drugs with similar therapeutic properties to 
benzodiazepines emerged in the treatment of insomnia. Benzodiazepine receptor ago-
nists, colloquially known as “Z-drugs” (due to the fact that many drugs in this class 
begin with the letter “Z”) have demonstrated similar efficacy in treating insomnia as the 
benzodiazepines, but with significantly fewer safety concerns and little to no evidence 
for the development of tolerance. Some meta-analyses find that that Z-drugs have ther-
apeutic effects that are marginally lower than those of benzodiazepines, but these dif-
ferences are not always statistically significant (Buscemi et al., 2007; Winkler et al., 2014). 
Confounding the literature is the fact that there is at least a 50% placebo response rate 
in clinical trials assessing the efficacy of medications for insomnia. A meta-analysis of 
data submitted to the Food and Drug Administration (FDA) examining the effective-
ness of Z-drugs and their associated placebo responses found that both effects were 
small and of limited clinical significance. However, the combined Z-drug/placebo effect 
produced a significant treatment response (Huedo-Medina, Kirsch, Middlemass, 
Klonizakis, & Siriwardena, 2013).

Intermittent, long-term zolpidem use (10 mg 3–5 nights per week over 12 weeks) has 
been shown as an effective treatment for chronic insomnia compared to placebo: sub-
jects in the active treatment group experienced a 42% decrease in sleep latency, a 52% 
reduction in the number of awakenings, a 55% decrease in wake after sleep onset, and a 
27% increase in total sleep time across the 12-week period of intermittent zolpidem use. 
Furthermore, there was no evidence of rebound insomnia on the nights that patients 
did not take zolpidem (Perlis, McCall, Krystal, & Walsh, 2004). Nonnightly use of sleep 
medications represents a possible treatment strategy that would reduce the costs com-
pared to nightly use.

Regarding the comparative efficacy of specific Z-drugs and benzodiazepines, a review 
and meta-analysis (Dündar et al., 2004) found few consistent differences between treat-
ments. The noticed differences in efficacy reflected differences in pharmacokinetics. For 
example, zaleplon produces a shorter sleep latency, but also a shorter duration of sleep 
when compared to zolpidem. This is unsurprising given zaleplon is more rapidly 
absorbed and has a shorter half-life than its counterpart. In general, drugs with the long-
est half-life produce the greatest impairments in daytime functioning (e.g., nitrazepam).

A primary advantage of Z-drugs over benzodiazepines is their improved safety pro-
file. Z-drugs typically have a more rapid onset (≤ 30 min) and a shorter half-life (1–7 h) 
than benzodiazepines. In an open label trial of zaleplon in older adults, doses of 5 and 
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10 mg were shown to be both effective and safe for periods of 6–12 months  
(Ancoli-Israel et al.,  2005). Similarly, a long-term trial of zolpidem extended-release 
showed a good safety profile for 12.5 mg doses administered 3–7 nights per week for 6 
months (Krystal, Erman, Zammit, Soubrane, & Roth, 2007). Despite these findings, a 
recent increase in the frequency of Z-drug-related complications prompted cause for 
new concern. In January of 2013, the FDA released a statement advising lowering the 
dosage of zolpidem in women due to residual daytime effects and evidence for the 
slower rate of metabolism of the drug in women compared to men. An alarming review 
of the clinical and forensic toxicology of Z-drugs concluded that they had few advan-
tages over benzodiazepines, noting that adverse Z-drug effects are more likely with 
therapeutic polydrug use and overdose with co-ingested psychoactive substances 
(Gunja,  2013). However, given that Z-drugs exhibit shorter half-lives compared to  
benzodiazepines, do not produce active metabolites, and do not inhibit rapid eye move-
ment (REM) sleep, this position may be overstated.

Melatonin And Melatonin Agonists

Melatonin activity represents another potential target for inducing sleepiness. The two-
process model of sleep regulation theorizes that sleep is modulated by two independent 
processes: a wake-dependent process whereby greater brain use during wakefulness 
increases the need for sleep (process S), and a wake-independent circadian process that 
generates sleep propensity based on the influences of exogenous light, melatonin, and 
social factors on the suprachiasmatic nuclei of the hypothalamus (process C) (Levenson 
et al., 2015). Although endogenous melatonin production is dependent on exposure to 
light sources (natural or artificial), exogenous melatonin is available as an over-the-
counter supplement.

Despite its theoretical attraction, melatonin has only limited efficacy and effective-
ness in the treatment of insomnia, with no large-scale placebo-controlled cohort 
studies available. Two meta-analyses (Brzezinski et al.,  2005; Ferracioli-Oda, 
Qawasmi, & Bloch, 2013) examined the effects of melatonin in sleep disorders and 
concluded that melatonin significantly reduces sleep onset latency and increases total 
sleep time and sleep efficiency. These effects are smaller than other pharmacological 
treatments for insomnia and may not be clinically significant; pooled estimates for the 
reduction of sleep onset latency ranged from 4.0 to 7.6 min, and increases in total 
sleep time ranged from 8.25 to 12.8 min. A different research team conducted two 
meta-analyses (Buscemi et al., 2005, 2006) that specifically focused on the efficacy of 
melatonin in treating primary or secondary sleep disorders (sleep problems associ-
ated with medical, neurological, or substance use disorders). Although they found 
statistically significant improvements in sleep variables, they nonetheless determined 
that melatonin was not effective in treating sleep disorders due to the small effect size. 
Of note, melatonin appeared to be most effective in patients with delayed sleep phase 
syndrome (a disorder related to circadian misalignment).

Ramelteon, a selective melatonin receptor agonist approved by the FDA for the treat-
ment of insomnia, is an available alternative to melatonin. Two separate meta-analyses 
(Liu & Wang,  2012; Kuriyama, Honda, & Hayashino,  2014) have found ramelteon 
reduced subjective sleep latency and improved subjective sleep quality. Although there 
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was no noted improvement in subjective total sleep time, objective measures of all three 
variables showed some improvement with ramelteon treatment. Similar to exogenous 
melatonin, these modest effects may not be clinically relevant.

Ramelteon and melatonin may still have some clinical use on account of their benign 
side effect profiles. Neither substance demonstrates a higher risk ratio of any frequent 
adverse events compared to controls (Liu & Wang, 2012; Ferracioli-Oda et al., 2013). 
Kuriyama et al. (2014) noted that the only significant side effect associated with ramelt-
eon use was somnolence. Consequently, either agent may be reasonable for cases of 
mild insomnia in patients with health complications or concurrent medications that 
may interact with other sedative-hypnotics.

Orexin/Hypocretin Antagonists

The newest addition to the armamentarium for insomnia are the orexin/hypocretin 
receptor antagonists. Orexin/hypocretin neurons of the lateral hypothalamus project to 
areas of the brain stem and hypothalamus that promote and maintain arousal. Antagonism 
of these centers can reduce arousal that opposes the inhibitory actions in the sleep-
promoting pathways of the brain (Levenson et al., 2015). Suvorexant is currently the only 
such agent approved by the FDA for the treatment of insomnia. Suvorexant appears effica-
cious and generally well tolerated. Results from two separate 3-month RCTs comparing 
various dosages of suvorexant to placebo in nonelderly and elderly adults (Citrome, 2014; 
Herring et al.,  2016) found significant, dose-dependent effects from baseline over 3 
months on subjective total sleep time (15 or 20 mg, 55.3 min; 30 or 40 mg, 61.4 min), sub-
jective wake time after sleep onset (15 or 20 mg, −34.5 min; 30 or 40 mg, −37.6 min), 
subjective sleep latency (15 or 20 mg, −24.9 min; 30 or 40 mg, −29.8 min), and both objec-
tive total sleep time (15 or 20 mg, −48.0 min; 30 or 40 mg, −50.9 min) and objective sleep 
latency (15 or 20 mg, −32.2 min; 30 or 40 mg, −34.0 min), assessed by polysomnography. 
These effect sizes are on a par with those demonstrated by benzodiazepines.

A 1-year trial of suvorexant reported that, though generally well tolerated, suvorexant 
was associated with significantly more adverse events than placebo. The most common 
adverse events associated with suvorexant included somnolence (13.2%), fatigue (6.5%), 
dry mouth (5.0%), dysnepsia (1.9%), and peripheral edema (1.7%; Michelson et al., 2013). 
Somnolence was most prominent in the 30 and 40 mg doses. Additional safety trials 
have been conducted to assess suvorexant’s effect on next-morning driving perfor-
mance, memory and balance, middle of the night safety in elderly subjects, and poten-
tial for rebound and withdrawal following discontinuation. Impaired driving 
performance was seen in some adults after taking either a 20 or a 40 mg dose. 
Additionally, four subjects taking suvorexant prematurely discontinued their driving 
tasks due to excessive somnolence. One of four trials of healthy nonelderly adults found 
a significant impairment in verbal recall following a single dose of suvorexant 40 mg.  
A small study assessing the safety of suvorexant in elderly adults in the middle of the 
night found that suvorexant produced less impairment than zolpidem 5 mg, which 
served as an active control (Citrome, 2014). Considering these safety concerns, the FDA 
decided in 2013 to approve suvorexant only at doses of 10, 15, and 20 mg. Despite the 
dose restrictions, suvorexant has demonstrated efficacy at lower doses and represents a 
new option in the treatment of insomnia.
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Other Pharmacological Agents Used to Treat Insomnia

Several other agents are consistently prescribed off-label to treat insomnia due to their 
sleep-promoting effects. Relevant agents include various antidepressants, atypical 
antipsychotics, and antihistamines. Current American Academy of Sleep Medicine 
(AASM) Clinical Guidelines for Insomnia (2008) state that such medications may only 
be suitable for patients with co-morbid insomnia who would benefit from the primary 
action of these drugs. However, given that insomnia frequently occurs co-morbid with, 
and may help to maintain, other disorders, the following alternative treatments may be 
considered when determining the best pharmacologic intervention for a specific patient.

Antidepressants
Depression and insomnia frequently co-occur; the diagnostic criteria for depression 
includes sleep disturbance as a possible symptom (DSM-5, 2013; ICD-10, 1993). 
Although there is not substantial literature detailing the use of antidepressants in 
insomnia, many agents are used to treat both conditions simultaneously. Meta-analyses 
comparing the efficacy of benzodiazepines, Z-drugs, and antidepressants (Buscemi, 
2007; Winkler et al., 2014) show that antidepressants as a class are efficacious in the 
treatment of insomnia, but to a lesser extent than the other drug classes.

Of the tricyclic antidepressants (TCAs), both amytriptyline and trimipramine have 
been shown to improve both sleep and mood in RCTs, and to show less disruption of 
REM sleep than other TCAs (Scharf, Hirschowitz, Zemlan, Lichstein, & Woods, 1986; 
Shipley et al., 1985; Ware, Brown, Moorad, & Pittard, 1989). Doxepin has shown effi-
cacy in the treatment of sleep maintenance insomnia and has been approved by the 
FDA for that use (McCall & McCall,  2012). However, TCAs possess significant side 
effect profiles including the potential for lethal overdose.

Paradoxically, the selective serotonin reuptake inhibitors generally have sleep disrup-
tive side effects documented by polysomnography, yet many patients report improve-
ments in sleep, perhaps as a consequence of their improved mood (Jindal & Thase, 2004).

Trazodone, nefazodone, and mirtazapine are FDA-approved antidepressants that 
have shown some efficacy at relieving insomnia. Patients taking trazodone experience 
significantly fewer nighttime awakenings and demonstrate longer slow wave sleep; 
however, it may also be associated with cognitive and motor impairments (Roth, 
McCall, & Liguori,  2011). Similarly, mirtazapine reduces sleep latency and increases 
slow wave sleep and sleep efficiency in normal sleepers, as well as reduced sleep latency 
and increased total sleep time in patients with insomnia (Aslan, Isik, & Cosar, 2002; 
Ruigt, Kemp, Groenhout, & Kamphuisen,  1990). Nefazadone also improves sleep-
related variables assessed by polysomnography (Rush et al., 1998), but usage is currently 
extremely limited due to a black box warning regarding liver failure.

Treatment of co-morbid insomnia and depression can be simplified with the adminis-
tration of a single sedative antidepressant agent. However, there are occasions when these 
agents are ineffective or a patient presents with insomnia as a consequence of an activating 
antidepressant. In these cases, a combination of an antidepressant and a sedative-hypnotic 
may present the best course of action (Jindal & Thase, 2004). More research on polyphar-
macy for insomnia and depression is needed in order to development specific guidelines 
regarding safe and effective combinations. One RCT has shown efficacy for a combination 
of escitalopram and zolpidem ER for treating patients with insomnia and major depressive 
disorder (Fava et al., 2011). Also, a meta-analysis of insomnia and somnolence associated 
with second-generation antidepressants (Alberti, Chiesa, Andrisano, & Serretti,  2015) 
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concluded that a combination of antidepressant with a sleep-enhancing agent may be an 
option for treating the two disorders of depression and insomnia, concurrently.

Atypical Antipsychotics
Quetiapine has shown promise in the treatment of insomnia. In a trial of healthy sub-
jects, quetiapine significantly reduced sleep onset latency and improved sleep continu-
ity, although it did give rise to significant periodic limb movements with doses of 100 
mg (Cohrs et al., 2004). A small placebo-controlled trial of quetiapine found that both 
subjective and objective sleep variables, most notably total sleep time and sleep conti-
nuity, were improved in patients with dementia or mild cognitive impairment 
(Singer,  2011). A recent review found that quetiapine may show efficacy in treating 
sleep disturbance in patients with a variety of disorders, including autism, generalized 
anxiety disorder, and depression (McCall & McCall, 2012).

Anticonvulsants
Gabapentin and pregabalin are related drugs that are GABA analogues that interfere 
with the influx of calcium at nerve terminals. Both have been found to increase slow 
wave sleep in healthy adults (Foldvary-Schaefer et al.,  2002; Hindmarch, Dawson, & 
Stanley, 2005). Gabapentin has been investigated as a sedative-hypnotic in alcoholism 
because it shows no significant abuse potential (Furieri & Nakamura-Placios,  2007). 
Both also have been shown to improve scores on self-report measures of sleep distur-
bance during treatment of fibromyalgia (Arnold et al., 2007, 2008), neuropathic pain 
associated with HIV (Hahn et al., 2004), varicella zoster virus (Rice, Maton, & Group1UK, 
2001), and diabetes mellitus (Backonja, 1999; Freeman, Durso-Decruz, & Emir, 2008).

Antihistamines
Histamine is involved in the wake-promoting systems of the brain such as the tubero-
mammillary nucleus of the posterior hypothalamus (Levenson et al., 2015). Consequently, 
antagonism of histamine produces drowsiness, leading many people suffering from 
insomnia to use over-the-counter antihistamines for treatment. While the availability 
and low cost make the appeal of antihistamines clear, evidence for their efficacy in the 
treatment of insomnia is mixed or negative (Monti & Monti, 2000). Triprolidine, bro-
pheniramine, and mepyramine have no effect on total sleep time or wake after sleep 
onset, but do increase latency to REM sleep and decrease REM sleep time. As a result, 
these medications cause significant daytime sleepiness and impairment in daytime 
functioning (Nicholson, Pascoe, & Stone,  1985). Promethazine, appears to increase 
stage 2 sleep time while increasing latency to REM sleep and decreasing REM sleep 
time. Results regarding its effect on total sleep time are mixed (Adam & Oswald, 1986; 
Risberg, Risberg, & Ingvar, 1975). Diphenhydramine produced no improvements in sub-
jective or objective sleep variables, but did impair psychomotor performance the next 
day (Saletu, Grünberger, Krupka, & Schuster,  1987). Traditionally believed to be the 
ideal sedative medication for elderly patients, diphenhydramine has been shown to sig-
nificantly increase the incidence of falls in this population (Finkle, Adams, Greenland, & 
Melmon, 2002). In addition to the questionable efficacy of these drugs, there is also the 
potential to develop acute tolerance to the sedative effects of antihistamines. Therefore, 
the use of antihistamines for the treatment of insomnia should be discouraged in favor 
of one of the aforementioned available therapeutic agents (Monti & Monti, 2000).

The available literature regarding pharmacological treatments for insomnia shows that 
benzodiazepines, Z-drugs, and the new orexin/hypocretin antagonists produce the 
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largest effects across multiple sleep variables. However, the side effect profiles of each 
drug and the characteristics of the individual patient should be considered before deciding 
between the available treatments. Melatonin and ramelteon, though they produce mini-
mal clinical effects, are by far the most benign of the available medications. Additionally, 
other drug classes with sedating properties or a combination of multiple drugs should be 
considered cautiously if the patient presents with a co-morbid condition. In general, anti-
histamines are not effective in the treatment of insomnia and should be discouraged.

 Psychosocial Therapy for Insomnia

CBT, a combination of cognitive strategies designed to restructure dysfunctional beliefs 
and behavioral strategies to address and alter maladaptive behaviors, has become the 
standard psychological intervention for a multitude of psychiatric disorders. It should 
be remembered that CBT typically refers to a family of interventions that combine cog-
nitive and behavioral techniques, not a specific manualized treatment for a disorder. 
CBT-i is no different. While there are several evidence-based, manualized treatments 
available for insomnia (see Edinger & Carney, 2015 for an example), most treatments 
comprise some combination of the following techniques: cognitive therapy, paradoxical 
intent, stimulus control, sleep restriction, sleep hygiene, and relaxation. Consequently, 
the literature typically examines the efficacy of CBT-i as a packaged treatment. However, 
there have been some trials of individual treatments, and several of these studies pro-
vide evidence for the efficacy of each component of CBT-i.

Sleep Hygiene

The goal of sleep hygiene is to change environmental and behavioral factors to promote 
sleep. Specific recommendations could include avoiding long naps during the day as well 
as avoiding light sources around bedtime, limiting caffeine and alcohol intake, or making 
the bedroom more comfortable and conducive to sleep. Sleep hygiene is often considered 
the minimum intervention for insomnia because it produces little effect on sleep on its 
own (Morin & Benca, 2012). Specific filtering of blue light using orange lens glasses before 
bedtime has been shown to help counteract light’s inhibitory effect on melatonin produc-
tion, and to help cue the brain that it is evening and time to go to sleep (Burkhart & 
Phelps, 2009; Sasseville, Paquet, Sévigny, & Hébert, 2006). This technique can be useful 
for shift-workers and individuals who must use light-emitting devices near bedtime. 
Furthermore, exercise has also been long regarded as beneficial to obtaining a good night’s 
sleep, and is associated with better quality sleep (Ancoli-Israel, 2001). Historically, sleep 
experts have recommended a 4-h window between exercise and bedtime, however recent 
research has shown that this is not necessary (Flausino, Da Silva Prado, Queiroz, Tufik, & 
Mello, 2011). Sleep hygiene is often used as a comparison group in trials assessing the 
efficacy of other interventions for insomnia; however it is also a component of most 
CBT-i treatments (Trauer, Qian, Doyle, Rajaratnam, & Cunnington, 2015).

Paradoxical Intention

Given that patients experience a high degree of sleep-anticipatory anxiety that interferes 
with their ability to fall asleep and stay asleep, paradoxical intention is a cognitive  technique 
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that attempts to alleviate that anxiety by instructing patients to stay awake as long as 
possible. It is thought that by removing the urgency in the need to fall asleep, anxiety will 
diminish and the patient will actually fall asleep faster. Sleep onset insomniacs treated 
with paradoxical intention exhibit significant decrease in sleep effort and sleep perfor-
mance anxiety relative to a wait list control condition (Broomfield & Espie, 2003). In the 
Broomfield and Espie study, although treatment did not produce objective reductions in 
sleep onset latency, there was a trend toward a significant decrease in subjective sleep 
onset latency in patients treated with paradoxical intention.

Cognitive Therapy

The goal of cognitive therapy for insomnia is to identify, challenge, and replace specific 
dysfunctional beliefs about sleep. Altering these thoughts should reduce sleep-
anticipatory anxiety and decrease the frequency of maladaptive sleep rituals, or elimi-
nate them altogether. Examples of dysfunctional beliefs about sleep may involve 
unrealistic expectations of sleep, exaggerated consequences of sleep deprivation, or 
erroneous beliefs about sleep need (Trauer et al., 2015). Using an enhanced cognitive 
therapy for insomnia that targeted unhelpful beliefs about sleep, sleep-related or sleep-
interfering worry, attentional bias and monitoring for sleep-related threat, and misper-
ception of sleep, Harvey et al. (2014) found at posttreatment that cognitive therapy led 
to significant reductions in scores on the Insomnia Severity Index (ISI mean difference 
pre- to posttreatment = −8.21, SD = −1.94) with 63% of patients experiencing reduc-
tions of at least 8 points and 52% meeting criteria for remission of symptoms at 6-month 
follow up. Cognitive therapy also produced significant improvements in subjective 
sleep onset latency, wake after sleep onset, total sleep time, and sleep efficiency.

Relaxation

Relaxation techniques are designed to decrease stress and arousal in order to facilitate 
sleep onset. Several methods of teaching relaxation exist such as meditation, yoga, pro-
gressive muscle relaxation, and biofeedback training. Progressive muscle relaxation has 
been shown to significantly improve sleep quality and reduce waking up after sleep onset 
(Means, Lichstein, Epperson, & Johnson, 2000). However, in the Means et al. study there 
was no improvement in daytime functioning. There are mixed results for progressive mus-
cle relaxation improving sleep onset latency (Lichstein & Riedel, 1994; Means et al., 2000).

Some have attempted to enhance the effects of relaxation with electromyogram 
(EMG) biofeedback by giving patients information about their muscle activity. 
Interestingly, although EMG biofeedback coupled with progressive muscle relaxation 
does lead to significant reductions in subjective sleep onset latency, these results were 
not significantly different from a group that received EMG biofeedback alone. It is pos-
sible that giving patients a feeling of control over their tension and anxiety is enough to 
produce a small effect on subjective sleep variables (Nicassio, Boylan, & McCabe, 1982).

Stimulus Control

Issues with sleep onset and maintenance can be a result of learned maladaptive behav-
iors regarding nighttime awakenings in the context of the bedroom. For example, if a 
patient who wakes in the middle of the night decides to surf the internet on his or her 
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phone until tired, the patient has now learned to associate bed with stimulating mate-
rial. Stimulus control aims to restrict behaviors in the bedroom to sleep and sex. 
Therefore, patients are instructed not to go to bed until tired and to leave the bedroom 
if they awake in the night and feel like they cannot go back to sleep. Stimulus control has 
been shown to be more effective than both placebo and relaxation in improving sleep 
parameters (Espie, Lindsay, Brooks, Hood, & Turvey, 1989), and a review of psychologi-
cal treatments for insomnia found that it had considerable evidence (Morin et al., 2006).

Sleep Restriction

Sleep restriction is a behavioral technique that attempts to improve a patient’s sleep 
efficiency by restricting their time in bed. For example, if a patient is in bed nightly from 
10:00 pm to 6:00 am, but reports (either by self-report or actigraphy) that they only 
sleep 5 h per night, then their sleep time would be restricted to the 5 h prior to their 
wake time, 1:00 am to 6:00 am As their sleep efficiency improved, time in bed would 
gradually be increased to a normal duration of about 8 h. Sleep restriction has been 
shown to lead to highly significant improvements in sleep efficiency over time, and is 
more effective than placebo or relaxation in improving subjective sleep variables 
(Lichstein et al., 2001).

Using the same rationale, a group of researchers developed intensive sleep retraining 
(ISR), a condensed behavioral treatment to decrease sleep onset latency and increase 
sleep efficiency through intensive training of proper sleep habits (Harris, Lack, Kemp, 
Wright, & Bootzin, 2012). In this 25-h protocol, patients are required to restrict their 
sleep on the night before treatment to 5 h. Patients were then seen at the sleep labora-
tory on the following night for a series of 50 nap trials at 30-min intervals. In each trial, 
patients were allowed 20 min to initiate sleep. If sleep was not initiated by that time, the 
trial was discontinued and the patient remained awake for the next 10 min until the 
start of the next trial. If the patient was able to fall asleep, they were allowed to sleep for 
3 consecutive min prior to being awakened. ISR produced significant improvements in 
scores on the Pittsburgh Sleep Quality Index (PSQI, Cohen’s d = 0.97), Dysfunctional 
Beliefs about Sleep scale (DBAS, Cohen’s d = 0.79), as well as ratings of daytime impair-
ment (Cohen’s d = 0.57) and sleep self-efficacy (Cohen’s d = 1.10). These effects were 
durable in a 6-month follow up, and the effect was significantly improved if ISR was 
combined with stimulus control therapy (Harris et al., 2012).

In summary, the evidence for the efficacy of CBT-i is robust. A recent meta-analysis 
by Okajima, Komada, and Inoue (2011) showed that CBT-i produced significant 
improvements in subjective measures of sleep onset latency, total sleep time, total wake 
time, wake after sleep onset, early morning awakenings, and sleep efficiency as well as 
objective measures of sleep onset, latency and sleep efficiency. All effect sizes were 
medium to large. Another meta-analysis by Trauer et al. (2015) confirmed these finding 
with regard to sleep onset latency, wake after sleep onset, and sleep efficiency. These 
effects were durable even 6 to 12 months posttreatment. Furthermore, separate meta-
analyses have shown that CBT-i is comparably efficacious in both middle-aged adults 
and older adults of 55+ years of age (Irwin, Cole, & Nicassio, 2006), is an effective treat-
ment for insomnia in patients with both medical and psychological co-morbidity (Wu, 
Appleman, Salazar, & Wong, 2015), and is implementable in both group (Koffel, 
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Koffel, & Gehrman, 2015) and via online formats (Seyffert et al., 2016; Zachariae, Lyby, 
Ritterband, & O’Toole, 2015).

 Integrating Biopsychosocial Treatments for Insomnia

Both pharmacologic agents and nonpharmacologic interventions are efficacious in the 
treatment of insomnia, but does either approach show incremental efficacy over the other, 
or does the combination of the two approaches produce the best results? Several RCTs have 
compared CBT-i to benzodiazepines or Z-drugs, or to a combination of the two drugs.

In a trial comparing CBT-i, temazepam, and the combination of the two, Wu, Bao, 
Zhang, Deng, and Long (2006) found that all three treatment groups showed marked 
improvements over placebo. Temazepam was the most efficacious immediately post-
treatment, but CBT showed superiority at 3-month follow up that was durable at an 
8-month follow up as well. Combined treatment showed no improvement over CBT 
alone, and both the combined treatment and temazepam groups were returning to their 
pretreatment impairment at the 8-month follow up. Similar results regarding CBT, 
temazepam, and combination therapy were found by Morin, Colecchi, Stone, Sood, and 
Brink (1999). A study comparing CBT, zolpidem, and combination treatment found 
CBT was the most effective treatment with durable treatment gains at 12-month follow 
up. The combination group showed similar stability of results, but the effect size was 
not as large (Jacobs, Pace-Schott, Stickgold, & Otto, 2004). Studies examining the com-
parative efficacy of CBT and zopiclone (no combination group) revealed superiority of 
CBT, especially at 6-month follow up (Omvik et al., 2008; Sivertsen et al., 2006).

In general, CBT is more efficacious than either medication or a combination of the 
two. One explanation for the superiority of CBT over combination therapy is that, simi-
lar to combined treatment for panic disorder, medication interferes with long-term 
treatment gains provided by CBT alone. This may be due to an attribution of treatment 
gains to the effect of medication rather than CBT. However, Morin et al. (2009) have 
suggested that optimizing treatment for insomnia requires testing new treatment algo-
rithms or combinations of treatments (e.g., intermittent long-term use of sedative-
hypnotics, use of CBT booster sessions at various intervals, etc.).

Small pilot studies have been conducted to examine combinations of sequenced 
therapy regimens of zolpidem and CBT (Vallières, Morin, & Guay,  2005; Vallières, 
Morin, Guay, Bastien, & LeBlanc, 2004). Improvements in sleep variables occurred at 
different times depending on the sequence used. In general, sleep improvements were 
most likely to occur following the introduction of CBT. Sequences including a com-
bined treatment phase followed by CBT alone showed the greatest efficacy, although 
differences between treatment groups were marginal.

Morin and colleagues (2009) extended this research by examining the added value of 
medication or maintenance sessions of CBT over acute CBT treatment. Subjects were 
assigned to one of four groups: (1) 6-week acute treatment with CBT followed by 
monthly sessions of CBT for 6 months, (2) 6-week acute treatment with CBT alone, (3) 
6-week acute treatment with CBT and nightly zolpidem 10 mg followed by monthly 
sessions of CBT for 6 months, and (4) 6-week acute treatment with CBT and nightly 
zolpidem 10 mg followed by extended CBT and zolpidem 10 mg as needed.  
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All conditions were effective in the treatment of persistent insomnia. The addition of 
zolpidem to CBT during the acute phase of treatment produced some modest improve-
ment in total sleep time, but these were of questionable clinical significance. CBT 
booster sessions did not significantly improve outcomes compared to acute CBT treat-
ment alone. Long-term outcomes were best for subjects receiving a combination of 
CBT and zolpidem in the acute phase followed by CBT booster sessions and discon-
tinuation of zolpidem (Morin et al., 2009). Although the addition of zolpidem to CBT 
produced minimal improvements in sleep variables, the possibility that it increased 
compliance with CBT should not be overlooked. A recent review of the integration of 
CBT and pharmacotherapy in the treatment of insomnia discusses the current knowl-
edge on best combinations and sequencing for patients with insomnia alone or with 
co-morbid psychiatric illnesses (Sudak, Kloss, & Zamzow, 2014). Despite these pre-
liminary results, recent clinical practice guidelines developed by the American College 
of Physicians (ACP) concludes that there is insufficient evidence for the incremental 
value of CBT over pharmacotherapy or for combination treatment. The ACP recom-
mends that all adult patients receive CBT-i as the initial treatment for chronic insom-
nia disorder and medication should be considered only for patients for whom CBT-i 
alone was unsuccessful, following a discussion of the benefits, harms, and costs of 
short-term medication use (Qaseem, Kansagara, Forciea, Cooke, & Denberg, 2016).

 Final Conclusions and Discussion

A review of the literature yields substantial evidence for the efficacy of numerous phar-
macological and psychological interventions in the treatment of insomnia. However, 
there is less evidence comparing the treatment modalities to each other, very few inter-
drug comparison studies, and still less examining the comparative efficacy of combined 
treatment approaches. Generally, the literature supports the long-term superiority of 
CBT over pharmacologic intervention. While patients receiving CBT may not experi-
ence as rapid treatment gains as those treated with medications, the treatment effect 
continues to grow after the end of therapy and is maintained 1 to 2 years after the  
termination of therapy. CBT is also effective in both nonelderly and elderly subjects, as 
well as those with other co-morbidities for whom certain medications may be contrain-
dicated. Lastly, CBT is flexible enough to be delivered in group form or via the internet, 
making it a readily available therapy.

This is not to say that pharmacotherapy has no place in the treatment of insomnia. In 
cases of acute insomnia, the early judicious use of pharmacologic agents could avert the 
development of chronic insomnia and could be an easier and equally efficacious treat-
ment compared to CBT administered over several weeks. Equally important to keep in 
mind in the judicious use of pharmacotherapy is the observation that some patients 
may be better treated with a single agent to address multiple issues (i.e., antidepressants 
for patients with depression and insomnia).

We summarize our findings in Table 8.1, and provide treatment recommendations.
Additionally, research provides evidence that sequenced treatment strategies may 

provide a synergetic result in the treatment of insomnia, while the use of medication 
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early in treatment may reduce attrition and increase further treatment compliance with 
CBT-i interventions that provide long-term results. It remains the task of the clinician 
to consider this research as well as individual patient variables, including patient prefer-
ence, when determining the optimal therapeutic approach.

Table  8.2 summarizes our impressions of the research in the field, and our final 
conclusions.

Table 8.1 Integrative biopsychosocial intervention with insomnia: Summary of best-practice 
recommendations by level of confidence derived from strength of evidence.

Practice guidelines for insomnia

Level A Recommended  ● CBT-i techniques should be considered first-line treatment due to 
the durability of treatment gains and lack of adverse effects 
associated with such treatment

Level B Suggested  ● Of the medications for insomnia benzodiazepines, Z-drugs, and 
orexin/hypocretin antagonists appear to have the greatest 
efficacy. However, all of these drugs may cause significant side 
effects and interact with other medications

 ● Antihistamines have no place in the efficacious management of 
insomnia

Level C May be 
considered

 ● Historically, integrated treatments utilizing both CBT-i and 
medication have shown no advantage over CBT-i alone. Recent 
evidence has indicated that combination therapy may be superior 
if the treatments are sequenced appropriately

 ● Preliminary findings support combinations in which initial use of 
medication may avert patients discontinuing prior to the end of 
CBT-i

Table 8.2 Final observations on research and treatment of insomnia.

Research:
A) There are numerous pharmacological and nonpharmacological interventions that have shown 

efficacy in the treatment of insomnia relative to placebo
B) Generally, research has shown that while medication can lead to more rapid alleviation of symp-

toms, CBT leads to longer lasting treatment gains
C) More research is needed to make specific comparisons between different pharmacological inter-

ventions, comparing pharmacological interventions to CBT, and examining the efficacy of differ-
ent sequences of treatment combinations

Conclusions:
A) Integrated CBT-i with pharmacotherapy with proper sequencing may be the optimal treatment 

for insomnia, but more research is needed to confirm these results
B) Pharmacotherapy leads to faster alleviation of symptoms but is typically associated with adverse 

effects and return of symptoms upon discontinuation of medications
C) CBT-i leads to treatment effects similar to medication over a longer period of time and these 

effects are longer lasting. Supplementing CBT-i with medication can lead to better treatment 
compliance in the early stages of therapy
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Illustrative Case Study in the Clinical Practice of Biopsychosocial Integration  
with Insomnia

Sara is a 38-year-old woman (BMI: 24.2) who presents with difficulty initiating sleep at night 
and associated daytime tiredness. She had a history of depression 5 years ago that was suc-
cessfully treated with sertraline 75 mg. She successfully weaned off of medications after 2 years 
of treatment. She did well until 6 months ago when a series of stressors, including increased 
work demands and caretaking for her aunt with Alzheimer’s disease, led to difficulty with sleep.

Prior to the stressors, she had a regular sleep–wake pattern, sleeping from 11:00 pm to 6:15 
am on weekdays with a wake time of 7:30 am on weekends. Starting 6 months ago, however, 
she began to experience difficulty falling asleep. She would get in bed and worry about the 
issues that she was grappling with. She became concerned about the lack of sleep and com-
pensated for her lack of sleep by moving her bedtime earlier and earlier in the hope of allocat-
ing more time for sleep. Eventually, the work problems improved and she set up a care system 
for her aunt limiting the patient’s responsibilities to the evenings a few days a week. Despite 
dealing with her stressors, the problems initiating sleep nevertheless persisted.

Now she is in bed from 9:45 pm to 6:15 pm and finds that she is nearly panicked getting into 
bed worrying about the negative impact that insufficient sleep will have on her performance 
the next day. She has greater difficulty falling asleep, estimating that she is not falling asleep 
until after 12:30 pm. Once asleep she is able to sleep through the night and would like to be 
able to sleep in later in the mornings as she is exhausted when her alarm awakens her. She has 
maintained her consistent weekday wake time, primarily due to her work schedule. She has 
had anxiety around stressful events in the past, but now believes that her sleep problems are 
the principle cause of her anxiety. She does not report any physiological symptoms such as 
heart palpitations, restless legs, shortness of breath, or instances of gasping for air during the 
night, nor is she sleepy while driving. She does feel that her job performance has suffered 
because she is exhausted and has difficulty focusing at work.

Past medical history is notable for depression, anxiety, and asthma. The patient does not 
feel that she is depressed currently, and her anxiety primarily revolves around her difficulty 
obtaining adequate sleep. Her asthma is rarely an issue. Family history is notable for anxiety 
in her mother and her sister and depression in her father. Sara is a nonsmoker. She drinks two 
or three alcoholic beverages per week. She has noted that it is often easier for her to fall asleep 
after drinking a glass of wine; however, she does not regularly drink immediately before bed 
and does not report using alcohol for sleep. She used to exercise 3 h per week, but has felt too 
tired to exercise for the past 2–3 months.

Physical examination was unremarkable. Current medications include birth control pills 
and a rescue inhaler for asthma.

Sara’s primary complaint is increased difficulty initiating sleep, a resultant foreshortened 
total sleep time, and daytime exhaustion. The problem has evolved in the setting of a fairly regi-
mented sleep–wake schedule, indicating no evidence of an underlying circadian rhythm disor-
der. Furthermore, the sleep difficulty is not better explained by a concurrent sleep disorder or 
medical condition, such as restless leg syndrome or obstructive sleep apnea. Given that the 
sleep onset difficulties have been present for 6 months, chronic insomnia is an appropriate 
diagnosis. Sara’s history of depression and anxiety are predisposing factors that made her vul-
nerable to sleep difficulties. The stressors at work and the demands of caretaking for her aunt 
served as precipitating factors that led to sleep onset difficulty. In an attempt to compensate for 
her sleep difficulties, Sara moved her bedtime up from 11:00 pm over a period of weeks increas-
ingly earlier to 9:45 pm. Unfortunately, this served as a perpetuating factor and had the unin-
tended consequence of increasing her sleep-anticipatory anxiety and her difficulty initiating 
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sleep. It should be noted that the stressors that served as precipitating factors for the insomnia 
no longer appear to bother Sara as much as her anxiety specifically regarding her sleep, which 
has replaced the original stressors. Such an association can be conditioned over time when a 
patient is in bed but cannot sleep because of stress. Once the stress is gone, the bed and the 
nighttime environment have become conditioned stimuli for sleep-anticipatory anxiety.

The first step in Sara’s treatment included a thorough assessment of her sleep pattern with 
sleep logs. Sleep logs are self-report records regarding the night’s sleep that patients complete 
retrospectively each morning (see Fig. 8.1 for Sara’s pretreatment sleep log). At a minimum, 
patients should indicate what time they got into bed, the estimated sleep onset time, when 
they awoke in the morning, and any interruptions throughout the night that they can recall in 
the morning. A graph format simplifies the information for review.

If the patient reports difficulty maintaining a sleep log, actigraphy is a potential alternative 
that objectively reports much of the same information (see Fig. 8.2 for Sara’s treatment acti-
graph output). While the patient is completing sleep logs, it is reasonable to initiate behavio-
ral strategies to address the insomnia. In Sara’s case, restricting her time in bed to much closer 
to the time she is actually falling asleep is a first critical step. She was advised to delay getting 
in bed until 12:30 am and maintain her 6:15 am wake-up time. She was counseled in basic 
sleep hygiene and stimulus control principles, using the bed only for sleep, creating a consist-
ently relaxing wind-down bedtime routine to separate daytime activity from night, and 
including limiting light exposure near bedtime.2

Sara returned after 2 weeks with the sleep log in Fig.  8.3. She reported difficulty staying 
awake until midnight, but found that she was so tired that she typically fell asleep by 12:45 am. 
Given her improved sleep efficiency, she was instructed to move the bedtime back to 12:15 am 
with the plan to gradually inch the bedtime back toward 11:00 pm, contingent upon a contin-
ued sleep latency of 20–30 min maximum and a good sleep efficiency. The addition of cognitive 
strategies to help the patient manage any negative thinking surrounding sleep and its outcome 
was helpful, and an online CBT-i was recommended to supplement other treatment efforts.

In instances where patients report inability to restrict their sleep time, the use of medication 
to manage anticipatory anxiety may be appropriate and necessary. Absent a clear indication 
for an anxiolytic medication, the addition of 5 mg of zolpidem at bedtime may be helpful in 
some situations and could increase compliance with concurrent nonpharmacologic interven-
tions. Additionally, a regular exercise program should be encouraged for its positive effect on 
sleep latency and duration, reinforcing effect on the timing of the circadian rhythm, and to 
facilitate endorphin release benefit on mood and cardiovascular conditioning. Meeting phys-
ical activity guidelines has been shown to be associated with less frequent feelings of daytime 
sleepiness and difficulty concentrating (Loprinzi & Cardinal, 2011).

In Sara’s case, she responded well to treatment. Over the ensuing 8 weeks, she was able to 
gradually move her sleep onset time back to 11:00 pm, allowing for 7.25 h of sleep opportunity, 
while maintaining her regular routine. In Sara’s circumstance, the insomnia was clearly trig-
gered by a cascade of stressors. Educating her about these stressors when her circadian rhythm 
is entrained could allow her to recognize and properly address such triggers in the future and 
avoid future episodes of insomnia. It may be appropriate to prescribe 5 mg zolpidem as needed 
to help address the sleep disruptive effects of future stressors proactively. Sara was very engaged 
in the treatment plan and was empowered by her ability to manage the insomnia. Less insight-
ful patients may be frustrated by these strategies, and augmenting CBT-i with zolpidem can be 
particularly helpful to increase compliance with the behavioral aspects of therapy.

(Continued)
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Figure 8.1 Sara’s sleep log before treatment demonstrating an elongated sleep latency.
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Notes

1 For a review of current thinking on the pathophysiology of insomnia, see Levenson, Kay, 
and Buysse (2015).

2 Note that when using sleep restriction, patients should be strongly cautioned against 
driving if sleepy the following day.
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Current estimates suggest that more than 100 million Americans are currently suffering 
from pain (Califf, Woodcock, & Ostroff, 2016) and 9 million to 12 million of these have 
chronic or persistent pain. Indeed, 42% of US households report one or more persons 
with chronic pain, with about half of these individuals failing to achieve adequate pain 
relief. Over the past half-century, research and treatments have led to a significant 
increase in the incidence of pain, resulting in many books, research journals, and facili-
ties dedicated to a better understanding of this problem. Yet, the problem of suffering 
from persistent pain continues.

It goes without saying that there really is no such thing as “benign” pain. To the person 
suffering from pain, no pain is “benign”; all pain is real, no matter the cause or origin. 
Nonetheless, benign pain refers to pain of either physical, noncancerous origin (e.g., 
arthritic diseases, musculoskeletal chronic back pain) or pain for which no clear organic 
cause can be elucidated, such as so called “psychogenic” pain or somatoform disorder. 
Successful treatment of most persistent pain can benefit from a multitiered approach 
that aims for integration of the pharmacological and nonpharmacological. Unfortunately, 
all too often medical personnel rely primarily on medication prescription, especially on 
prescription of opioid analgesics.1 These range from relatively mild agents (e.g., trama-
dol), to potent, frequently addicting, agents (e.g., hydrocodone, oxycodone, morphine). 
Here, we will present evidence of the efficacy of narcotic and nonnarcotic pharmaco-
logical agents used in the treatment of benign pain, while highlighting issues of safety 
and pointing out their limitations. In this same vein, we will also present the efficacy 
and applicability of nonpharmacological psychosocial interventions in the treatment of 
this special patient population. It is assumed that even nonprescribers working in the 
field of pain management need to have some basic knowledge of pharmacological inter-
ventions, at least to the point where they can be integrated into a plan of comprehensive 
care, combining prescribed agents with nonpharmacological interventions. An exam-
ple of such a need is found in the February 2016 initiative by the US Food and Drug 
Administration (FDA) to introduce sweeping new changes to opioid prescribing poli-
cies in an attempt to stem the tide of opioid use and opioid-related fatalities (Alford, 2016; 
Califf et al., 2016; Dart et al., 2015); such a proactive response to prescription abuse 
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requires the awareness of all professionals involved in the treatment of chronic pain: 
prescriber and nonprescribing therapist. It also should be mentioned here that it is very 
difficult to evaluate the integration of medications and behavioral-based treatments for 
chronic pain, because the bulk of research comes from multidisciplinary pain centers 
where the treatments are seldom limited solely to medication or psychosocial interven-
tions. Often patients in the pain clinic setting receive many other medical procedures as 
well as physical therapy and other supportive therapies, making it difficult to isolate the 
specific effects of individual components of the treatment package.

 Acute versus Chronic Pain

Chronic pain, unlike acute pain, lasts beyond the usual time course for the normal heal-
ing process. Often the level of tissue pathology appears insufficient to explain the extent 
and/or presence of the ongoing pain. Seemingly, the pain has become the disease itself, 
requiring treatment as much as any underlying tissue pathology. It tends to persist over 
time and become increasingly resistant to medical treatment, and can ultimately cause 
dramatic and disruptive psychosocial consequences for the patient and family.

While chronic pain may be present without an identifiable cause, it may also accom-
pany a known disease process such as degenerative spinal disc disease, rheumatoid 
arthritis, and many other myofascial and neuropathic syndromes. But when patients 
with such diagnoses are referred to tertiary pain centers, it is usually an indication of 
atypical difficulty with managing the associated pain.

The transition from acute to chronic pain appears to occur in three identifiable stages:

Stage 1 occurs when one becomes fearful that the pain will never end. The result may be 
the development of a state of anxiety and worry that is frequently treated with tran-
quilizing benzodiazepines and sleep agents. While short-term treatment with such 
drugs may be defensible, longer-term use almost invariably leads to dependency and 
other complications. For example, benzodiazepine prescriptions and abuse fatalities 
have increased considerably from 1996 through 2013 (Bachhuber, Hennessy, 
Cunningham, & Starrels, 2016). Drastically needed are new interventions to reduce 
benzodiazepine use or improve their safety. By the numbers, in 2013 an estimated 
22,767 persons died of an overdose involving prescription drugs in the United States. 
Benzodiazepines were involved in approximately 31% of these fatal overdoses.

Stage 2 develops when poorly treated pain persists, and initial worry and frustration lead 
to learned helplessness (depression), preoccupation with symptoms and symptom 
magnification, often accompanied by sedative and opioid dependency. A corollary at 
this stage is the development of anger-generated distrust and feelings of entitlement.

Stage 3 enters into a true medical crisis that leads to the acceptance of a “sick” role that 
exempts the patient from normal responsibilities and obligations. Use of healthcare 
resources continues to increase during this final stage, and there is often a further 
escalation of maladaptive health behaviors such as increases in alcohol, opioid, and 
tobacco use, poor diet/weight concerns, and a lack of social and physical activities.
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 The Mind/Body Dilemma and Psychogenic Pain

All healthcare professionals working with chronic pain patients need to be sensitive to 
the potential for misunderstanding and misuse of a diagnostic label such as “psycho-
genic pain.” With a psychogenic pain diagnosis the complex etiology of the pain sensa-
tion can be easily oversimplified and misconstrued (DeGood, 1983). Psychogenic pain 
is usually defined as physical pain that is caused, increased, or prolonged by mental, 
emotional, or behavioral factors. However, all too often after acquiring such a diagnos-
tic label the patient is stigmatized as having pain that is “imaginary.” This reaction rep-
resents a misleading dualistic separation of mind versus body. From a dualistic 
perspective, pain must either be somatic or psychic in origin, which quickly translates 
into artificial notions of “real” versus “not real” pain.

In short, the purpose of a psychosocial evaluation of the chronic pain patient is not 
concerned with determination of a mind versus bodily source of pain. Rather, the pur-
pose of the evaluation is to identify as many factors as possible—physical, environmen-
tal, and psychological—which may be contributing to the persistent experience of pain.

 The Biopsychosocial Model of Chronic Pain

The biopsychosocial approach to chronic pain (e.g., Gatchel, Howard, & Kishino, 2008) 
attempts to integrate the biological basis of pain with psychological (individual cogni-
tions and emotions) and environmental social factors (e.g., family/friends, workplace, 
community). The model redefines nociceptive pain (acute tissue damage) as disease and 
chronic pain as an illness. Disease is considered an objective biological event involving 
body or organ system dysfunction, similar to the events associated with acute pain. 
Illness, in contrast, refers to a subjective experience or self-attribution that a disease is 
present. Illness also refers to how a sick person and his/her social support system live 
and respond to symptoms of pain and disability. Illness is characterized by the degree of 
suffering and intensity of observable pain-related behaviors. If one accepts this holistic 
biopsychosocial conceptualization of chronic pain, it becomes obvious that to manage 
chronic pain medical interventions must be integrated with psychosocial approaches.

 Psychosocial Treatment for Pain

There is little mystery about what constitutes pharmacological treatment of pain, for 
analgesics have been used for this very purpose for millennia. On the other hand, what 
actually constitutes the psychosocial side of the integrated pain management equation 
is, perhaps, less obvious. A psychosocial intervention may involve addressing multiple 
personal and environmental factors tied to pain—educating the family about pain, 
encouraging modification in the work place, advice-giving in dealing with financial 
matters, teaching new behaviors for coping with pain, and, of course, addressing cogni-
tive and mood disturbances that may accompany persistent pain. A psychosocial  
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Brief History of Multidisciplinary Biopsychosocial Management  
of Chronic Pain Treatment

Contemporary approaches to the treatment of chronic pain began in the mid-20th cen-
tury at the University of Washington School of Medicine in Seattle. The key personalities 
were John Bonica, an anesthesiologist, John Loeser, a neurosurgeon, and Wilbert Fordyce, 
a clinical psychologist. The use of regional anesthetic injections for treatment of chronic 
pain, in so called “nerve block clinics,” had become increasing commonplace after the end 
of World War II. But Dr. Bonica took pain management a step further. He initiated the study 
and treatment of pain as a multidisciplinary field (Bonica, 1953, 1990). He envisioned that 
a team approach, incorporating various specialties, would be the best way to move for-
ward in pain management. The clinic he, Dr. Loeser, and Dr. Fordyce established at the 
University of Washington in the early 1970s is considered the first multidisciplinary pain 
center. Recognizing the psychosocial component of chronic pain, Fordyce (1976) concep-
tualized and elaborated the concept of “pain behaviors.” He made the observation “that 
pain problems are signaled by the behavior of the patient” (Fordyce, 1984). One may be 
experiencing severe sensory nociceptive discomfort, but without visible or audible pain 
behaviors from the suffering person there is no communication of pain and thus no publi-
cally recognizable pain problem. He argued that these “operant pain behaviors” in turn are 
subject to the same factors that influence all operant behaviors. Thus, once a pain problem 
develops, and associated pain behaviors are emitted, it becomes inevitable that the 
behaviors will be further shaped by environmental contingencies. There may be direct 
positive benefits in the form of sympathy and financial compensation, or more subtle 
rewards in the form of reduction of responsibility, or avoidance of aversive working condi-
tions. Of course, there may also be many aversive consequences, especially in the form of 
loss of income and general functioning. Continuing pursuit of pain relief through medical 
interventions may have mixed positive and negative consequences. Surgeries, injections, 
and pills may all provide the temporary reward of pain relief, but if long-term treatment 
benefits cannot be maintained, eventually greater suffering may result.

The Fordyce-led inpatient pain management program attempted to directly manipulate 
the contingency management of pain behaviors within the hospital environment. Active par-
ticipation was required from the patient, rather than lying in bed waiting to be “cured” from 
pain. Attempts were made to apply behavioral contingency management principles to (1) 
appropriate analgesic medication use, (2) exercise and rest arrangements, and (3) attention 
and social feedback. Limited analgesic medication was delivered on a time contingent basis, 
rather than in response to complaints of pain, that is, pain behaviors. Reasonable exercise 
quotas were established for each patient, with rest contingent on achieving the quota rather 
than exercise to tolerance (i.e., pain tolerance). Quotas were gradually increased. As much as 
feasible, treatment staff members provided attention to performance of assigned treatment 
tasks, rather than to complaints of pain and suffering. Similarly, management of home behav-
ioral contingency strategies was discussed with visiting family members.

The Fordyce behavioral contingency principles were adopted by many of the 1970s inpa-
tient multidisciplinary programs. Although conceptualized as operant behavioral pro-
grams, they were, in fact, what today we would call a “cognitive-behavioral” therapy 
program. In addition to a direct effort to suppress exaggerated pain behavior and reward 
specific coping behaviors, there was a major cognitive educative component. Through indi-
vidual and group discussions, faulty beliefs about pain and its treatment were addressed. 
Also, attention was given to addressing numerous other psychosocial factors at home and 
in the workplace that may be inadvertently supporting increased pain behavior.
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intervention may consist largely of an attempt to educate the patient as to the nature of 
chronic pain and its treatment, or it may be much more specific to the unique problems 
faced by the individual. Formal individual or group counseling may consist of a range of 
psychotherapy strategies, but today most psychotherapeutic interventions are referred 
to as cognitive-behavioral therapy (CBT).

Clearly there is no single protocol or specific technique that defines CBT. One com-
mon CBT strategy applied to pain management is the teaching of behavioral self-gener-
ated relaxation skills via attention-focused meditation, slow-deep breath control, 
progressive muscle relaxation, and occasionally directed hypnosis. Such behavioral 
strategies can have both direct physiologic and psychic calming effects, which may 
result in a downturn in pain perception. Patients are encouraged to practice reliance on 
this type of “self-calming” in the face of stressors, including the stress of pain. Some 
therapist may conduct relaxation training sessions with the aid of biofeedback. 
Biofeedback involves electronic physiological monitoring of autonomic and central 
nervous system parameters such as muscle tension, skin conductance, heart rate, and 
brain waves. The purpose of the biofeedback monitoring is to provide direct physiologi-
cal information (i.e., feedback) during the self-relaxation training. Biofeedback is not a 
medical treatment per se because it does not in itself do anything to the body; rather, it 
is a teaching aid to help the patient learn the self-regulation skills.

At a superficial level, the psychosocial side of pain treatment looks very much like any 
other counseling services. Patients participate individually and/or in groups with thera-
pists, usually trained as clinical psychologists/counselors, social workers, or psychiatric 
nurses. As one might expect, much of the discussion centers on the patient’s view of his 
or her pain problem and the resultant worries and fears that plague the patient and 
family. Reactions of frustration, anger, and depression are explored in detail. But there 
are distinct differences from the typical symptom-oriented counseling seen in mental 
health clinics, because in a pain clinic the presenting symptoms are seldom voiced 
directly in terms of cognitive or emotional concerns, but rather as physical pain 
concerns.

For psychotherapists working with this particular patient population, a certain 
amount of specialized knowledge is required to connect, and to be accepted as credible. 
Beyond standard mental health-focused information, effective CBT pain therapists 
should acquire additional knowledge about the medical aspects, both diagnostic and 
therapeutic, of pain. In their role as patient educators, they need to become familiar 
with the pros and cons of various surgical, injection, drug, and physical/exercise thera-
pies. They need to be able to present not just the benefit/risk ratios of various treat-
ments, but also the “whys” of these ratios, in terms that are understandable to the 
patient. For example, one should be able to discuss the neurochemical processes 
involved in how/why opioid tolerance and dependency develops. This includes how 
externally administered opioids suppress the production of natural endorphin analgesic 
substances, and trigger a down-regulation in the number of receptors to opioid-related 
molecules. Thus, one can explain drug rebound effects: when the relief from the most 
recent pill begins to wear off, the patient may feel worse pain than he or she did before 
treatment began. Also useful is an understanding of how workers’ compensation, social 
security disability, and other forms of medical insurance operate. Patients need to 
understand fully how the medical insurance and disability insurance systems work 
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because such financial concerns are common stressors for these individuals, and poten-
tially lead to dysfunctional reinforcement contingencies.

The need for treatment staff members to address patients’ maladaptive beliefs and 
expectations, as well as providing basic information about pain and its treatment, can-
not be overemphasized. It is not uncommon, despite reporting multiple prior radiologic 
studies, invasive treatment failures, multiple medication trials, and lengthy periods of 
rest and inactivity, for patients to expect, and sometimes plaintively demand, more of 
the same failed efforts. Recommendations for conservative alternatives to surgery and 
medications will frequently be met with skepticism and disappointment, if not anger. In 
a similar vein, too often patients, sometimes with considerable justification, complain 
that no one had ever explained anything understandable to them about the cause of 
their pain problem. Thus, the patient, prior to entering the pain clinic, has felt com-
pelled to persist in a desperate search for a doctor who “will just tell me what is wrong.”

Frequently linked with a misplaced faith in medical (i.e., pharmacologic and surgical) 
interventions as the answer to all pain concerns is a passive acceptance of the “sick role” 
while waiting to be “cured.” This passive attitude may include the belief that “staying off 
one’s feet” or “bed rest” is essential, rather than active participation in physical therapy 
and exercise programs. Weight gain, further fitness deterioration, and depression (feel-
ings of helplessness and hopelessness) are often the result. A fear that pain associated 
with activity is a sign of more damage can be pervasive, but can be modified by a discus-
sion of “good vs. bad pain,” and carefully supervised gradual increases in exercise to 
tolerance can be reframed in a positive, encouraging manner. Movement tolerance can 
also be facilitated by anticipating task requirements in advance and pacing oneself 
accordingly. Strategic use of stretching, rest–activity cycles, balance training, and limit-
ing excessive bracing and guarding postures are just a few of the specific strategies that 
can further counter passivity and associated feelings of helplessness in the face of pain.

There is ample empirical evidence that maladaptive pain information and beliefs are 
predictive of moving from acute injury to chronic pain (Young Casey, Greenberg, 
Nicassio, Harpin, & Hubbard, 2008), and once chronicity has set in, the patients’ level of 
physical disability and depression increase (Turner, Jensen, & Romano, 2000). Since 
such beliefs can directly impact how an individual behaviorally copes with pain, it is not 
surprising that maladaptive cognitions predict poor response to pain treatment 
(DeGood & Kiernan, 1997; Shutty, DeGood, & Hoekstra-Tuttle, 1990); alterations in 
such beliefs during treatment discriminate between good and poor outcomes (Jensen, 
Turner, & Romono, 2007). For example, the more an individual holds onto a belief that 
pain always signals physical harm and is necessarily uncontrollable and disabling, the 
poorer the treatment outcome (Roth & Geisser, 2002).

A cognitive research dimension closely related to addressing maladaptive beliefs has 
centered on the constructs of catastrophizing and readiness to change. Pain catastro-
phizing reflects an exaggerated helpless and hopeless response to the experience of 
pain. A heightened level of catastrophizing has been associated with many variables 
reflecting poor adjustment to pain, including psychological distress, poor response to 
treatment, more disability, and greater pain intensity (Keefe, Lefebvre, & Smith, 1999). 
Readiness to change, as measured by the Pain Stages of Change Questionnaire (Kerns, 
Rosenberg, Jamison, Caudill, & Haythornwaite, 1997), identifies patient cognitions that 
reflect how ready the patient is to work within a behavioral rehabilitation approach to 
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pain management. In a study of 109 chronic pain patients participating in CBT treat-
ment, the 50 patients who dropped out had significantly lower “Readiness” scores rela-
tive to patients who completed the treatment (Kerns & Rosenberg,  1999). Also 
pre-to-post increases in Readiness scores were associated with improved outcomes. 
Detailed descriptions and related research of numerous psychometric scales that have 
been developed for measuring these various dimensions of pain beliefs and coping 
strategies can be found in DeGood and Cook (2011).

Sleep is another concern that is often addressed in CBT therapy with chronic pain 
patients. Morin, Gibson, and Wade (1998) surveyed 105 consecutive patients referred 
to a multidisciplinary outpatient pain clinic about their quality of sleep. Two-thirds of 
the sample indicated significant difficulties initiating and maintaining sleep. There is a 
modest amount of clinical trial literature suggesting that the relationship between pain 
and poor sleep is reciprocal and that CBT intervention for pain or insomnia holds 
promise in reducing pain and improving sleep (Smith & Haythornthwaite,  2004), 
although the nature of pain-related sleep disturbance remains poorly defined (Bjurstrom 
& Irwin, 2016). Certainly inadequate sleep can confound coping with pain, and contrib-
ute to reductions in daytime cognitive alertness and behavioral functioning. Sedative/
hypnotic sleep aids may be necessary during flare-ups of pain, although the use of such 
sleep aids must be employed with caution given the risk of overdose, especially if the 
patient is already taking respiratory suppressing opioids and/or any other sedative/hyp-
notics. Therefore, before starting any pharmacological sleep aid it is critical that res-
piratory apnea be ruled out as a contributing factor to disturbed sleep. Finally, the 
inclusion of CBT-based instruction in understanding and improving sleep skills may be 
helpful. As with pain, presenting relevant information and instruction in self-controlled, 
cognitive-behavioral relaxation are commonly employed strategies in addressing 
insomnia. The person with chronic pain should understand how excess time spent in 
bed, or in otherwise prolonged inactivity, can disturb normal sleep cycles and lead to 
excessive sleep fragmentation. The patient must be dissuaded from the belief that the 
only good night of sleep is one that is free of awakenings. In fact, some individuals with 
chronic pain may do better with modifications of sleep schedules and sleep positions. 
For example, for those with severe low back pain, getting up every 2 or 3 h for a brief 
movement or stretching routine may actually improve their overall sleep experience.

In short, a patient’s beliefs and expectations about pain and sleep and its treatment 
have a great deal to do with how people manage their pain and its consequences. In fact, 
the psychology of pain management is not primarily about reducing the sensory dimen-
sion of pain, but instead about trying to influence how people perceive and cope with 
their pain. If maladaptive beliefs directly influence coping, such beliefs should not be 
viewed simply as artifacts of the chronic pain experience that will disappear once a cor-
rect medical diagnosis and treatment is initiated. Rather, maladaptive cognitions and 
corresponding poor coping lie at the heart of the chronic pain problem.

Addressing the psychosocial dimensions of pain management is not just the task of 
psychotherapists in a chronic pain treatment facility. It must be a consistent message 
from all biopsychosocially oriented staff. This includes not only the professional staff, 
but also the office staff members who handle phone calls and schedule appointments. 
The message should never be presented in a dictatorial or punitive manner, but pre-
sented as information that is in the best interest of the patient.
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Hypnotism, which clearly falls under the CBT rubric, deserves a brief mention here. 
Hypnosis for pain control has a strong foundation in the experimental literature, (e.g., 
Montgomery, DuHamel, & Redd, 2000; Patterson & Jensen, 2003), as well as numerous 
anecdotal reports. Hypnotically induced analgesia can be particularly dramatic follow-
ing acute injury or during painful medical or dental procedures, where participants 
successfully hypnotized can experience a remarkable freedom from pain. Likewise, 
hypnosis can be used to create a highly relaxed cognitive-emotional state with focused 
attention that can help cope with chronic pain, especially for patients who can learn 
self-hypnosis. When successful with chronic pain, the key element is the ability of the 
patient to learn and then apply self-induced hypnotic analgesia as a behavioral coping 
skill in nearly any situation. However, the response to hypnotic analgesic suggestions 
can be quite unpredictable and for some individuals the term has a highly negative con-
notation. Furthermore, some patients report having bad experiences with hypnosis, 
particularly with exacerbation of anxiety and the triggering of unwanted or false memo-
ries. Granted that in the hands of a skilled hypnotist, knowledgeable about its use in 
pain management, hypnosis can be a useful tool in the teaching of pain coping, most 
pain management therapists prefer the less controversial route of teaching cognitive 
and physiologic relaxation via instruction in general muscle relaxation, breath control, 
positive imagery/visualization, and attention control (meditative) techniques, with or 
without the aid of biofeedback.

 Evaluating Efficacy of Pain Treatments

Before we consider the evidence regarding the effectiveness of pharmacological and non-
pharmacological treatments of chronic pain, there is a need to address the problem of 
gathering such empirical information. Many of the problems encountered in evaluating 
pain treatments are common to all treatment outcome research, but challenges are fur-
ther multiplied when one looks at a phenomenon as amorphous as the experience of pain.

An immediate problem encountered in the evaluation of pain treatment outcomes is 
the fact that there is no truly objective way to measure pain. Pain is always a subjective 
individual perception and can only be quantified via self-report (usually a 10-point rat-
ing scale) or monitoring of behaviors that are indicative of pain.2

While self-reported pain relief is clearly an important outcome variable, it cannot 
stand as the sole criterion of treatment outcome. Of equal importance is the outcome 
variable of functioning—that is, is there indication of an improvement in functioning? 
Several dimensions of functioning should be monitored. Examples are cognition (e.g., 
attention and concentration, clarity of thinking), emotions and emotional control (e.g., 
anxiety, depression, anger), and specific target behaviors of interest, (i.e., self-care, return 
to work, social interaction, exercise, sleep). What conclusion do we draw if the patient 
reports subjective pain relief, but fails to demonstrate any meaningful improvement in 
functioning; or, contrariwise, how do we explain the case where function improves but 
without acknowledgement of pain relief? Despite frequent discrepancy between differ-
ent outcome indicators, the need for multidimensional assessment remains critical in 
the clinical setting, and even more so in the clinical research setting.
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 Pharmacological Treatments for Chronic Pain

The evidence that opioid medications can reduce acute pain is overwhelming, and their 
importance in the management of acute pain generates little controversy. Undoubtedly, 
these medications can also reduce chronic pain, but often at the price of creating 
dependency and addiction with extended use. Some have argued (e.g., Portenoy & 
Foley, 1986) that with careful monitoring these problems can be adequately managed in 
many patients. No doubt some individuals can take well-regulated amounts of narcotic 
medications for extended periods of time, demonstrate minimal side effects, and con-
tinue to experience a useful degree of pain relief, without requiring increasing amounts 
of the drug. However, there is abundant evidence that, for many patients, the risks 
stemming from long-term use are very high, with little lasting improvement in func-
tioning (Manchikanti, Fellows, Ailinani, & Pampati, 2010).

Jamison et al. (2010) tested whether the numbers of patients that can be safely man-
aged on long-term opioids can be increased with a behavioral intervention. These 
research clinicians randomized high-risk patients to either a psychological intervention 
to improve compliance or to a no-intervention control group. The intervention group 
received structured education and worksheets on opioid risk and individual motiva-
tional counseling, all aimed to limit patterns of misuse. The results were encouraging in 
that the intervention group patients reduced their level of misuse down to the level of a 
low-risk comparison group while the high-risk controls remained unchanged in their 
abuse pattern. A follow up study (Wasan et al., 2012) produced similar positive results 
with a cognitive-behavioral intervention program geared at controlling the craving for 
medication in patients treated with opioids. Such studies are impressive examples of the 
power of psychosocial CBT strategies to reduce opioid misuse, but these are costly, 
time-consuming interventions that can be employed only with a highly trained staff.

Studies like those mentioned above do illustrate that where it is deemed necessary 
and appropriate to use opioid medication on a long-term basis, there are behavioral 
guidelines that may help control the risk. Nonmedical counselors can play an important 
role in screening, explaining, and enforcing these guidelines. The first step is to screen 
carefully for a personal and family history of substance abuse and addictions. If this 
screen does not raise a red flag, a drug contract should be explained to, and signed by, 
the patient. Typically the contract specifies the amount of medication that will be pre-
scribed for a given period of time. Opioids must be used only as prescribed and requests 
for early refills are not responded to. Also early refill requests based on lost, stolen, or 
damaged medication are not honored. Any violation of the contract will result in termi-
nation of the agreement (e.g., Fishman & Kreis,  2002; Hariharan, Lamb, & Neuner, 
2007). This contract presents an upfront behavior challenge to the patient to use opi-
oids only in appropriate fashion and, in so doing, to participate responsibly in his or her 
pain management. The contract should also spell out the potential side effects, includ-
ing the development of tolerance and dependency, and the likelihood of serious with-
drawal effects if the medication is discontinued.

The patient may have to go through a medically supervised detoxification to regain 
the analgesic benefits of a lower dose. Another strategy is to take regular “drug holidays” 
to limit the build of tolerance/dependency. Patients may agree to take narcotic 
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medication for 4 or 5 working days, allowing them to maintain a regular work schedule, 
but then discontinue, or greatly reduce the medication for 2 or 3 weekend days. Other 
patients accomplish the same goal by consciously limiting their use of the narcotic to 
only 3 or 4 “worse” pain days during the week, but never taking it every day. Some are 
able to get more pain relief with fewer narcotics with the use of an implanted drug 
pump that delivers the medication directly to the sight of pain. However, it should be 
noted that research to date has not entirely clarified the benefit/risk ratio of the intrath-
ecal opioid drug pump.

How Do We Achieve “Opioid Sparing”?

Opioid sparing (Julien, Advokat, & Comaty, 2011) is the process of achieving pain relief 
without reliance on opioids. To properly approach opioid sparing it is important to note 
the co-morbidity of pain, anxiety, depression, and perhaps anger or frustration in most 
chronic pain patients. To treat these emotional states or reactions, opioids are largely 
ineffective while antidepressants and antiepileptic “mood stabilizers” are vital. Indeed, 
the value of antidepressants and mood stabilizers lies in two areas:

1) They possess analgesic actions.
2) They treat symptoms that trigger, exacerbate, or compound the effects of pain; nota-

bly depression, anxiety, sleep disturbances, anger, and other states of neural arousal/
excitation.

On the other hand, benzodiazepine, nonbenzodiazepine sedatives, and “muscle relax-
ants” (e.g., cyclobenzaprine (Flexeril)) are not analgesic and impair psychomotor per-
formance. These agents dull mentation and also impair driving abilities, even at blood 
concentrations considered to be therapeutic. Lacking fundamental analgesic qualities, 
these sedatives have little place in chronic pain management, although they are almost 
universally prescribed.

In addition to use of an analgesic-promoting antidepressant, especially the tricyclic 
antidepressants (Jain & Jain, 2011), and mood stabilizers (notably gabapentin and pre-
gabalin), medical marijuana is emerging as a plausible pharmacological addition to pain 
therapy. At least two alkaloids found in marijuana tetrahydrocannabidiol (THC) and 
cannabidiol (CBD) possess potent analgesic and anxiolytic actions. One of these exhib-
its psychedelic action (THC) that may limit its use in chronic pain management, but the 
other alkaloid (CBD) is devoid of psychedelic action, retaining analgesic and anxiolytic 
actions. Indeed, CBD may provide yet another option in minimizing the use of potent 
opioid analgesics. Much remains, however, to be determined in the use of cannabis for 
pain management, including development of delivery system such as oral products (e.g., 
capsules) of near-pure CBD (Fine & Rosenfeld,  2013). Already marketed in several 
countries (but not the United States) is Sativex®, a mixture of equal parts of THC and 
CBD. Sativex® is used in the treatment of pain associated with multiple sclerosis as well 
as in the treatment of suffering in patients with advanced cancer disorders. Sativex®’s 
analgesia, sedation, and action in decreasing nausea and vomiting are impressive 
(Canadian Agency for Drugs and Technologies in Health, 2016).
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In order to pharmacologically treat chronic pain with minimal use of opioids, we 
propose a tiered, multilayer approach for chronic pain medication:

1) Initiate therapy with a nonsteroidal anti-inflammatory drug (NSAID), such as aspi-
rin, ibuprofen, naproxen, or a miscellaneous analgesic such as acetaminophen.

2) Should NSAIDs be insufficient, consider adding a mood stabilizer in the form of an 
anticonvulsant-analgesic (e.g., gabapentin or pregabalin).

3) Also consider adding an antidepressant with norepinephrine activity (e.g., a tricyclic 
antidepressant such as nortriptyline or amitriptyline; or, alternatively serotonin nor-
epinephrine reuptake inhibitors (SNRIs) such as duloxetine or venlafaxine).

4) Omega-3-polyunsaturated fatty acid has mild analgesic actions and can be used as 
an add-on augmenting agent (Julien et al., 2011), while CBD extracted from mari-
juana possesses analgesic action in the absence of psychoactive effects.

5) Finally, if pain is so severe or persistent that the above regimen proves insufficient, 
then, and only then, should an opioid be prescribed.

Opioid Analgesics as a Last Resort
Should severe pain continue despite all other attempts at therapy, opioid analgesics have 
a limited role and should be used with great caution in chronic, benign pain. In 2008, 1.9 
million persons in the United States were dependent upon or abusing prescription opi-
oids. The United States makes up 4.8% of the world’s population, yet uses 80% of the 
global supply of opioids and 99% of the global supply of hydrocodone. Deaths from 
prescription opioids now exceed auto accidents as cause of accidental deaths, and pre-
scription opioids take more lives than heroin and cocaine combined.

Medications that bind to morphine receptors in the nervous system are of three types: 
pure agonists, partial agonists, and pure antagonists. Pure agonists include the powerful 
opioids, including morphine, hydrocodone, oxycodone, hydromorphone, oxymor-
phone, methadone, and fentanyl (and its derivatives). Partial agonists bind to morphine 
receptors, but exert less stimulant action on these receptors. They are thought to pro-
duce a somewhat lower level of pain relief and have less of a propensity to produce 
respiratory depression. Examples include buprenorphine, tapendolol, and the opioid-
like synthetic analgesic tramadol. Finally, there is a series of pure antagonists that bind 
to opioid receptors, yield no analgesic effects, and block access of strong opioids to their 
receptors. Examples include: naloxone, naltrexone, and nalmefene. All of these antago-
nists are capable of reversing opioid-induced analgesia and respiratory depression.

In the product combination buprenorphine/naloxone, the partial agonist buprenor-
phine is combined with the pure antagonist naloxone. Here, if used as prescribed as an 
under-the-tongue film, the buprenorphine is absorbed while the naloxone is swallowed 
and not absorbed. However, if crushed or injected, the naloxone reaches the blood 
stream and precipitates withdrawal. In general, this pharmacologic agent has proven to 
be clinically successful in patients desiring to minimize their opioid dependency by 
careful manipulation of the biologic receptor system prominent in abuse.

There are other newer buphrenorphine formulations on the market that may decrease 
diversion/abuse risk. Probuphine is the first buprenorphine implant for the mainte-
nance treatment of opioid dependence. Probuphine is designed to provide a constant, 
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low-level dose of buprenorphine for 6 months in patients who are already stable on 
low-to-moderate doses of other forms of buprenorphine. However, due to both the cost 
of the product and the need for a surgical implantation procedure this is currently an 
impractical option for most patients and providers. More practical are some of the 
newer sublingual formulations of bupreneorphine; several are FDA approved for opioid 
use disorder only, but may be used off label for pain. Two low-dose buprennorphine 
products that have been recently FDA approved for pain include a sublingual tab 
(BELBUCA®) and a low-dose patch (BuTrans®). Although there can be challenges with 
getting insurance coverage for these expensive products, they remain a good option in 
the chronic pain patient with a history of an addictive disorder requiring ongoing opioid 
management.

Methadone and buprenorphine are both opioids that have analgesic properties but 
are thought to be of lower risk for abuse. Thus, they are frequently used as substitutes 
for higher-risk opioid formulations for patients who are already opioid dependent. 
Indeed, many persons feel that both drugs are opioid antagonists. This notion is wrong. 
Methadone is a pure agonist opioid, like morphine or oxycodone. Its claim to fame, and 
utility, is that it has a long half-life (about 24 h) and is well absorbed orally. As a result, 
it is taken orally and substitutes for other, shorter-acting opioids that are often used by 
injection. In methadone-maintenance programs, methadone is used as a transition 
from other, short-acting pure opioids to a longer-acting, orally administered one. 
Methadone is no “safer” than other pure agonist opioids. Buprenorphine as a partial 
agonist is used as a step-down drug in those patients desiring to eventually become 
opioid-free. Unfortunately, despite its alleged safety margin compared to other opioid-
containing substances, the recent increase in prescriptions of buprenorphrine has been 
accompanied by increased reports (e.g., Sontag, 2013) of dependency and abuse. It is 
the authors’ recommendation that this drug not be started solely for pain control, but 
that it be limited to those pain patients presenting with a concurrent addiction problem. 
These drugs and other opioid issues are discussed thoroughly in Julien’s Primer of Drug 
Action (Advokat, Comaty, & Julien, 2014).

 Efficacy of CBT for Chronic Pain

Efficacy reports of CBT treatment for chronic pain, based on randomized controlled 
trials (RCTs), come from both studies of specific pain problems and studies from pain 
centers combining many different types of pain problems.

The earliest reports regarding the use of variations of CBT for persistent pain involved 
patient education and biofeedback-aided relaxation training for headache management 
(Blanchard et al., 1985). The superiority of CBT supported by biofeedback over medica-
tion alone was particularly impressive at a 5-year follow up (Blanchard, Appelbaum, 
Guarnieri, Morrill, & Dentinger, 1987). Seemingly, the benefits of patient-learned, self-
regulation skills continue to grow over time. In a later review of multiple studies 
(Andrasik, 2007), it was noted that CBT with biofeedback reliably produced a 30–60% 
reduction in headache activities, and these benefits are sustained many years after 
treatment. Meta-analysis of headache studies provides similar support for the value of 
CBT with biofeedback (or some other form of behavioral relaxation training) on 
improving both tension and migraine headaches, including the frequency and duration 
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of headaches, when compared with a variety of control conditions (Nestoriuc & 
Martin, 2007; Nestoriuc, Rief, & Martin, 2008). CBT with biofeedback was generally 
found to be superior to therapeutic modalities without biofeedback for the treatment of 
migraine headaches, but equivalent with nonbiofeedback relaxation training for tension 
headaches.

The headache effects of CBT are more pronounced with tension headaches that are 
not concomitantly treated with drugs, and less effective with migraine (vascular) head-
aches when medication management/mismanagement forms a part of the treatment 
plan (Andrasik, Grazzi, Usai, Buse, & Bussone, 2009). Medication rebound, as part of 
the medication overuse syndrome, remains the most difficult headache pattern to treat, 
and can easily compromise an otherwise effective intervention. These patients may be 
better served in an inpatient setting that can directly monitor medication changes 
simultaneous with providing an educative CBT program. It seems reasonable to con-
clude that many of the outpatient effectiveness studies are based on moderately severe 
headaches with patients motivated to seek alternatives to drug treatments. Persistent 
drug-seeking individuals remain extremely challenging. However, this fact is true for all 
types of chronic pain, and not just with headache; for the patient who insists that medi-
cation is the only acceptable treatment, any approach that emphasizes the development 
of behavioral coping skills can be stymied.

Keefe et al. (1990) randomly assigned 100 older adults diagnosed as having osteoar-
thritis of the knee into one of three conditions: cognitive-behavioral pain coping skills 
training, education about arthritis, or continuation of standard treatment as usual 
(TAU). After 10 weeks, the patients receiving coping skills training had significantly 
lower levels of pain and reduced physical and psychological disability. Comprehensive 
meta-analyses of additional studies confirm the efficacy of CBT in reducing arthritis 
pain (Austin, Beckner, Soeken, Hochberg, & Berman, 2002; Knittle, Maes, & de Gucht, 
2010). Meta-analyses of several studies also support the benefits of CBT for fibromyal-
gia pain (Glombiewski et al.,  2010). In an early CBT study of back pain (Nicholas, 
Wilson, & Goyen, 1992) the relative efficacy of CBT combined with a physiotherapy 
back-education program was compared to a physiotherapy back-education and exercise 
program only. The combined-condition group displayed significantly greater improve-
ment than the education/exercise-only condition, based on measures of other-rated 
functional impairment, use of active coping strategies, self-efficacy beliefs, and medica-
tion use. These differences were maintained at a 6-month follow up. Although, this was 
a small study of only 20 outpatients, it is important because it suggests that CBT adds 
something to chronic pain treatment effectiveness that goes beyond simple information 
sharing and increased compliance with exercise; the results hint at the possibility of a 
combination of treatments that interfaces psychosocial contributions with those of bio-
logical/medical treatments that go beyond simple pharmacotherapy.

Loisel et al. (1997) evaluated the components of a multidisciplinary return to work 
programs in patients with chronic back pain. The four comparison treatment groups 
were: (1) occupational medicine/ergonomic workplace intervention, (2) clinical func-
tional restoration program—a CBT variation, (3) both interventions, or (4) TAU via the 
family physician. Group 3, receiving both interventions, had more than twice the return 
to work levels compared to those receiving care as usual. However, while group 3 alone 
reported a significant decrease in pain, only those combined with the workplace inter-
vention also displayed an increased return to work. The results highlight the critical 
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importance of involving the workplace in an intervention program if the primary goal is 
functional recovery with return to work.

The 1980s and 1990s saw the emergence of a variation of CBT in “back schools” for 
dealing with chronic back pain. Most back school programs consisted of some combi-
nation of group cognitive-behavioral education and intensive guided exercise. A sys-
tematic review by van Tulder, Koes, and Bouter (1997) assessed the effectiveness of 10 
studies of varying experimental quality. Half of the 10 studies showed a positive reduc-
tion in back pain and improvement in functional status. Again, the most effective back 
schools were those with comprehensive programs that also involved integration with 
the work setting. Nonetheless, in another systematic review (Scheer, Watamabe, & 
Radack, 1997), it was reported that only two of six studies of back schools reported posi-
tive “vocationally-related outcomes.” Similarly, Cohen, Goel, and Frank (1994), in a 
review of several similar studies, concluded that there is contradictory evidence that 
back schools are of benefit in the treatment of chronic low back pain.

Despite the back school dilemma, the overall value of CBT programs for back pain 
remains positive, with impressive superiority over usual community care (Cherkin  
et al.,  2016). A meta-analysis of 22 RCTs for chronic back pain (Hoffman, Papas, 
Charkoff, & Kerns, 2007) suggested that CBT, contrasted with various control condi-
tions, had significant positive effects on reducing pain, reducing pain-related interfer-
ence with activities, increasing health-related quality of life, and reducing depression. In 
another Cochran Review of 30 RCTs of behavioral treatments for chronic back pain it 
was concluded that, immediately posttreatment, CBT was more effective than TAU for 
pain, but that there was no difference at intermediate to long-term follow up with regard 
to perceived pain or functional status (Henschke et al., 2010). This report highlights 
that group exercise instruction is an intimate component of most CBT programs, mak-
ing it difficult to separate the specific effects of different components of the program. 
However, it should be noted that other studies have demonstrated that these compo-
nents tend to be interactive, and that CBT, at a minimum, improves compliance with 
the exercise component.

A Cochran Review of CBT for chronic orofacial pain (Aggarwal et al., 2011) deter-
mined that CBT, often including biofeedback, resulted in long-term improvements in 
pain intensity, depression, and pain-related activity interference. The authors, however, 
note a lack of rigor in many of the studies covered by the review.

Finally, there are multiple pain syndromes other than headache, backache, and arthritic 
pain that have shown to be improved by adding a CBT component to their respective mul-
timodal treatments, including temporomandibular joint pain (Stowell, Gatchel, & 
Wildenstein, 2007), chronic neuropathic pain following spinal cord injury(Heutink  
et al., 2012), complex regional pain syndrome (de Jong, Vlaeyer, Cuypers, den Hollander, & 
Ruijgrok, 2005), diabetic neuropathy (Otis et al.,  2013), postherpetic neuralgia (Kanazi, 
Johnson, & Dworkin, 2000), irritable bowel syndrome (Blanchard & Schwarz, 1987), phan-
tom limb pain (Jessup & Gaallegos, 1994), and postsurgery pain (Doering et al., 2016).

Noncondition-specific efficacy studies that are primarily generated in multidiscipli-
nary pain centers where a wide spectrum of chronic pain problems are treated cover 
widely heterogeneous types of pain. In one of the first noncondition-specific meta-
analytic reports, combining data from several prior studies, an effort was made to cat-
egorize and compare six classes of coping strategies with a no-treatment condition and 
a positive placebo/expectancy control condition (Fernandez & Turk, 1989). It was found 
that individual patients differ in which coping strategy is most effective for them, but 
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overall the impact of the different individual strategies was not significantly different. 
However, all of the cognitive coping strategies were more effective in alleviating pain 
than were the two control conditions.

Ten years later, a much more comprehensive analysis of heterogeneous pain studies 
containing RCTs was completed, based on 33 previously published papers containing 
data suitable for meta-analysis (Morley, Eccleston & Williams, 1999). Effect sizes for 
CBT were compared with waiting list controls and several alternative treatment condi-
tions. Compared with waiting list controls, CBT treatments were associated with sig-
nificant positive effect sizes on all outcome measurement domains. Further comparisons 
with alternative treatments, including TAU, revealed that CBT produced significantly 
greater positive changes for the domains of pain experience, cognitive coping, and 
behavioral coping, and reduced behavioral expression of pain. There were no significant 
differences on measures of mood, catastrophizing, and social role functioning. TAU 
included a poorly defined category of “standard medical care,” which presumably was 
primarily pharmacologic in nature. Other alternative treatment groups used in the 
meta-analysis included family support, education only, and biofeedback, all conditions 
that arguably could be considered partial forms of CBT. Despite these potential con-
founds, the authors concluded that a CBT-based form of psychological treatment of 
chronic pain is effective. A later Cochrane Review of RCT studies, by the same British 
group (Willams, Eccleston, & Morley, 2012) again reached similar conclusions, noting 
this time that the superiority of CBT is much stronger in comparison with waiting list 
controls than with active treatment controls. Overall CBT effects were very modest in 
improving pain ratings, but stronger with improving mood and decreasing catastrophic 
thinking. Notably, positive results held up 6 months later.

CBT Applications to Special Populations with Pain

In their recent review, Ehde, Dillworth, and Turner (2014) describe several innovative 
application of CBT to special chronic pain populations that have been historically under-
served such as children and adolescents, brain injured civilians and soldiers, older adults, 
and acute and subacute pain in primary care settings. A number of studies support the 
potential efficacy of behavioral treatments for these special populations, although in 
many cases definitive RCTs and high quality meta-analyses have yet to be done.

Children and Adolescents
Children and adolescents appear to benefit from CBT variants such as relaxation train-
ing, biofeedback, and parental guidance in the use of operant behavioral strategies. 
Most studies have targeted headaches (Trautmann, Lackschewitz, & Kroner-Herwig, 
2006). Broader based meta-analyses including headaches as well as other types of pain 
(Eccleston, Morley, Williams, Yorke, & Mastroyannopoulou, 2002; Palermo, Eccleston, 
Lewandowski, Williams, & Morley, 2010) found that, relative to no-treatment controls, 
CBT-based therapies with children and adolescents resulted in a greater than 50% pain 
reduction, with improvement maintained for at least 3 months posttreatment.

Traumatic Brain Injury
Traumatic brain injury (TBI), often accompanied by chronic pain, is sustained by 1.4 
million civilian Americans annually as well as numerous soldiers returning from the 
armed conflict (Gironda et al., 2009). In a review of 23 studies on chronic pain after TBI 
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(Nampiaparampil, 2008), a prevalence of 57.8% was found for chronic headaches. Other 
pain conditions often associated with TBI are pain due to spasticity, peripheral nerve 
injury, reflex sympathetic dystrophy, contracture, and heteropic ossification (Bell, 
Pepping, & Dikman, 2005). Several limited scope studies have reported positive results 
for CBT with pain from neurologic conditions such as spinal cord injury (Ehde & 
Jensen, 2004; Heutink et al., 2012; Perry, Nicholas, & Middleton, 2010) and multiple 
sclerosis (Ehde & Jensen, 2004; Jensen et al., 2011). Still other neurologic conditions 
receiving limited positive evidence include pain from stroke, HIV/Aids, and neuromus-
cular disease.

Elderly Population
Tthe prevalence of chronic pain tends to increase with age. In developed countries the 
reported rates are 47–63% for those over age 65 (Tsang et al., 2008). Medications for 
pain can be particularly risky for older adults, yet there is little research on alterna-
tives. A recent study (Nicholas et al., 2013) found that an outpatient program combin-
ing CBT and exercise for elderly adults was superior to an exercise-only condition on 
posttreatment indicators of disability, pain-related distress, catastrophizing, and self-
efficacy for managing pain. In an earlier meta-analysis of studies involving elderly 
patients, Lunde, Nordus, and Pallesen (2009) were able to identify only seven con-
trolled studies. Nonetheless, this limited review indicated that CBT was efficacious 
for pain, with effect sizes comparable to those found with younger groups. However, 
this meta-analysis did not find significant reductions in medication use or depression 
after CBT treatment.

Subacute Pain in Primary Care 
Those interested in the treatment of chronic pain have long recognized the desirability 
of preventing chronic pain by better management of pain before it has reached the 3 
months or longer stage, which is typically used to define chronic pain. However, the 
vast majority of CBT studies have concerned established chronic pain. CBT is rarely 
involved during the acute (up to 7 weeks) and subacute stages (7 weeks to 3 months) of 
pain management. The Institute of Medicine’s (2011) report on pain treatment urged 
providing patients with pain education about self-management and the role of biologi-
cal and psychosocial factors early in the symptom development process before pain 
becomes chronic. There have been a few efforts to study the effect of CBT techniques 
for individuals with acute or subacute back or neck pain (e.g., Linton & Andersson, 2000; 
Slater et al., 2009; Sullivan, Adams, Rhondenizer, & Stanish, 2006), but these studies, 
although promising, offer insufficient evidence to conclude that psychosocial inter-
ventions at the early stage are effective in preventing the development of chronic pain 
(Nicholas et al., 2011). Pain is often inadequately managed in primary, secondary, and 
tertiary care settings, and psychosocial interventions in particular are underutilized in 
those contexts (Ehde et al., 2014; Keefe, Abernethy, & Campbell, 2005).

Summary

In summary, the available research evidence is strongly supportive of CBT as a use-
ful treatment modality for pain, by itself and used in conjunction with other treat-
ment approaches. CBT is endorsed as having significant empirical support for its 
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treatment efficacy by the National Institutes of Health Consensus Program (1995) 
and the American Psychological Association Task Force on Treatment Efficacy 
(2005). According to Ehde et al. (2014, p. 153) “CBT is now a mainstream treatment, 
alone or in conjunction with medical or interdisciplinary rehabilitation treatments, 
for individuals with chronic pain problems of all types.” A recent update by the 
British Pain Study group (Morley, Williams, & Eccleston, 2013) found CBT particu-
larly effective in reducing negative mood, catastrophic thinking, and self-perceived 
disability, but only mildly so with self-rated pain. Curiously, Morley et al. conclude 
that after four decades of studies there is no further need for additional RCTs that 
simply report group means to demonstrate CBT’s usefulness in the management of 
chronic pain. The report suggests a current need for more emphasis placed on clini-
cal rather than mere statistical significance, and the need to identify which compo-
nents of CBT work for what type of patients. Furthermore, future research should 
include direct comparisons of relative adverse outcomes associated with all treat-
ments used in pain management. Such comparisons might be reasonably expected 
to be particularly favorable to CBT because of its minimal side effect risk when 
compared with medication treatments.

 Best-Practice Recommendations

Table 9.1 presents a summary of our findings on evidence-based treatment of chronic, 
nonmalignant pain.

Apart from the indications found in Table 9.1, many of which are more applicable in 
the multidisciplinary pain clinic, we would like to make several points concerning best-
practice recommendations in treating the chronic pain population within the primary 
care setting.

1) Treatment should begin with the six-tiered multilayered “opioid sparing” medica-
tion steps previously presented. A carefully tiered multilayered medication approach 
is the starting point for pain management. Avoiding opioid and sedative dependency 
is certainly preferable to having to treat it later.

2) With great care in medication prescribing, the primary care practitioner should 
attentively monitor and encourage exercise and weight control appropriate to the 
patient’s condition or make a referral for services that can assist with maintaining 
physical functioning. A rapid loss of strength and flexibility following the onset of 
chronic pain only amplifies the downward spiral into chronicity and can greatly 
hamper future progress.

3) Throughout acute and subacute pain stages, the practitioner needs to be on the 
lookout for emotional and behavioral indicators of maladaptive beliefs about pain 
treatment and maladaptive personal coping that may be warning signs of emergence 
into a “sick role” pattern of behavior (Hill et al., 2011).

4) Care must be taken to encourage and help the patient to become informed about 
chronic pain, and CBT, where indicated, should be openly discussed with the patient 
in primary care and before referral for specialized tertiary care pain services.



9 Evidence-Based Integrated Biopsychosocial Treatment of Chronic, Persistent, Nonmalignant Pain210

Notes

1 Because of serious problems associated with physical addiction and psychological 
dependency, the goal for treating chronic pain should be to try to ameliorate pain 
without major reliance on opioids. This can be defined as an “opioid sparing” treatment 
approach that minimizes or eliminates the need for these particularly potent drugs. In 
the mid-1980s, Portenoy and Foley (1986) raised a major challenge to the restriction 
against the use of opioid for nonmalignant pain. These pain doctors reported encounter-
ing few problems with 38 patients maintained on moderate levels of opioid therapy for 
4–7 years. They concluded that opioid maintenance therapy can be carried out in a safe, 
low-risk manner, and that it is a more humane alternative than no treatment for those 
with intractable nonmalignant pain and no history of drug abuse. However, despite 
better pain control, they also noted there were no substantial gains in employment or 
social functioning following the institution of long-term opioid therapy. The floodgates 
for opioid prescriptions were suddenly opened based on this new, but minimal evidence. 
Sensing the potential for new profits, pharmaceutical companies were quick to move 
into this expanding market. In 1994 OxyContin (slow-release formulation of oxycodone) 

Table 9.1 Integrative biopsychosocial intervention with chronic pain: Summary of best-practice 
recommendations by level of confidence derived from strength of evidence.

Chronic pain

Level A Recommended  ● Integration of multidisciplinary approaches is essential to chronic 
pain management; this entails coordinating combination therapies 
of CBT with pharmacological and other medical approaches, as 
well as physical therapy, exercise, and nutrition

 ● CBT is the first-line intervention once pain has become chronic, 
with pharmacological interventions forming an adjunctive role for 
many patients

 ● Antidepressant medication, especially tricyclic medication, and 
mood stabilizers are considered first-line among pharmacological 
treatments of chronic pain

Level B Suggested  ● Combined with appropriate medication management, biofeedback-
assisted relaxation training is indicated as a first-line intervention 
for chronic migraine headaches, while relaxation training, with or 
without biofeedback, is indicated for tension headaches

 ● Management of arthritic pain is effectively assisted by CBT coping 
techniques, while low back pain treatment is enhanced by 
incorporating CBT into exercise and physical therapy regimens

 ● There is limited but encouraging evidence that CBT can be 
effective with traumatic brain injury, children, and the elderly

Level C May be 
considered

 ● Opioids are not a first-line treatment for chronic pain, but should 
be reserved as a tertiary approach, after other pharmacologic and 
psychosocial approaches have proved insufficient

 ● If an opioid is essential, partial agonist therapy may present less risk 
for dependency and abuse, although the evidence remains limited

 ● When prescribed, opioids require careful monitoring and should 
ideally be accompanied by psychosocial CBT strategies to reduce 
abuse, including the use of a drug contract
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appeared, promoted as a powerful slow-release opioid ideal for the treatment of moder-
ate to severe pain for extended periods of time. With support from the FDA, doctors 
were informed that this new drug “would result in less abuse potential” since it was 
absorbed more slowly than other opioid products. Over the next 20 years the pharma-
ceutical industry released more than two dozen new extended-release opioids for the 
treatment of chronic pain. More recently, medical boards, acknowledging that overuse 
has led to thousands of deaths, have placed opioid prescribing under tighter control. 
“Zero pain” is no longer the goal of treatment (Lee, 2016). The dubious benefits of 
long-term opioid therapy in treating chronic, non-malignant pain must be weighed 
against their abuse and dependency issues.

2 See Handbook of Pain Assessment (Turk & Melzack, 2011) for a thorough presentation of 
pain measurement techniques and issues.
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While diagnostic categorization of eating disorders has expanded in number and detail 
with each revision of the Diagnostic and Statistical Manual of Mental Disorders (DSM), 
the current escalation in incidence of all eating disorders appears to be a function of 
increased prevalence among populations in which it was previously unusual to find eat-
ing disorders, including middle-aged adults, younger preadolescent children, and males. 
Epidemiologic studies have revealed significant increases in the incidence and preva-
lence of anorexia and bulimia among children under the age of 12, as well as among 
boys (Agency for Healthcare Research and Quality, 2009; Eddy et al., 2008; Field, Wren, 
Cooke, & Bloom, 1999; Hoek & van Hoeken , 2003; Rosen, 2003).

Dysregulations of the aminergic neurotransmitter systems are thought to be signifi-
cant mediators in the maintenance of eating disorders through a complex interaction of 
genetic, biological, and behavioral factors. Anxiety as well as affective and substance 
abuse disorders appear to share with eating disorders a similar underlying serotonin, 
dopamine, and norepinephrine neurotransmission vulnerability (Akkerman, Paaver, 
Nordquist, Oreland, & Harro, 2008; Bosanac, Norman, Burrows, & Beumont, 2005; 
Bruce, Steiger, Ng Ying, & Kin, 2005; Bulik, Devlin, & Vacanu, 2003; Bulik, Hebebrand, & 
Keski-Rahkonen, 2007; Grice, Halmi, & Fichter, 2002; Kaye Gendall, & Strober, 1998; 
Rinaman, 2007; Wade, Bulik, & Neale, 2001). When serotonin levels are low and corti-
sol levels are elevated, biologic response mechanisms to stress and peripheral hunger/
satiation signals are disrupted, increasing the propensity for eating disorder symptoms 
and symptoms of co-occurring conditions such as mood disorders and anxiety (Farooqi 
et al., 2007; Heal, Smith, Fisas, Codony, & Buschmann, 2008; Jimerson & Wolfe, 2004; 
Monteleone, Di Lieto, A., Castaldo, 2004). Eating disorders characteristically present 
with overt psychological as well as physical symptoms, often precipitating the initiation 
of some form of psychosocial, pharmacological, or combined progression of treatments 
aimed at ameliorating the eating disorder and its co-morbid mood and anxiety disor-
ders (Halmi, 2005; Kaye & Strober, 1999; Keel & Brown, 2008; Keel & Haedt, 2008; 
Lewinsohn, Striegel-Moore, & Seeley, 2000; Mussell et al., 2000; NICE, 2004).

Empirical research demonstrates that adults with eating disorders of all types and  
subtypes most consistently respond to cognitive-behavioral therapy methods (CBT), par-
ticularly when combined with psychopharmacological therapies (American Psychiatric 

Eating Disorders: Evidence-Based Integrated 
Biopsychosocial Treatment of Anorexia Nervosa, Bulimia 
and Binge Eating Disorder
Marla Sanzone



10 Evidence-Based Integrated Biopsychosocial Treatment of Anorexia and Bulimia218

Association, 2006; Brambilla et al., 2009; Couturier, Kimber, & Szatmari, 2013; Darcy, 
Fitzpatrick, & Lock, 2015; Fairburn, 2008; Fairburn et al., 2015; Galsworthy-Francis, 2014; 
Halmi, 2013; Kaustav & Basu, 2010; Keel & Haedt, 2008; Mussell et al., 2000; NICE, 
2004; Peterson, Becke, Treasure, Sharfran, & Brant-Waugh, 2016; Rosen, 2003; Schmidt, 
Lee, & Beecham, 2007; Schmidt, Wade, & Treasure, 2014; Turner, Marshall, Stopa, & 
Waller, 2015; Zipfel, Giel, Bulik, Hay, & Schmidt, 2015). Specific versions of CBT, alone 
and in combination with other forms of intervention, including medication, family, inter-
personal, and group psychotherapies, have been found to be most suitable for particular 
patient populations by age and eating disorder subtype. For instance, children and adoles-
cents under 16 with various eating disorders have exhibited best response and outcome to 
family-based treatments (Couturier et al., 2013; Dare & Eisler, 1997; Eisler, Simic, 
Russell, & Dare, 2007; Findlay, Pinzon, Taddeo, & Katzman, 2010; LeGrange & Eisler, 
2009; Lilenfeld, Kaye, & Greeno, 1998; Lock, 2015; Lock, Couturier, & Agras, 2006; Lock, 
Le Grange, Agras, & Dare, 2001; Rosen, 2003; Russell, Szmukler, Dare, & Eisler, 1987; 
Schmidt et al., 2007), while adults with bulimia exhibit particularly robust positive out-
comes to CBT and/or interpersonal therapy, combined with psychopharmacological 
interventions addressing co-morbid mood and compulsive symptomology (Agras, Walsh, 
Fairburn, Wilson, & Kraemer, 2000; American Psychiatric Association, 2006; Arcelus  
et al., 2009; Fairburn, 1992, 2008; Fairburn, Jones, Peveler, Hope, & O’Connor, 1993; Lock, 
2015; NICE, 2004; Schmidt et al., 2014; Turner et al., 2015). Dialectical behavior therapy 
(DBT) is also yielding promising results for bulimics, particularly when chronicity and/or 
symptoms consistent with personality disorders are factors (Ben-Porath, Wisniewski, & 
Warren, 2009; Keel & Haedt, 2008; Mussell et al., 2000; NICE, 2004; Peterson et al., 2016; 
Safer, Telch, & Agras, 2001).

Standard of care protocols for inpatient hospital-based and residential-based treat-
ment for anorexics and bulimics most often emphasize CBT in groups and behavioral 
nutrition therapies. Many programs also include a family therapy component. For 
instance, the Maudsley method (Le Grange & Eisler, 2009) and variations thereof are 
often introduced to parents of younger patients for the purposes of educating them 
about the least confrontational and most effective family meal implementation meth-
ods. Similarly, families and partners of older patients often need educating about the 
importance of posthospitalization family therapy, as systemic interactional problems 
are normative in this context and are common contributing causative factors to the 
chronic and more severe eating disorders (Crisp et al., 1991; Eisler et al., 2000a; Eisler  
et al., 2000b; Eisler et al., 2007; Robin, Siegel, & Moye, 1995; Russell et al., 1987). Family 
interaction patterns addressed might include triangulation, power struggles, boundary 
concerns, and identity/role confusion. When family therapy methods are integrated 
into treatment programs, relapse and rehospitalization rates have been lower (Boscolo, 
Cecchin, Hoffman, & Penn, 1987; Campbell, Draper, & Huffington, 1991; Findlay et al., 
2010; Halmi, 2005; Hoffman, 1985; Howard, Evans, Quintero-Howard, Bowers, & 
Andersen, 1997; Kaplan & Olmstead 1997; LeGrange & Eisler, 2009; Lock, 2015; Lock  
et al., 2001; McIntosh, Jordan, & Carter, 2005; Rosen, 2003; Rosman, Minuchin, & 
Liebman, 1975; Russell et al., 1987; Schmidt et al., 2014; Vall & Wade, 2015; Zipfel, 
Reas, & Thornton, 2002; White & Boskind-White, 1984).

On the other hand, patients with binge eating disorder without symptoms of anorexia 
or bulimia are infrequently admitted to inpatient or residential programs unless they 
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voluntarily admit themselves after failing to achieve the desired results in outpatient 
programs. Inpatient programs for binge eating disorder are often physically separate 
from units for anorexia and bulimia. Group therapies for binge eating tend to be behav-
iorally focused on learning new ways of eating, with emphases on nutrition education, 
healthy food preparation, and portion control, as well as body awareness training rele-
vant to accurate physiological signal recognition and response. Except for bariatric 
surgery programs, inpatient and residential programs for binge eating are less common 
and are less likely to be covered by insurance unless inpatient medical necessity over 
outpatient treatment can be justified. In contrast, inpatient, partial and residential pro-
grams for anorexia and bulimia have become more common in the past decade as inci-
dence and prevalence rates before and beyond puberty and adolescence have increased 
along with awareness about the importance of early treatment (Agency for Healthcare 
Research and Quality, 2009; Kaplan & Olmstead, 1997; Sigman, 1996; Zipfel et al., 2002).

 Pharmacotherapy for Eating Disorders

Evidence supporting the use of medication as augmentation to psychosocial therapies 
for eating disorders has generally demonstrated superior results over psychotherapy 
alone or medication alone for most eating disorders (Brambilla et al., 2009; Halmi, 
2005; Hilbert, 2015; Mitchell, Pyle, & Eckert, 1990; Peterson et al., 2016; Walsh et al., 
1997; Wilson, Loeb, & Walsh, 1999). Response patterns to combination therapies, 
however, differ according to age, primary symptom manifestation, degree of emacia-
tion, and co-morbidities. Given the preponderance of co-morbid mood and anxiety 
conditions in eating disorders, the data support the use of selective serotonin reuptake 
inhibitors (SSRIs) as first-order medication therapy, followed by serotonin– 
norepinephrine reuptake inhibitors (SNRIs) with most eating disordered types and 
subtypes, except for very young children or early adolescents, and with severely under-
weight anorexics of all ages whose systemic ability to respond to medication appears to 
interfere with its efficacy (Halmi, 2005; Peterson et al., 2016; Powers & Bruty, 2009; 
Reas & Grilo, 2015; Rossi et al., 2007; Walsh et al., 1997; Zhu & Walsh, 2002). For 
bulimia and binge eating disorder, SSRIs, SNRIs, and topiramate have demonstrated 
good to moderate levels of efficacy with regard to reducing the number of binge eating 
and binge eating/purging episodes among adult bulimics and binge eaters (Browne, 
2002; McElroy, Guerdjikova, Mori, & O’Melia, 2012; McElroy & Arnold, 2003; Peterson  
et al., 2016; Powers & Bruty, 2009; Reas & Grilo, 2015; Steffen, Roerig, Mitchell, & 
Uppala, 2006; Walsh et al., 1997). Among more chronic and/or treatment resistant 
anorexics, off-label use of tricyclics and second-generation antipsychotics are occa-
sionally employed for psychomotor and/or anxiety reduction, and for weight gain and 
sedating side effect. However, the efficacy results are mixed, and this may be in part 
due to the consistent idiopathic artifact that extremely low-weight anorexics tend not 
to respond to medication in general until weight restoration has been initiated 
(Biederman, Herzog, & Rivinus, 1985; Bruce et al., 2005; Halmi, Eckert, & LaDu, 1986; 
Bissada, Tasca, Barber, & Bradwejn, 2008; Lacey & Crisp, 1980; Powers & Bruty, 2009; 
Reas & Grilo, 2015; Steffen et al., 2006; Walsh et al., 1997). Not uncommonly, however, 
the body appears to begin responding to medication once body weight begins to 
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increase, but the degree of weight gain required for a positive response to medications 
is not predictable (Black, Davis, & Kennedy, 1993; Kaye, Nagata, &Weltzin, 2001; Rossi 
et al., 2007). When weight begins to increase, the concomitant mood, anxiety, sleep, 
and cognitive disturbances also begin to exhibit responsiveness to other forms of ther-
apy, including pharmacotherapy (Kaye, Frank, & McConah, 1999; Rosen, 2003; Rossi et 
al., 2007; Strober, 1992; Zipfel et al., 2015).

Pharmacotherapies for bulimia and binge eating disorders include antidepressants, 
anticonvulsants, atypical antipsychotics, psychostimulants (atomoxetine, lisdexamfeta-
mine, methylphenidate), and antiobesity agents (orlistat, D-fenfluramine, locaserin) 
(Fidler et al., 20011; Hermanussen & Tresguerres, 2008; McElroy et al., 2012; Powers & 
Bruty, 2009). Medications are most effective when used to augment psychosocial thera-
pies that address the maladaptive persistent behavior patterns associated with eating 
disorders, namely reducing the frequency of binge eating, weight reduction among 
binge eaters, reduced use of compensatory behaviors such as purging and obsessive 
exercise among bulimics, food restriction, mood-regulating and anxiety-reducing 
behaviors that are believed to emanate from, and contribute to, ongoing co-morbidities. 
Anticraving or antiaddiction drugs such as acamprosite and naloxone appear promising 
in the treatment of these eating disorders as a function of supporting the cognitive-
behavioral efforts toward reducing urge intensity and impulsive reactivity, an inevitable 
component of conditioned responses to binge/purge urges (Goracci et al., 2015; 
McElroy & Arnold, 2003; McElroy et al., 2012; Reas & Grilo, 2014).

Second-generation antipsychotics such as risperdal, quetiapine, olanzapine, aripipra-
zole, lurasidone, and clomipramine are used in low doses with severely low-weight 
outpatient anorexics as well as hospitalized, highly co-morbid anorexics. They have 
moderate efficacy in the management of acute anxiety, excessive psychomotor activity, 
sleep disruption, and distorted, dichotomous thinking when these symptoms are treated 
concomitantly with psychosocial approaches. Second-generation antipsychotics mod-
erately improve agitation and assist sleep, but do little to stimulate appetite among 
anorexics unless weight restoration has started (Bissada et al., 2008; Dold, Aigner, 
Klaubunde, Treasure, & Kasper, 2015; Kishi, Kafantaris, Sunday, Sheridan, & Correll, 
2012; Lacey & Crisp, 1980; McKnight & Park, 2010; Powers et al., 2002; Rossi et al., 
2007; Vandereycken & Pierloot, 1982).

In the early stages of both psychosocial and psychopharmacological treatment, ano-
rexics are characteristically more resistant to treatment than are bulimics and binge 
eaters. SSRIs and SNRIs, separately or even in combination with small doses of antipsy-
chotics, can at times render anorexics more available for psychosocial treatment by 
lowering levels of anxiety (Feld, Woodside, Kaplan, Olmsted, & Carter, 2001; Hepworth, 
Paxton, & Williams, 2007; Kaplan & Garfinkel, 1999; Kaustav & Basu, 2010; Vitousek, 
Watson, & Wilson, 1998). When antipsychotics are integrated as a component for treat-
ing anorexia, they are most often used in low doses with patients who exhibit extremely 
rigid cognitive distortions of a nearly delusional degree, such that physical health is 
compromised due to their demonstrated pattern of inability to ingest sufficient nutri-
tion to sustain life. The diminished health, obsessive-compulsive weight and food focus, 
and concomitant behaviors that maintain the eating disorder, interfere with one’s avail-
ability, cognitively and affectively, for productive engagement in psychotherapy (Halmi, 
2005; Keel & Brown, 2010; Lewinsohn et al., 2000). Unless co-morbid mood and/or 
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thought disorder symptomology justifies ongoing use of a neuroleptic, antipsychotic 
use with anorexics tends to be short term, specifically for the purposes of increasing 
their ability to constructively use cognitive-behavioral and/or other forms of psychoso-
cial treatment, as well as to assist with treatment compliance toward nutritional 
improvement with less cognitive and emotional resistance (Aigner, Treasure, Kasper, & 
WFSBP Task Force on Eating Disorders, 2011; Dold et al., 2015).

Mood-regulating antidepressants such as SSRIs, SNRIs, tricyclic antidepressants 
(TCAs), and anticonvulsants have demonstrated reduced rates of relapse among eating 
disorder patients when integrated into a comprehensive treatment plan, as they work 
together to assist patients develop the ability to accurately integrate and regulate emo-
tional and physical stimuli (Halmi et al., 1999; Lewinsohn et al., 2000; Walsh et al., 
1997; Wilson et al., 1999). TCAs such as desipramine, imipramine, clomipramine, nor-
tryptilline, and amytriptaline were among the early TCAs used to treat eating disor-
dered patients before other antidepressant classes such as SSRIs were developed (Alger, 
Schwalberg, Bigaouette, Michalek, & Howard, 1991; Biederman et al., 1985; Bissada  
et al., 2008; Halmi, 1992; Lacey & Crisp, 1980, Pope, Hudson, Jonas & Yurgelun-Todd, 
1983; Walsh, Hadigan, & Devlin, 1991). They were found to be moderately helpful 
toward reducing psychomotor restlessness, generalized anxiety, panic, and sleep dis-
ruption, and they have shown a slight tendency to increase appetite and weight gain.

SSRIs and SNRIs exhibit moderate efficacy with mood and anxiety improvement 
among anorexics, bulimics, and binge eaters when such patients also engage in CBT 
(Brambilla et al., 2009; Fichter, Leibl, Kruger, & Rief, 1997; Guerdjikova et al., 2008; 
Milano, Petrella & Sabatino, 2004; Wade et al., 2001; Walsh et al., 2000). They are better 
tolerated and have a safer suicidality profile than the TCAs. The TCAs are occasionally 
used in combination with the SSRIs or SNRIs to address symptoms consistent with 
double depression or a mix of dysthymia and major depression, or to assist regulation 
of sleep (Bissada et al., 2008; Kaye et al., 1999, 2001; Wade et al., 2001; Walsh et al., 1997; 
Zhu & Walsh, 2002).

Given the neurobiological interaction of eating disorders with co-morbid substance 
abuse, as well as affective and anxiety disorders, a treatment response in one of the co-
occurring conditions is likely to positively influence responsiveness of the eating disor-
der to treatment. For example, changes in the dopaminergic, serotonergic, and opioid 
systems can serve to reinforce or diminish the behaviors associated with eating disor-
dered behaviors, self-induced starvation, and bingeing/purging, as well as the associ-
ated cognitive rigidity/inflexibility and obsessive-compulsive thoughts and actions; and 
an improvement in mood or anxiety disturbances may translate to improvement in 
obsessive thinness pursuit thoughts and behaviors, as well as binge/purge and obsessive- 
compulsive food and weight-related symptoms (Bosanac et al., 2005; Halmi, 2005; Kaye 
et al., 2001; Peterson et al., 2016; Powers & Bruty, 2009; Reas & Grilo, 2015; Rossi et al., 
2007; Wilson et al., 1999; Zhu & Walsh, 2002).

SSRIs are typically the first-line pharmacological agents used to treat the co-morbid 
symptoms of mood and anxiety seen with eating disorders, particularly with bulimics 
and binge eaters. Following an at least partial weight restoration, anorexics may exhibit 
responsiveness to this class of antidepressants (Aigner et al., 2011; Guerdjikova et al., 
2008; Halmi, 2005; Jimerson & Wolfe, 2004; Kaye et al., 1999, 2001; Leombruni et al., 
2008). The only SSRI currently Food and Drug Administration (FDA) approved for the 
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treatment of bulimia is fluoxetine; however, sertraline, paroxetine, citalopram, escitalo-
pram, as well as the newer agents such as vilazodone and vortioxetine, when prescribed 
off-label for eating disorders, demonstrate similar response rates (Browne, 2002; 
Hilbert, 2015; Kaye et al., 1998). All SSRIs tend to be efficacious in helping to improve 
mood, anxiety and appetite regulation among bulimics and binge eaters. These same 
agents appear to enhance weight restoration among anorexics. Nonetheless, trials of 60 
mg/day fluoxetine were shown to have no benefit for inpatient underweight anorexics, 
but some evidence indicates that partial weight-restored anorexics on fluoxetine have 
lower relapse rates during the weight maintenance phase of treatment (Aigner et al., 
2011; Halmi, 1992; Kaye et al., 1998; Jimerson & Wolfe, 2004).

While few double-blind placebo-controlled studies have been conducted on the clini-
cal treatment of severe and complex anorexic conditions, paroxetine is an SSRI fre-
quently preferred by prescribers for anorexics and low-weight bulimics due to its high 
propensity, relative to the other SSRIs, to induce weight gain. Demonstrated reductions 
in depression, general anxiety, and obsessionality, as well as improvement in sleep, have 
been shown with paroxetine and citalopram with anorexics previously intolerant of 
fluoxetine for reasons of elevated levels of irritability or activation on fluoxetine (Halmi, 
2005; Kaye et al., 1999). While most SSRIs are generally well tolerated, sedation and 
weight gain are the most frequent causes cited by patients who discontinue them 
(Aigner et al., 2011; Browne, 2002; Bruce et al., 2005; Halmi, 2005; Kaye et al., 2001; 
Peterson et al., 2016; Rossi et al., 2007; Zhu & Walsh, 2002).

The SNRIs venlafaxine and duloxetine, or the newer desvenlafaxine or levomilnacip-
ran, are generally not administered as first-line agents in the treatment of eating disor-
ders. The SNRIs, however, may have particular benefit addressing mixed symptoms of 
anxiety and depression when dosed at higher levels that induce noradrenergic action, 
and after failed trials on SSRIs with patients with persistent levels of depression and 
anxiety (Rees & Grilo, 2015; Zipfel et al., 2015). Duloxetine has been shown to help 
improve response accuracy to appetite cues following reduced anxiety levels 
(Guerdjikova et al., 2012; Thase et al., 2007).

The atypical antidepressant buproprion has shown promise in the reduction of crav-
ing sensations and the associated obsessive food focus with appetite dysregulation seen 
among binge eaters and bulimics (McElroy et al., 2012; Powers & Bruty, 2009; Reas & 
Grilo, 2015). It is important to note, however, the contraindication of buproprion with 
active bulimic behavior, given the potential for a lower seizure threshold that increases 
vulnerability among this fragile population with possible electrolyte imbalance due to 
purging. Another effective utility of buproprion with a subset of binge eaters and bulim-
ics is for those with attention deficit disorder. When attention deficit hyperactivity dis-
order (ADHD)-related conditions are treated with buproprion, eating disorder patients 
tend to exhibit improvements in mood, concentration, and impulsive decision-making, 
as well as with bulimia and binge eating (Ginawa, Al-Majed, & Al-Suwailem, 2005; 
Goracci et al., 2015; McElroy et al., 2012; Sokol, Gray, Goldstein, & Kaye, 1999; Weisler 
et al., 1994). The diagnostic co-occurrence and response to this agent among bulimics 
with ADHD and depressive symptomology lends support to the low dopamine hypoth-
esis of eating/appetite, mood, attention, and energy dysregulation thought to be relevant 
to addictive and attentional disturbances (Goracci et al., 2015; Mond, Myers, Crosby, 
Hay, & Mitchell, 2008; Steffen et al., 2006).
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Early studies looking at the use of atomoxetine with binge urges shows some promise 
toward reduced frequency of binge eating as well as reduction in ego-dystonic cognitive 
rumination about eating-related concerns relative to placebo controls (Hilbert, 2015; 
Reas & Grilo, 2015). Nevertheless, difficulty in tolerating side effects of increased dys-
phoric mood, constipation, and nervousness are not generally conducive to its use with 
binge eating and bulimia unless other options have not been well tolerated (McElroy  
et al., 2012; McElroy, & Arnold, 2003).

Several anticonvulsant medications have been effective in decreasing mood lability and 
impulsive reactivity to binge/purge urges. This class of medications may be particularly 
relevant with subpopulations of eating disordered individuals who exhibit co-morbid 
mood instability or bipolar disturbances that have been unresponsive to medications 
from other classes. Few controlled trials have been conducted, but several placebo- 
controlled double-blind trials with bulimics and binge eaters on relatively low doses of 
100–200 mg of topiramate suggest considerable efficacy toward decreased uncontrolled 
eating, food, and body preoccupation, as well as frequency and intensity of urges to binge/
purge (Hedges et al., 2003; Hoopes et al., 2003; McElroy & Arnold, 2003; Reas & Grilo, 
2015). Preliminary studies of topiramate and zonisamide also report success when treating 
both affective and eating disorder symptoms, namely impulse control over eating and purg-
ing behavior (Rossi et al., 2007). Topiramate appears to demonstrate consistent positive 
appetite-regulating properties with bulimics and binge eaters who also describe decreased 
cognitive preoccupation with food (Field et al., 2008; Heal et al, 2008; McElroy & Arnold, 
2003). Lamotrigine and zonisamide, in preliminary studies, have been reported to provide 
some assistance toward reduced binge eating frequency, but thus far improvements have 
not met significance levels in comparison with placebo response (Reas & Grilo, 2014).

Naltrexone is an opiate antagonist whose mechanism of action is thought to block the 
euphoric experience following the ingestion of a substance of choice. Reports of mild 
improvement in appropriate food intake by bulimics on 200–300 mg doses of the opiate 
antagonist suggests naltrexone may assist patients’ ability to learn accurate interocep-
tion or physiological cue interpretation as well as to improve moderate regulation of 
hunger and satiation (Igoin-Apfelbaum & Apfelbaum, 1987; McElroy & Arnold, 2003; 
McElroy et al., 2012; Steffen et al., 2006).

Psychostimulants such as amphetamine, dextroamphetamine, lisdexamfetamine, and 
methylphenidate, indicated for the treatment of ADHD, have been shown to be thera-
peutic in improving appetite regulation and obsessive-cognitive foci when administered 
to eating disordered individuals (Sokol et al., 1999). With or without ADHD, binge eat-
ers and bulimics who are prescribed stimulants have demonstrated improved ability to 
decrease food obsessions, reduce compulsive night eating behavior patterns, and to 
make more effective use of all forms of psychotherapy, particularly CBT. In 2015 lis-
dexamfetamine dimesylate was approved by the FDA for the treatment of binge eating 
disorder. Other psychostimulants, such as dextroamphetamine mixed salts, methylphe-
nidate, methylphenidate extended release, and dexmethylphenidate, are used off-label 
adjunctively with psychotherapy to aid in appetite regulation (Goracci et al., 2015; 
Jimerson & Walsh, 2004; McElroy et al., 2012; Sokol et al., 1999; Sysko, Hildebrandt, 
Wilson, Wilfley, & Agras, 2010).

The antiemetic ondansetron is a 5HT3 antagonist, used to decrease nausea and vom-
iting in chemotherapy patients, and it appears to offer some efficacy toward reducing 
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binge/purge behaviors in bulimics (Faris et al., 2000; Ginawa et al., 2005; Halmi, 2005). 
It has been hypothesized to moderate bulimia due to its ability to diminish afferent 
vagal activity (Faris et al., 2000; Halmi, 2005). Other seemingly unlikely agents in the 
repertoire of psychopharmacological treatments for eating disorders may be harbingers 
for future research. Early results suggest promise for compounds that antagonize 
glutamate-gated Ca2+ ion channels such as memantine (Hermanussen & Tresguerres, 
2005). Selective 5-HT6 receptor ligands, sodium oxybate, baclofen, and locaserin, as 
well as other novel agents such as metabolism moderators and compounds that effect 
neurotransmission of corticotropin releasing factor, transporter system regulation, and 
complex endocrine interactions among such hormones as orexin, leptin, grehlin, and 
neuropeptide Y, may eventually clarify possible interactive metabolic, endocrine, 
immune, and neuropsychiatric system processes involved in eating disorders (Akkerman 
et al., 2008; Brambilla et al., 2009; Brennan et al., 2008; Broft, Spanos, & Corwin, 2007; 
Fidler, Sanchez, & Raether, 2011; Jimerson & Wolfe, 2004; Hermanussen & Tresguerres, 
2005; McElroy et al., 2012; Reas & Grilo, 2014, 2015; Rinaman, 2007; Rossi et al., 2007; 
Steffen et al., 2006; Wilson et al., 1999; Zhu & Walsh, 2002).

 Psychosocial Interventions in the Treatment  
of Eating Disorders

Because avoidance behavior serves to prevent encounters with aversive stimuli, eating 
disordered individuals can be particularly resistant to treatment. Cognitive restructur-
ing of distortions and irrational thought processes with repeated adaptive rehearsal 
strategies has proved highly effective toward diminishing the degree of distress experi-
enced when challenging the avoidant behavior patterns that have maintained them 
(Garner, 1988; Garner & Bemis, 1985). Helping a patient decondition behavioral avoid-
ance patterns by preventing ongoing pairing of cognitive errors with associated eating 
disordered compensatory actions involves necessary exposure. In other words, the 
patient with the eating disorder must experience the exact circumstances that induce 
discomfort (e.g., eating foods they identify as “feared” or “bad” foods), allowing for 
weight gain, and experiencing the intrapsychic anguish that accompanies these norma-
tive behaviors. Fundamental aspects of CBT adapted for eating disorders include iden-
tifying and developing counters to idiosyncratic thoughts about eating particular foods, 
body image and function, irrational attitudes about the relationship between self-worth 
and weight/size, and distortions about relationships specific to the individual patient. 
By using strategies to increase appropriate self-monitoring, encourage conscious recog-
nition and mindful awareness of distorted thoughts, confront conditioned meanings 
and emotions, and change aberrant behavior patterns, patients gradually develop the 
ability to accurately identify thinking and feeling states, to focus their attention, and 
consciously choose more appropriate and healthful emotional as well as behavioral 
responses to their thoughts and, in turn, to improve their ability to generate rational 
thoughts about the previously feared foods, based on relevant evidence that supports 
rational thoughts rather than conditioned emotional and behavioral reactivity.
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Psychosocial therapy of eating disorder usually takes one of two forms: cognitive-
behavioral approaches or systemic family approaches.

Cognitive-Behavioral Approaches

Similar to aspects of exposure therapy, with its underlying premise that aversive feelings 
dissipate after peaking when the compulsion to act or avoid has been resisted, CBT 
helps reinforce healthy cognitive control and affective tolerance as well as functional 
behaviors, while reinforcing resilience in the face of anxiety.

A CBT method that has demonstrated efficacy with cognitively inflexible and resist-
ant patients and/or those with neurocognitive deficits from nutritional insufficiency is 
cognitive remediation therapy (CRT) (Lock et al., 2013). Lock and colleagues at Stanford 
University have demonstrated the utility of CRT-based exercises aimed at assisting eat-
ing disordered patients improve cognitive flexibility and other metacognition skills 
such as process versus outcome focusing, and set-shifting (Tchanturia, Davies, & 
Campbell, 2007; Tchanturia & Lock, 2011; Tchanturia, Lloyd, & Lang, 2013). CRT was 
developed during the latter decades of the 20th century in London to improve cognitive 
function deficits from traumatic brain injury (Tchanturia, Campbell, Morris, & 
Treasure, 2005). In the early 21st century, Tchanturia adapted CRT to improve treat-
ment adherence and efficacy among anorexics who exhibited cognitive rigidity, hyper-
focusing, perfectionism, perseveration, and related executive function challenges (Lock 
et al., 2013; Tchanturia et al., 2004, 2005, 2007, 2013; Tchanturia & Lock, 2011).

CRT has shown promise in early treatment with nutritionally and cognitively com-
promised patients. Anorexic patients unresponsive to pharmacotherapy due to severely 
low weight have been targeted by CRT for assistance in readiness and preparation for 
medication introduction (Tchanturia et al., 2004, 2005, 2007). CRT has been shown to 
minimize cognitive rigidity and overgeneralizations, which promote heightened anxiety 
and behavioral avoidance, and which interfere with medication compliance (Lock et al., 
2013; Tchanturia et al., 2004, 2005, 2007).

Another form of CBT showing promise with this challenging population is enhanced 
CBT (CBT-E), a transdiagnostic reconceptualization of CBT. CBT-E is a derivation of 
cognitive-behavioral treatment, adapted to treat all eating disorder psychopathology, 
irrespective of the specific eating disorder diagnosis or subtype (Fairburn, Cooper, & 
Shafran, 2003; Fairburn et al., 2009, 2015). CBT-E applies evidence-based cognitive-
behavioral treatment for bulimia, the eating disordered population upon whom most 
randomized controlled studies have been conducted, to all eating disorders regardless of 
type or subtype. The transdiagnostic view suggests that the processes that maintain psy-
chopathology in individuals with eating disorders are essentially the same across all eat-
ing disorder manifestations (Fairburn et al., 2003; Hilbert et al., 2012; Wilson et al., 1999). 
Research comparing CBT-E to interpersonal psychotherapy (IPT) found that 65.5% of 
patients with any eating disorder met remission criteria following 20 weeks of CBT-E 
compared to 33% of those treated with IPT for 20 weeks (Fairburn et al., 2015). At 15 
months posttreatment, 69.4% of the CBT-E group, compared to 49.0% of the IPT, no 
longer met criteria for an eating disorder. CBT-E is an effective outpatient treatment 
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method for eating disorders that appears to continue to yield high rates of ongoing symp-
tom improvement beyond 1 year posttreatment. Research to date comparing these 
approaches suggests that IPT is also effective across all eating disorder diagnoses,  
evidencing steady ongoing improvement after treatment completion. However, improve-
ment with IPT appears to be more gradual than with CBT-E (Fairburn et al., 2009, 2015).

Systemic Family Therapy

Developed primarily as a maintenance treatment for unipolar depression in the 1970s, Yale 
researchers Gerald Klerman, Myrna Weissman, and Eugene Paykel developed IPT 
(Klerman, Weissman, & Paykel, 1974). Efficacy studies using IPT with other populations, 
including those with dysthymia, social phobia, and eating disorders, have been conducted 
with positive results (Browne, 2002; Fairburn et al., 1991; Frank, 1991; McIntosh et al., 
2010; Wilfley, Frank, Welch, Spurrell, & Rounsaville, 1998). IPT was adapted for individual 
and group treatment of bulimia and binge eating disorder during the early and mid-1990s. 
Through the 1990s into the 2000s, IPT continued to be studied with the various subtypes 
of eating disorders, using Fairburn’s three-stage IPT model in randomized controlled trials 
(Fairburn et al., 1991, 1995, 2003, 2015; Frank, 1991; Wilfley et al., 2000). Integrating IPT 
into CBT and family therapies for eating disordered adolescents, several eating disorder 
researchers demonstrated the efficacy of these combined therapies (Hilbert, 2015; 
LeGrange & Eisler, 2009; Lock, 2015; McIntosh, 2000; Rosen, 2003). Individuals presenting 
with eating disorder and social anxiety as well as other interpersonal deficits also exhibited 
consistent positive responses to combined IPT/CBT family therapy; and among adults the 
addition of medication, particularly to address mood and anxiety symptoms, yielded the 
best outcomes (Agras et al., 2000; Arcelus et al., 2009; Fairburn et al., 1991, 1992, 1993, 
2015;  Fairburn, Kirk, O’Connor, & Cooper, 1986; Garner, 1988; Garner & Bemis, 1985; 
Garner, Garfinkel, & Bemis, 1982; Guidano & Liotti, 1983; Liotti, 1993; McIntosh et al., 
2005; Roth & Ross, 1988; Safran & Segal, 1990; Wilfley et al., 1993, 2003).

Family-based therapies have consistently shown good results for child and adolescent 
anorexics and bulimics (Halmi, 2005; Lock et al., 2006; Sargent, Liebman, & Silver, 1985; 
Selvini-Palazolli, 1978). Family therapy is not a single unified conceptual framework, but 
includes numerous models with considerable overlapping perspectives regarding spe-
cific change components. While many family therapy models have been applied to treat-
ing eating disorders, those with the most supporting research evidence are structural, 
strategic, and systemic family therapies (Brauhardt, de Zwaan, & Hilbert, 2014; Campbell 
et al., 1991; Couturier et al., 2013; Dare & Eisler, 1997; Eisler et al., 2007; Halmi, 2005; 
Russell et al., 1987; Selvini-Palazolli, 1978). The relatively recent strong emergence of the 
Maudsley model (Schmidt et al., 2014) is one example of family therapy applied to the 
eating disorder population. In the Maudsley model, parents are involved in the treatment 
procedures at home, with specific emphasis on eating behaviors and mealtime commu-
nication processes. This pragmatic approach is particularly relevant given the character-
istic current-day short inpatient hospitalization durations of 1–3 weeks relative to the 
1970s when family therapies were initially demonstrated to be highly effective with this 
population and a typical inpatient hospitalization for an adolescent anorexic would last 
several months (Agency for Healthcare Research and Quality, 2009; Boscolo et al., 1987; 
Campbell et al., 1991; Crisp et al., 1991; Dare & Eisler, 1997).
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 Combined Therapy for Eating Disorders

CBT with psychopharmacological intervention has been demonstrated to be the most 
well-researched individual treatment combination for all types of adult eating disor-
ders, particularly when no or minimal personality disturbance is evident (American 
Psychiatric Association, 2006; Fairburn, 2008; Halmi, 2005). For children with anorexia 
nervosa, family psychotherapy with behavioral interventions, but without pharmaco-
therapy, appears to be the exception with regard to integrated, evidence-based treat-
ment (Boscolo, 1987; Couturier et al., 2013; Eisler et al., 2007; Findlay et al., 2010; 
LeGrange & Eisler, 2009; Lock, 2015; NICE, 2004; Rosen, 2003; Schmidt et al., 2014). All 
other age groups and eating disorder types/subtypes appear most responsive to CBT as 
the primary modality of individual psychotherapy, with variations in specific CBT pres-
entation according to co-morbidities, age, and receptivity at time of treatment (Agras  
et al., 2000; American Psychiatric Association, 2006; Couturier et al., 2013; Eisler et al., 
2007; Fairburn et al., 2009, 2015; Halmi, 2005; Keel & Haedt, 2008; Mussell et al., 2000; 
NICE, 2004; Tchanturia et al., 2013).

When concomitant personality disorder is evident, particularly borderline personal-
ity, eating disorder symptoms are most effectively resolved with a combination of thera-
pies, including psychopharmacological treatment for mood disturbances and anxiety, 
while CBT/IPT address specific eating behaviors and associated distorted cognitions, 
as well as relevant family dynamics (Agras et al., 2000; American Psychiatric Association, 
2006; Arcelus et al., 2009; Brauhardt et al., 2014; Bruce et al., 2005; Crosby et al., 2009; 
Halmi, 2005; NICE, 2004).

Psychotherapy that integrates scaled, individually tailored components of cognitive- 
behavioral, DBT-informed, and interpersonal therapeutic modalities with relevant 
psychopharmacologic management of co-morbid mood/affective and anxiety symp-
toms, usually with SSRIs, SNRIs, anticonvulsants, and/or low-dose atypical antipsy-
chotics, consistently appears the most effective, both in the short and the long term. 
Adjusting treatment modalities, intensities, and combinations according to acute and 
chronic symptom management is required. As eating disorder symptoms resolve and 
co-morbid mood, anxiety, and developmental issues surface, coping abilities, identity 
reorganization, and relationship dynamics shift and require therapeutic attention. 
Therapeutic revisions carefully attuned to address such evolutions are central to 
long-term stabilization and relapse prevention of eating disorders and related symp-
tom management (American Psychiatric Association, 2006; Brambilla et al., 2009; 
Bruce et al, 2005; Darcy et al., 2015; Fairburn et al., 2015; Halmi, 2005; Zhu & Walsh, 
2002).

In summary, the treatment of eating disorders is one area where combining medical/
pharmacotherapy with psychosocial interventions is unapologetically preferred to 
monotherapeutic approaches. In fact, eating disorders require a multimodal approach 
that integrates medical interventions, including nutrition and pharmacology, with psy-
chosocial interventions, including personal psychotherapy as well as social and family 
components, to address the whole person, and not just the symptom.

Table  10.1 presents the treatment recommendations derived from our review of 
evidence-based research in the area of eating disorders.
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Table 10.1 Integrative biopsychosocial intervention with eating disorders: Summary of best-practice 
recommendations by level of confidence derived from strength of evidence.

Anorexia nervosa (AN)

Level A Recommended  ● Cognitive-behavioral therapy (CBT) is demonstrated to be the most 
efficacious first-line treatment for adults with AN

 ● Family psychotherapy is indicated as first-line for children under 16 
with AN, with the inclusion of CBT when the patient is cognitively 
and developmentally capable of using these methods

 ● Nutritional education and behavioral intervention are recommended 
when patients with AN are insufficiently nourished/significantly 
malnourished such that they are cognitively compromised and 
unable to make use of psychotherapy

Level B Suggested  ● Switching to another individual psychosocial approach such as 
psychodynamic, interpersonal, or supportive therapy and group 
therapy may be considered when CBT proves ineffective, and when 
a patient exhibits the cognitive and developmental capacity to 
process forms of therapy other than behavioral

 ● Low-dose atypical antipsychotics may be considered to improve 
sleep and decrease agitation or anxiety. Olanzapine and quetiapine 
also induce increased appetite/weight gain, though they are often 
not well tolerated in this population

 ● Psychopharmacology may be best considered as adjunctive to 
psychosocial interventions; however, it is important to keep in mind 
that the use of pharmacological intervention may be compromised 
when body weight is extremely low

Level C May be 
considered

 ● Selective serotonin reuptake inhibitors (SSRIs) are usually 
recommended as the first choice once weight restoration is 
underway provided there is no indication of bipolar disorder. 
Paroxetine is a frequent choice with AN as it may be more likely to 
induce weight gain than the other SSRIs

 ● Switching out of the SSRIs to a serotonin–norepinephrine reuptake 
inhibitor (SNRI) may be considered if the patient fails to respond to 
one or more SSRIs, or if anxiety is insufficiently managed with 
SSRIs and psychosocial interventions

Bulimia nervosa (BN)
Level A Recommended  ● CBT and interpersonal psychotherapy are considered first-line 

treatment for bulimia nervosa
 ● DBT appears indicated when the eating disorder presents with 

borderline personality disorder
 ● Fluoxetine or another SSRI, in combination with psychotherapy, is 

indicated when depressive and/or anxiety co-morbid exist
 ● Family psychotherapy is indicated as first-line for children under 16 

with BN
Level B Suggested  ● If response to SSRI is insufficient, augmentation with SNRIs, 

atypical antipsychotics, or anticonvulsants may help manage 
symptoms of affective, anxiety, and/or personality disorder(s)

 ● Topiramate, often in combination with an SSRI or SNRI and 
psychosocial treatment, helps decrease frequency and intensity of 
binge urges

 ● The appetite suppressant effects of psychostimulants can augment 
SSRI or other antidepressant and psychosocial therapy
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Table 10.1 (Continued)

Level C May be 
considered

 ● Group therapy can be a useful augment to individual and 
pharmacotherapies to address the interpersonal challenges 
frequently accompanying bulimia nervosa

Binge eating disorder (BED)
Level A Recommended  ● CBT plus SSRI is the preferred treatment combination

 ● If response to CBT and SSRI is insufficient, consider shift to SNRI 
or buproprion

 ● Psychostimulant to improve appetite management in combination 
with antidepressant and CBT or other psychosocial therapy

Level B Suggested  ● Buproprion without SSRI/SNRI if no concomitant mood or anxiety 
disorder, provided patient is not bulimic

 ● Nutrition counseling/support
 ● Antiobesity drugs

Level C May be 
considered

 ● Group psychotherapy
 ● Self-help programs face-to-face
 ● Self-help programs via internet

Case Example

A 20-year-old single, Caucasian female, Camille presents to outpatient psychotherapy for the 
first time after her mother calls to make an appointment for her while Camille is home for the 
summer having completed her junior year at a prestigious east coast college. Camille is sitting 
rigidly in the waiting room, appearing both eager and anxious.

Camille describes “struggling with eating and weight” issues for “about 3–4 years,” since 
11th grade when she started a “normal diet” after her then boyfriend, Matt, told her she prob-
ably only made the JV instead of varsity lacrosse team, because she had “gotten a little chunk-
ier.” Camille said she was “devastated” by his comment and shocked that he had “acted like he 
loved me for almost 2 years and all this time thought I was a fat pig.” She wanted to believe the 
team captain who told her she didn’t make the team because of a recurrent ankle injury, but 
no matter how much she tried to make herself believe that, she couldn’t get Matt’s words out 
of her head. Anytime she was around boys after that, even those she used to think were her 
friends, she felt “stupid and fat” and thought she “had been a fool.” Despite her boyfriend’s 
repeated apologies, Camille ended their 2-year relationship a week later with the explanation 
that she didn’t deserve him as her boyfriend anymore. She said she felt like a “loser” and 
wouldn’t let herself even think of having another boyfriend until she lost at least 10 pounds.

In her initial session, Camille explained that she didn’t believe she had an eating disorder 
until the day she finished her final exams and was walking back to her dorm and fainted. Her 
mom had come to campus to help her move her stuff back home for the summer, and told 
Camille she “almost didn’t recognize [her].” She admitted having lost about 10 pounds over 
the past month, but that she needed to because she was “getting too close” to the weight she 
was in 11th grade when Matt told her she was chunky.

At 5’5”, Camille weighed 111 pounds. Of a small frame, she explained she was a normal 
weight because the weight charts that say a normal weight between 115 and 140 for her 

(Continued)
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height and age were intended for medium-framed women. In 11th grade, when she started 
dieting, she weighed 128 pounds. She started dieting in the fall of 11th grade by cutting out 
lunch and all snacks, but after the first month she was disappointed that she had only lost 8 
pounds. She felt disgusted with herself, calling herself “weak-willed and lazy” and she decided 
to cut out as much dinner as she could stand to. She continued to cut back the size of her 
meals until breakfast was only a hard-boiled egg and dinner was a salad with vinegar and 
maybe a few bites of tuna fish. If she ran more than 5 miles in a given day, she might allow 
herself a yogurt after dinner. By the end of her senior year of high school she weighed only 100 
pounds, having lost nearly 30 pounds. She had stopped menstruating, her hair had become 
thin and dull, she felt cold all the time, and no longer wanted to hang out with friends, saying 
“they were immature and didn’t have anything in common anymore.” When her mother told 
her she thought she was anorexic and that if she didn’t gain 10 pounds she wasn’t going to let 
her move in the fall to start college, Camille became furious and insisted she wasn’t anorexic, 
but was just trying to be healthy. She yelled at her mother saying she couldn’t tell her how to 
live her life anymore.

Angry, but also terrified by her mother’s ultimatum, Camille cut her running down to 3 
miles per day, 5 days per week instead of 5–8 miles 6 or 7 days per week, and she forced herself 
to eat three meals so her mother would see her eating and no longer accuse her of having 
anorexia. By mid-August, nearly time to move to college, Camille had gained 14 pounds. Her 
mother never mentioned her weight being a problem again, and together they excitedly 
moved her to campus as though there had never been a concern.

Once in college, Camille was determined to get straight As to prove to herself that she could 
keep up with the other students she thought must be smarter than she, because three of her 
five suitemates had scholarships and she didn’t. She began staying up late and getting up 
early, getting only 4–5 h of sleep per night so she could fit in a run and still have time to double 
check her homework assignments and read ahead to the next day’s assignments. Some 
nights she described feeling like she had a “pit” in her stomach. She couldn’t tell if the feeling 
was hunger or fear, but she figured she must be hungry because she couldn’t identify anything 
that should be scaring her. The first time she felt this way was before a biology mid-term. The 
feeling in her stomach was so persistent she couldn’t fall asleep, so she decided to get up and 
eat a bowl of ice cream. She immediately felt better and fell asleep easily. The next morning 
she was a little nervous about the mid-term, but she knew that she was ready. She aced the 
exam and felt better than she’d felt in months. Excited she’d done so well, she invited her suit-
emates out that night to celebrate.

After a night of drinking and eating greasy appetizers at the local bar, she felt bloated and 
guilty about having “been such a glutton.” Her suitemate she’d become close friends with told 
her that when she felt that way she just stuck her fingers down her throat and “all the guilt 
went away.” Initially thinking her friend was gross, she later thought, “Why not? That way I can 
eat and not have to gain the weight. Besides, with all my homework, I don’t have time like I 
used to to run all of the time.”

That night, and most nights thereafter, Camille engaged in the routine of eating dinner 
with her friends, provoking vomiting, studying until 10, eating ice cream, vomiting again, 
drinking a beer or smoking a joint to “help get calm to fall asleep fast,” then getting up early 
the next morning to make sure she remembered what she studied last night and was ready for 
class. Some nights she was too tired to go out to get the ice cream so instead she’d order in a 
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pizza to be delivered and eat the whole thing. Pizza was harder to throw up than ice cream so 
the mornings after eating and throwing up pizza, she would skip her extra study time and 
instead go for a run “to make up for the extra calories.”

When asked why the fainting episode was the signal to her that she had a problem and not 
the daily binge eating and purging, she said, “It became pretty clear that most of my suite-
mates, and probably just about any other girl on campus who was smaller than a size 6, was 
doing it, so it couldn’t be too abnormal. I heard about people having really bad eating disor-
ders and having to be hospitalized and stuff like that, but I figured if it was really a problem I 
wouldn’t be able to get straight As, and I wouldn’t be able to stop doing it; but, I can stop it if I 
want to.”

When asked what alerted her that she might need help, Camille answered that the week 
before exams she had eaten one small meal each day of no more than 400 calories. She tried 
repeatedly to stop herself from throwing up these small meals, but she could not, and when 
she fainted she realized she couldn’t lie to herself anymore; that, indeed, she was not able to 
stop vomiting.

Camille agreed to complete several questionnaires assessing her levels of depression, anxi-
ety, obsessive-compulsive thought processes, eating patterns and related attitudes, and a 
personality inventory. The scores from these suggested a highly anxious, moderately 
depressed, interpersonally sensitive, accommodating, risk averse, perfectionistic individual 
with a high need for approval and strong desire to please those she cares about. She is 
achievement-oriented, determined, goal-oriented, and tends toward sensation-seeking 
activities, particularly when stressed. She also agreed to keep track of her eating and exercis-
ing, as well as of purging behavior and associated moods over the next several days before 
her next appointment.

At her next appointment, Camille was pleased to bring in a new file folder with several 
forms, including some of the checklists from the last session, color-coded lists of her food and 
behavior tracking progress, complete with graphs and spreadsheets.

Labs were drawn, including a complete blood count (CBC), high sensitivity thyroid screen, 
vitamin B and D levels, and a follow-up appointment for a bone density evaluation was 
scheduled. The lab results appeared largely within normal limits with low normal levels of 
vitamin D, low normal potassium, high normal thyroid stimulating hormone (TSH) levels, 
high normal levels of T4 free, and low normal levels of T3 free. Also of note was a slightly ele-
vated triglyceride level relative to Camille’s age, weight, and otherwise normal lipid panel. 
Elevated triglyercides are sometimes found among bulimic and binge eating individuals 
whose food intake consists of high levels of high sugar, high fat baked goods, desserts, and 
processed carbohydrates. The low normal potassium, vitamin D, and T3 free, and high normal 
TSH values are consistent with thyroid function vulnerabilities, fatigue, and/or depression 
(Aigner et al., 2011; Halmi, 1992).

Camille was receptive to considering medication for anxiety and depression “as long as it 
doesn’t change my personality or make me fat,” and she also readily signed on for cognitive-
behavioral strategies that built upon her previous efforts at charting of food, mood, behavior, 
feelings, thoughts, activities, and interaction patterns among these. The charting proved 
instrumental in helping Camille understand what factors contributed to her feelings and 
beliefs about food, eating, weight, her body, relationships, responsibilities, maturation, and 
control. In addition to twice-weekly individual cognitive-behavioral psychotherapy, and a 
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process group for bulimia and anorexia that met twice monthly, Camille also began a trial of 
10 mg escitalopram to help decrease her pervasive level of general anxiety, the obsessive-
compulsive rumination about her body and what others thought about her. She was sched-
uled for weigh-in every 3 months and intermittent repeat labs.

Over the next 6 months, Camille participated actively in individual therapy, always show-
ing up early with “homework” completed in great detail. She made considerable progress 
identifying and challenging cognitive errors, particularly those associated with negative self-
appraisals that often triggered a decline in mood and/or increased anxiety, anxious avoid-
ance of anything that threatened to show her to be less than perfect, especially new 
experiences or things she hadn’t tried before. She recognized how dichotomous, all-or- 
nothing, overpersonalized, and catastrophic thinking about how she presumed others were 
viewing her contributed to food choices and interfered with eating in public for fear she’d be 
perceived as gluttonous. Through her homework, Camille began to see patterns in her 
thought processes and how they interfered with engaging with others, feeling confident, and 
not constantly self-conscious, as well as how the cascade of negative thoughts and feelings 
disrupted making healthy reasonable choices of food.

The patient’s mood and anxiety gradually improved, but she was still anxious most of the 
time, and had trouble falling asleep or staying asleep at times. She also continued to feel “that 
pit in my stomach a lot, especially if I’m going to be with friends I haven’t seen in a while or if 
my weight is a little higher.” We discussed possible medication changes and the escitalopram 
was subsequently increased to 20 mg.

Over the next 3 months, Camille continued to improve on mood regulation, sleep continu-
ity, eating regularity, decreased purging, excessive exercise, and she gradually increased 
weight, with slight improvements in tolerance of higher weight than she’d been in 2 years. She 
acknowledged considerable cognitive dissonance between her logical awareness of her near-
normal weight, and struggling to “feel okay” with it. Visualization and relaxation exercises 
that accompanied DBT and CBT constructs around mindfulness and conscious awareness 
development of “willfulness” and “deliberateness” were particularly helpful exercises for 
Camille. By reminding herself of the facts about her body as demonstrated by the scale, cloth-
ing size, improvements in lab results, and physical wellbeing, she was able to consciously 
focus on positive emotions and wellbeing, and to further attend to the feelings that emanate 
from her body, mind, and mood from that awareness.

Ten months after Camille started 10 mg escitalopram, it was discontinued and a trial of 75 
mg of venlafaxine was started. Venlafaxine was eventually titrated to 150 mg because gen-
eral anxiety and internal physiological sense of uneasiness persisted. Three months later, 
Camille was maintaining 119–123 pounds and had not binged or purged in 2 months.

Camille has completed her undergraduate degree in biology with a 3.9 average, which she 
is pleased with. She admits that a year ago she would have been very angry with herself for 
not having a 4.0, but she considers 3.9 proof of “learning to live realistically.” She still strug-
gles with occasional urges to binge when a big project is due at work. She decreased venla-
faxine to 75 mg a few months after graduating and, while she hopes to one day try taking no 
medication, she finds it is particularly helpful premenstrually and during significantly stress-
ful times. She continues in twice-monthly individual psychotherapy, and recently decided to 
consider joining the process group as she recognized that since graduating from college she 
has a tendency to socially isolate more than she thinks is healthy; the isolation increases 
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The term, “disruptive” is a descriptor that has recently entered the diagnostic nomenclature. 
The Diagnostic Statistical Manual of Mental Disorders (DSM) system, in its current revi-
sion, includes a section on disruptive, impulse-control, and conduct disorders (DSM-5; 
American Psychiatric Association, 2013). This chapter conceptualizes disruptive behav-
iors as those which emanate from internal urges that most individuals would be able to 
suppress in a given situation, while individuals who behave disruptively seemingly cannot. 
Thus, impulsivity and limited self-control are thought herein to underlie disruptive 
behaviors.

Disruptive features and behaviors are core symptoms that are listed in the diagnostic 
criteria for many behavioral disorders. Impulsivity and self-control problems (some-
times including aggression) are thought to be the central aspects of disruptive disorders 
seen in childhood and adolescence. While attention deficit hyperactivity disorder 
(ADHD) is not classified as a disruptive disorder per se in the DSM-5, it shares many of 
the common features of disruptive behavior disorders (DBDs). This chapter focuses on 
three childhood disorders: ADHD, and the disruptive disorders of oppositional defiant 
disorder (ODD) and conduct disorder (CD).

 Attention Deficit Hyperactivity Disorder

ADHD is “a persistent pattern of inattention and/or hyperactivity-impulsivity that 
interferes with functioning or development” (American Psychiatric Association, 2013, 
p. 61). The disorder is estimated to affect between 3% and 10% of school-aged children 
and 2–6% of adolescents (Raishevich-Cunningham & Jensen, 2011).

Treatment Considerations

ADHD is a chronic neurodevelopmental disorder in which it is estimated that 80% will 
continue to retain some of the ADHD symptoms well into adulthood (Barkley, 
Murphy, & Fischer, 2008; Wolraich et al., 2011). There now exist several evidence-based 
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therapies for the management of ADHD that include pharmacological therapies, psy-
chosocial treatments, and their combination. Because the associated symptoms of the 
disorder are quite heterogeneous, it is likely that various treatment modalities are 
appropriate for different children with the disorder. Frequently, successful treatment is 
contingent on the child’s developmental level (e.g., preschool, elementary school, ado-
lescence). Behavioral therapy is apt to prove to be an efficacious therapy for preschool-
ers with ADHD (Wolraich et al.,  2011), while family therapy might prove to be a 
successful therapy for adolescents with the disorder (Robbins & Barkley, 2000). 
Regardless of the developmental level of the child, when selecting an intervention it is 
important to specify those specific target behaviors to address.

Pharmacotherapy for ADHD

Stimulants
For the management of ADHD in school-aged children and adolescents the most com-
monly prescribed medications are in the class of agents known as stimulants (Zuvekas & 
Vitiello, 2012). The prescribing of stimulants has increased dramatically over the past 
three decades, and prescriptions for stimulants from 2007 to 2010 have increased more 
than five-fold relative to 1988 through 1994 (Visser et al., 2014). Although stimulants 
have been the most extensively investigated psychotropic medications in the field of 
child and adolescent psychiatry (for a review, see Brown & Daly, 2009), public debate 
continues with considerable controversy regarding the long-term use of stimulant med-
ication in the management of ADHD, and whether the stimulants are overly prescribed 
for ADHD (LeFever, Arcona, & Antonuccio, 2013).

A number of explanations have been posited to explain the increase in stimulant 
prescribing, including better identification of the disorder, less stigma than in previ-
ous years attached to medication as a treatment option, the recognition that there are 
specific subgroups of the disorder, and finally the fact that there is poor access to 
alternative mental health services, particularly among those less affluent individuals 
who do not have health insurance. A consensus of the literature suggests that stimu-
lants are not generally overprescribed to children and adolescents in the United States 
(Connor, 2011), although epidemiological studies do suggest that stimulants are inap-
propriately or overly prescribed in some regions of the country (Angold, Erkanli, 
Egger, & Costello, 2000).

Stimulants are believed to exert their effects through modulating neurotransmitters, 
particularly dopamine and norepinephrine, although epinephrine and serotonin also 
have been implicated (Nigg & Barkley, 2014). The increase in neurotransmitter availa-
bility at the synapses leads to the enhancement of extracellular dopamine and norepi-
nephrine activity in the central nervous system, particularly in the prefrontal cortex and 
basal ganglia regions of the brain (for a review, see Brown & Daly,  2009). Stimulant 
medication increases neurotransmitter activity and inhibits problematic behavior asso-
ciated with impulsivity, as well as enhancing attention, concentration, self-regulation, 
and executive functioning (Nigg & Barkley, 2014).

The literature is clear that stimulants enhance attention and concentration, but, while 
stimulants exert some moderating effect on hyperactivity and impulsivity, the actual 
effects of the stimulants in these two areas are poorly understood. Further, the effects of 
stimulants on social skills are generally equivocal, with very little evidence to suggest 
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that children with ADHD are actually more likeable or rated as more socially desirable 
while receiving these medications.

Stimulants have been demonstrated to improve some of the specific core symptoms 
associated with ADHD in the short term, including attention and concentration, while 
at the same time reducing hyperactivity and impulsivity among children with ADHD 
(Barbaresi, Katusic, Colligan, Weaver, & Jaconsen, 2007; Pliszka & AACAP Work Group 
on Quality Issues, 2007). There is compelling evidence that children treated with stimu-
lant medication make fewer errors on vigilance tasks, are less disruptive in the class-
room setting, increase their academic productivity on-task behavior, and attain 
improved teacher ratings (for a review, see Nigg & Barkley, 2014).

Nonetheless, the limitations of stimulants are evident in the observation that children 
who demonstrate a positive response on some measures of ADHD rarely experience 
total normalization of behavior (Nigg & Barkley, 2014). Stimulants also have limited 
impact on domains of functional secondary impairment associated with ADHD, includ-
ing social behavior and academic performance (Nigg & Barkley, 2014). Although stimu-
lant medication has been shown to enhance certain social functioning to a statistically 
significant level in research trials, these improvements do not always translate to clini-
cally improved functioning (Tannock & Brown, 2000). The final limitations of stimu-
lants involve their dubious long-term efficacy as well as their potential for abuse.

Despite the fact that the US Food and Drug Administration (FDA) has not endorsed 
the use of stimulants for children who are less than 6 years of age due to limited safety 
and efficacy data, there has been a substantial increase in the number of off-label pre-
scriptions of stimulants for preschoolers (Zito et al.,  2007), and several studies have 
attempted to determine benefits and risks among this young population. In a large mul-
tisite clinical trial sponsored by the National Institute of Mental Health (NIMH), which 
examined the safety and efficacy of immediate-release methylphenidate for preschool 
children ranging from 3 to 5 years of age, findings indicated that methylphenidate may 
be both safe and efficacious for preschool children with ADHD. Based on the NIMH 
findings, Greenhill et al. (2006) nonetheless recommend initiating treatment with lower 
doses of stimulants since preschoolers metabolize stimulants at a slower rate relative to 
school-age children. Greenhill et al. also caution that preschoolers experience greater 
adverse side effects when treated with high doses of stimulant medication relative to 
their school-aged counterparts. Despite the Greenhill et al. findings, recommendations 
based on clinical research data to date generally suggest that stimulant medication for 
preschoolers be employed only as a second-line option and only for children with mod-
erate to severe ADHD, when behavior therapy has not proven to be effective and when 
the symptoms of the disorder have persisted for at least 9 months (Wolraich et al., 2011).

There appears to be no evidence to suggest that the use of stimulant medication during 
childhood increases the chance of an older child or adolescent developing problems with 
substance use or dependence. In fact, research evidence has generally indicated that the use 
of stimulant medication during childhood reduces the risk for substance abuse in adult-
hood (Barkley, Fischer, Smallish, & Fletcher, 2003; Biederman, Wilens, Mick, Spencer, & 
Faroone, 1999; Wilens et al., 2008). Nonetheless, a recent meta-analysis has revealed that 
stimulant medication employed to manage ADHD in childhood did not either increase or 
decrease the risk of later developing substance use disorder (Humphreys, Eng, & Lee, 2013).

Adverse side effects of stimulant medication may include decreased appetite, stom-
ach ache, insomnia, and headache (Barbaresi et al., 2006). Less common side effects 
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include motor tics, headaches, nausea, fatigue, irritability, and increases in heart rate 
and blood pressure (Pliszka & AACAP Work Group on Quality Issues, 2007). Many of 
the adverse side effects associated with the stimulants typically abate after a short 
period of time or may even disappear depending on the dosage or timing of administra-
tion (Shier, Reichenbacher, Ghuman, & Ghuman, 2013).

Nonstimulant Medications Used to Manage ADHD
While a consensus of the data clearly attests to the efficacy of stimulant medication in 
the management of ADHD, for those children and adolescents who do not evidence any 
response to the stimulants, or where they experience too many adverse effects associ-
ated with the stimulants, the prescriber may turn to other nonstimulant medications. 
There are several nonstimulant medications that have been approved by the FDA for 
the management of ADHD in children and adolescents, and one of these is atomoxetine, 
a nonstimulant medication that affects the neurotransmitter norepinephrine. 
Atomoxetine is believed to inhibit presynaptic norepinephrine reuptake, thereby 
increasing extracellular norepinephrine; atomoxetine exerts little effect on serotonin 
and neurotransmitters other than norepinephrine. Unlike the stimulants, the increase 
in dopamine in the prefrontal cortex is believed to be more indirect (Nigg & Barkley, 
2014; Wilens, 2006). The therapeutic effect of atomoxetine is believed to occur through 
its influence on the posterior attentional systems (Wilens, 2006). Wietech et al. (2009, 
2013) found evidence of atomoxetine’s effectiveness in treating ADHD symptoms in  
children, but the comparison was only against placebo. There are few clinical trials in 
which atomoxetine is compared head-to-head with stimulants in the child and adoles-
cent population (Garnock-Jones & Keating,  2009), but where such studies have been 
done it has been found to be less effective than methyphenidate and amphetamine. Ni  
et al. (2013), however, found evidence that its effectiveness was similar to methylphenidate 
in improving executive functioning in adults, and somewhat superior for spatial planning.

Clonidine and guanfacine are alpha-adrenergic agents that have been approved by the 
FDA for the treatment of ADHD in the long-acting 24-h release form. Clonidine has 
been demonstrated to be most efficacious in the reduction of hyperactivity and aggres-
sion, and less support has been shown for problems with focusing and sustaining atten-
tion (Ming, Mulvey, Mohanty, & Patel, 2011). Guanfacine XR (extended release) also is 
an antihypertensive and has a very different mechanism of action whereby the medica-
tion “fine-tunes” the alpha-2 receptors on nerve cells in the prefrontal cortex thereby 
producing enhanced signal strength and conductivity (Nigg & Barkley,  2014). The 
therapeutic effects of the alpha-adrenergics are posited to exert their positive benefits 
in the prefrontal cortex, resulting in enhanced neuropsychological functioning among 
children and adolescents with ADHD (Wilens,  2006). The research evidence on the 
effectiveness of guanfacine in comparison with the stimulants is equivocal, at best 
(Bilder, Loo, McGough, & McCracken, 2016).

Psychosocial Therapies for ADHD

While the evidence for pharmacotherapy and particularly stimulant medication for the 
management of ADHD has been compelling, parents of ADHD children and other car-
egivers often rate the option of medication lower in acceptability relative to nonphar-
macotherapies (Fiks et al.,  2012). Fortunately, a number of psychosocial treatments, 
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mostly behavioral or family-oriented (Barkley, 2006), have demonstrated efficacy for 
symptoms associated with ADHD as well as other co-occurring symptoms such as 
depression, aggression, and low self-esteem.

Behavioral therapies are well supported by research in their employment for children 
and adolescents with ADHD (for a review, see Reiff & Tippins, 2004). Based on the prin-
ciples of social learning and contingency management, behavior therapy for ADHD typi-
cally includes interventions that are taught to both caregivers and teachers. Changes in 
parenting practice are conceptualized as the mechanism of action by which parent train-
ing influences the behavior of children and adolescents with ADHD (Weersing & 
Weisz, 2002). Findings have typically demonstrated that children and adolescents dem-
onstrate the greatest degree of behavior change when they receive consistent responses 
for their behaviors and actions. Techniques that reinforce positive behavior, applied in 
the classroom or at home, have been demonstrated to be quite effective in the manage-
ment of ADHD. Methods of behavior therapy typically include management skills for 
caregivers and teachers, contingency management approaches (e.g., time-outs, positive 
reinforcement), self-management strategies for the child (e.g., self-monitoring and  
self-reinforcement), and training that targets social skills and problem-solving.

With follow up periods of up to 5 years, studies have generally demonstrated that 
behavioral interventions in the home and at school are effective and are associated with 
reductions of ADHD symptoms as well as functional impairments associated with the 
disorder (Evans, Owens, & Bunford, 2014). Research in this area has generally yielded 
moderate effect sizes, although Pelham and Waschbusch (1999) have provided data to 
indicate that tightly controlled behavior management programs are equivalent to low to 
moderate doses of stimulant medication. Studies of behavioral therapies have focused 
on the functional impairments associated with ADHD, and the effects of behavioral 
therapies appear to improve long-term outcomes associated with the disorder, includ-
ing parenting practices, peer relationships, and school functioning (for a review, see 
Brown et al., 2008a, 2008b).

Those behavioral therapies that have provided well-established evidence for the man-
agement of symptoms associated with ADHD include behavioral parent training, 
behavioral peer interventions, behavioral classroom management, and organizational 
skills training (Evans et al., 2014). Contingency management approaches employed in 
behavioral parent training emphasize behavior modification, cue and consequences, 
reward systems, and discipline (Chronis, Chacko, Fabiano, Wymbs, & Pelham, 2004). 
Behavioral peer intervention is designed to promote cooperation, communication, and 
participation in peer social situations among children with ADHD.

Children with ADHD frequently are described as annoying, immature, intrusive, and 
overbearing (Pelham et al., 2005). While there has been some evidence that a focus on 
social skills deficits may improve social functioning and peer relationships among chil-
dren with ADHD (Gol & Jarus, 2005), the positive effects from this type of therapy have 
been demonstrated to be beneficial only when it is part of a more intensive multimodal 
behavioral treatment package that is delivered within the child’s social milieu (Pelham 
et al., 2005).

Children with ADHD often pose a challenging management problem for teachers, and 
there is evidence attesting to the efficacy of behavioral therapies in the classroom setting 
(Daly, Creed, Xanthopoulos, & Brown, 2007). One intervention that has shown strong 
empirical support is the Daily Report Card (DRC; Fabiano et al., 2010), an approach that 
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entails collaboration among the child, caregivers, and the teacher in the selection of two 
to three clearly defined behavioral goals (e.g., completion of assigned seat work, obeying 
classroom rules, on-task behavior, getting along with other classmates).

Combined Treatments for ADHD

The “gold standard” in the management of ADHD is medication in combination with 
behavioral interventions with children and their caregivers. The data from research 
have been clear that multimodal treatment is moderately superior to pharmacotherapy 
or nonpharmacologic interventions employed alone (Sibley, Kuriyan, Evans, 
Waxmonsky, & Smith, 2014). The largest and most comprehensive clinical trial of 
ADHD treatment outcomes to date is the NIMH Multimodal Treatment Study of 
Children with ADHD (MTA Cooperative Group, 1999). Participants in this multisite 
study included 579 children between the ages of 7 and 10 years who were assigned 
 randomly to one of four treatment groups: state-of-the-art medication management, 
intensive behavioral intervention, medication and behavioral interventions combined, 
and a community treatment control group that received routine standard care (usually 
medication). Findings revealed that while all four treatment groups improved over time, 
the medication management and combined intervention groups demonstrated signifi-
cantly greater improvement in core ADHD symptoms relative to the behavioral treat-
ment alone and the community care group. Importantly, the children in the combined 
group exhibited better outcomes than those in the community care group across a 
number of important functioning domains (e.g., disruptive behavior, parent–child rela-
tionships, social skills, academic achievement). Moreover, the results for the combined 
treatment group were found to be superior to those in the medication alone group with 
co-morbid conditions (e.g., anxiety). Children who received integrated multimodal 
treatment required lower stimulant doses than those treated with medication alone. Of 
interest was the finding that caregivers reported most satisfaction with the behavioral 
and combined treatment approaches over medication as a stand-alone.

An MTA follow up investigation of the participants who ranged in age from 6 to 8 
years old did not find support for the durability of the therapies (Molina et al., 2009); the 
original four groups did not differ on variables such as school grades, arrests, and psy-
chiatric hospitalizations, the data on which were obtained at the follow up assessment. 
Thus, while the use of medication and behavioral therapies initially produce significant 
reductions of symptoms and functional impairments, these differential effects dissipate 
upon the discontinuation of treatment. A further comparison of children participating 
in the MTA group with a group of children without ADHD revealed that, while 
children in the MTA study sustained functional improvements relative to their baseline 
functioning at pretreatment, they demonstrated poorer outcomes posttreatment than 
their peers without ADHD on the majority of dependent measures originally assessed 
at baseline, including higher ratings of overactivity and impulsivity as well as lower 
standardized test scores of academic functioning. Children in the MTA group also had 
a greater frequency of grade retention, delinquency, arrest records, and psychiatric hos-
pitalizations in comparison to non-ADHD counterparts who did not receive the MTA 
protocol (Molina et al., 2009).

In a recent investigation, Helseth et al. (2015) compared the unique and combined 
effects of evidence-based treatments on ADHD that include stimulant medication and 
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behavior modification on children’s rates of reinforcement for deviant peer behavior. 
Participants included over 200 elementary school-age children receiving various com-
binations of behavior modification and various doses of stimulant medication in a highly 
structured summer camp program. Findings revealed that children with ADHD encour-
aged (reinforced) the deviant behavior of their peers at a higher rate than control chil-
dren. The difference, however, dissipated in the presence of both behavior management 
and stimulant drug therapy. Specifically, both low- and high-intensity behavior modifi-
cation, as well as medium and high doses of stimulant medication, significantly reduced 
the rate of ADHD children’s reinforcement for deviant peer behavior to levels similar  
to the control group. The data were interpreted to suggest that evidence-based inter-
ventions can substantially decrease the presence of reinforcement for deviant behavior, 
thereby diminishing the potential disruptive behavior of ADHD children’s peers.

Important questions remain with regard to the appropriate duration of treatments, 
and the intensity as well as the sequencing of treatments. The preponderance of evi-
dence suggests that medication should be implemented as a first-line treatment for 
children, particularly for those children with less severe symptoms and impairments, 
while multimodal treatments may be more appropriate for those ADHD children with 
a more guarded prognosis (e.g., co-morbid conditions, more severe symptoms, and 
associated functional impairments). Nonetheless, there is evidence that stand-alone 
medication is not as equally effective as behaviorally reinforced medication regimens, 
and combination treatment might well be considered the treatment of choice when 
access to both medication and therapy exist. With regard to stand-alone psychothera-
pies, behavior modification is the only nonmedication therapy that has a compelling 
evidence base for the management of ADHD. In fact, the MTA trials have suggested 
that the use of behavior management therapy may reduce the amount of stimulant 
medication needed to manage behaviors associated with ADHD.

ADHD and Co-Morbid Disorders

There have been few studies that have compared the efficacy of various interventions 
for ADHD children with and without co-morbid conditions, and results of these studies 
have been mixed. With regard to the internalizing disorders, various pharmacological 
and behavioral therapies have been demonstrated to be efficacious for the co-morbidity 
of anxiety disorders and ADHD (Antshel et al., 2011). Co-morbidity of anxiety disor-
ders has not been found to impact the efficacy of stimulant drug therapy (Garcia  
et al., 2009) and there is evidence to indicate that children treated with stimulant medi-
cation are less likely to develop other psychiatric co-morbidities at adolescence 
(Biederman, Monuteaux, Spencer, Wilens, & Farone, 2009). In fact, the data from the 
MTA study demonstrated that children with co-morbidity of ADHD and anxiety disor-
ders responded similarly to both behavioral and medication interventions relative to 
those with ADHD without co-morbidity. Geller et al. (2007) provided further data that 
indicate that children with various types of anxiety disorders, including co-morbid gen-
eralized anxiety disorder, separation anxiety disorder, and social phobia, demonstrated 
significant reductions in both symptoms of ADHD and anxiety following a 3-month 
trial of atomoxetine relative to placebo.

Several pharmacotherapies may be beneficial for ADHD with co-morbidity of depres-
sion. Atomoxetine, a drug that is similar in mechanism of action to many 
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antidepressants, has been found to be effective in the management of ADHD symp-
toms, but it has been found to have less direct impact on depressive symptoms among 
children with co-morbidity of ADHD and depression (Kratochvil et al., 2005). On the 
other hand, youth with ADHD and co-morbid depression were managed with fluoxetine 
or placebo for 2 months, followed by the addition of atomoxetine for 5 weeks; findings 
revealed that both groups demonstrated similar responses in their symptoms of ADHD, 
although children who received a combination of atomoxetine and fluoxetine demon-
strated the greatest improvement in depressive symptoms. Further, there has been some 
preliminary evidence from small open-label trials to suggest that bupropion as well as 
the combination of fluoxetine and methylphenidate may be effective in the management 
of the co-morbidity of ADHD and depressive symptoms (Bond et al., 2012). Although 
there is some evidence suggesting efficacy of a combination of medications in the man-
agement of co-morbid conditions, several experts have recommended that single medi-
cation should be employed for the purpose of targeting the more severe disorder prior 
to implementing polypharmacy (Pliszka et al.,  2006; Texas Children’s Medication 
Algorithm Project, AACAP Work Group on Quality Issues, 2006).

With regard to the externalizing disorders, data from the MTA study indicate that 
children with ADHD and co-morbidity of ODD or CD responded best to the combined 
intervention of pharmacotherapy and behavior management (MTA Cooperative 
Group, 1999). Furthermore, it has been found that children with ADHD and co-morbid 
aggression may benefit from methylphenidate employed either alone or in combination 
with flueoxetine (Patel & Barzman, 2013). Few studies have actually examined the effi-
cacy of pharmacotherapies on children with co-morbidity of ADHD and aggression, 
although there is preliminary evidence for the efficacy of clonidine, guanfacine, risperi-
done, lithium, and valproic acid for aggression specifically (Patel & Barzman,  2013). 
However, much more research is necessary prior to endorsing the efficacy of these 
agents in combination with the stimulants.

For children and adolescents with co-morbidity of ADHD and learning disabilities, 
combined treatment including both medication and psychoeducational interventions 
has been demonstrated to be the treatment of choice (DuPaul, Gormley, & Laracy, 
2013). Pharmacotherapy for ADHD and co-morbid learning disabilities has been dem-
onstrated to enhance academic productivity (Williamson, Murray, Damaraju, Asher, & 
Starr, 2014), although DuPaul et al. (2013) have cautioned that medication alone is sim-
ply not a sufficient treatment for youth with co-morbidity of ADHD and learning disa-
bilities. Typically, children with co-morbid ADHD and learning disabilities perform 
best with those psychosocial interventions that demonstrate efficacy in improving 
academic functioning, organizational skills, and peer tutoring.

With regard to children and adolescents with co-morbidity of ADHD and tics, there 
has been ongoing concern that the stimulants exacerbate tic disorders, and for this rea-
son providers were warned against prescribing the stimulants for youth with such co-
morbidities. However, many of these recommendations were based on uncontrolled 
case reports and retrospective chart reviews. Recent prospective controlled clinical 
trials have provided some encouraging data to suggest that the stimulants are not likely 
to evoke or exacerbate tics (Tourette’s Syndrome Study Group,  2002). In one rand-
omized controlled clinical trial, children with co-morbid ADHD and chronic tic disor-
ders evidenced marked improvement in ADHD symptoms when managed with 
methylphenidate or clonidine, or their combination. More importantly, for those 



  Oppositional Defiant Disorder 251

receiving methylphenidate, no exacerbation of tics was found relative to the placebo 
group. While these data are clearly encouraging, more controlled clinical trials are 
needed prior to endorsing the safety and efficacy of the stimulants for youth with co-
morbidity of ADHD and tic disorders.

 Oppositional Defiant Disorder

ODD is a disorder, predominantly occurring in children and adolescents, that is charac-
terized by patterns of negative reactions to authority, willful noncompliance, irritable 
mood, and negative attention-seeking behaviors. The DSM-5 reports that ODD affects 
approximately 3.3% of all children and adolescents with a lifetime prevalence of 12.6% 
(American Psychiatric Association, 2013).

The developmental course of ODD symptoms often reveals a consistent increase in 
severity over time that frequently progresses to diagnoses of CD, depression or other 
major mental health concerns. Thus, when ODD is manifest, early intervention may 
prevent exacerbation of symptoms and progression into more severe disorders. Behavior 
therapy, especially including parent training, has been a mainstay treatment for dec-
ades, and continues to exhibit robust support in clinical investigations. More severe 
cases, however, may exhibit severely compromised development of self-control, and in 
those instances intervening with behavior therapy alone may not produce sufficient 
improvement in a reasonable time frame. In addition, when co-morbid disorders are 
present, a single treatment modality may not be sufficient.

Pharmacotherapy for ODD

Pharmacological research dedicated exclusively to the treatment of ODD is very lim-
ited. These interventions are difficult to study due to core symptoms often being con-
flated with those of CD (Loeber, Burke, & Pardini, 2009). Consequently, many 
pharmacological studies examine aggression and emotional dysregulation, collapsing 
the ODD and CD diagnoses to focus upon specific symptoms. In addition, as discussed 
below, ODD is highly co-morbid with other conditions (e.g., ADHD, anxiety, and mood 
disorders). Although many of the medications used to treat these co-morbid disorders 
may also reduce symptoms of ODD, the evidence and the biological mechanisms for 
improving oppositional behaviors remain unclear.

Studies of pharmacological treatment of children with ODD have examined dival-
proex sodium, lithium, and atypical antipsychotics such as risperidone. One rand-
omized clinical trial and two open-label studies of divalproex sodium revealed 
significant improvement in “hostility” in children with ODD (Donovan et al.,  1997, 
2000; Saxena et al., 2010). Lithium salts have been used extensively in the treatment of 
aggression over the past 35 years; however, they have primarily been intended for pedi-
atric onset bipolar disorder. Only a handful of controlled trials have examined the effi-
cacy of lithium salts for child and adolescent conduct problems and aggression 
(Campbell et al.,  1995; Malone, Delaney, Luebbert, Cater, & Campbell, 2000; Rifkin  
et al., 1997), with none specifically for ODD. Atypical antipsychotics, on the other hand, 
have received greater empirical support for treating ODD than has lithium, particularly 
for aggressive symptoms. Risperidone has been the most studied of these atypicals 
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(Pappadopulos et al., 2006), although most investigations of “pure” ODD (i.e., without 
co-morbidity) have been limited to children with below-average intelligence (Aman, De 
Smedt, Derivan, Lyons, & Findling, 2002; Snyder et al., 2002). Though providing some 
support for improving conduct, these studies also report significant confounds (e.g. low 
IQ, short treatment duration, questionable follow up phases, use of combined medica-
tion treatments) and a high rate of adverse events (98%) (Aman et al.,  2002; Snyder  
et al., 2002).

Because of limited research support for pharmacological treatments for ODD, phar-
macotherapy should not be considered a first-line intervention for ODD. It may be con-
sidered as a secondary treatment option in more complex cases, only when  
evidence-based psychosocial interventions have been insufficient or when co-morbid 
conditions require stabilization. Practice parameters recommended by the American 
Academy of Child and Adolescent Psychiatry (AACAP) suggest that, “medications for 
youth with ODD are mostly considered to be adjunctive, palliative, and noncurative” and 
“should not be the sole intervention in ODD” (ACTION, 2007, p. 137). Similarly, interna-
tional consensus on the management of ODD recommends that pharmacological treat-
ment be limited to patients who have not first benefited from psychosocial interventions, 
or exhibit extreme levels of aggression or destructive behaviors (Kutcher et al., 2004). 
The evidence to date suggests that risperidone may offer the most potential benefits for 
ameliorating aggression, but with few benefits for improving primary symptoms of non-
compliance or other conduct issues. However, studies of risperidone have been limited to 
children with intellectual disabilities, and frequent negative side effects such as somno-
lence, extrapyramidal effects, and weight gain suggest the need for extreme caution.

Psychosocial Therapies for ODD

Evidence-based psychosocial interventions are recommended as the gold standard 
treatment approach for children with ODD. The interventions in this section have all 
been supported by well-conducted randomized controlled trials (RCTs) and found 
superior to no treatment or wait list control conditions. In addition to demonstrating 
robust positive treatment outcomes, these programs have demonstrated longitudinal 
and generalized effects, proving to be both effective and durable interventions (McNeil, 
Eyberg, Eisenstadt, Newcomb, & Funderburk, 1991). Parent training programs, espe-
cially those targeting younger children, are among the most extensively studied treat-
ments for children with behavioral problems such as ODD, and they are recommended 
as the first-line approach (Eyberg, Nelson, & Boggs, 2008). Interventions for youth in 
middle-childhood and adolescence generally focus on individual or group sessions with 
the child. Children in these stages of development present a greater capacity to benefit 
from cognitive-behavioral approaches in which they are primary agents of change. 
However, given that maladaptive parenting behaviors, family conflict, and family insta-
bility are associated with the development and maintenance of disruptive behaviors in 
children (Frick et al., 1992; Patterson, 1982), child-focused interventions often include 
a parent training component. Below is an overview of the evidence-based, manualized 
interventions that have received the greatest research support for treating ODD, as well 
as additional programs that emphasize the same evidence-based practice principles.
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Behavioral Parent Training (BPT) Programs
Parent–child interaction therapy (PCIT) is a BPT program for children of ages 2–7 
(McNeil & Hembree-Kigin,  2010). The typical PCIT structure consists of weekly, 
60-min therapy sessions in which the therapist, usually behind a one-way mirror, 
coaches parents on their use of skills with their child. There are two stages in PCIT: 
child-directed interaction (CDI) and parent-directed interaction (PDI). CDI sessions 
focus on coaching parents’ positive attending and active ignoring skills when interact-
ing with their child. During PDI, limit setting and discipline techniques are emphasized 
to help parents follow through with behavioral strategies in a consistent and predictable 
manner. Parents learn to balance their warmth and responsiveness with their demands 
and discipline. PCIT therapists code parent–child interactions to measure parents’ skill 
progression and to determine mastery of skills. “Graduation” from PCIT depends on 
parents’ mastery of the specific skills taught, their self-reported confidence in handling 
child behaviors, and their ratings of disruptive behavior on the Eyberg Child Behavior 
Inventory (ECBI) falling within normal limits (Eyberg & Pincus, 1999).

Helping the Noncompliant Child (HNC) is a program for children aged 3–8 
(McMahon & Forehand, 2003). The parent and child are seen together for sessions of 
60–90 min, held once or twice weekly over the course of approximately 10 weeks. HNC 
skills are achieved through therapist modeling, parent–therapist role-play, and live 
practice with the child in the clinic and at home. Therapist coaching occurs within the 
therapy room or from behind a one-way mirror. Similar to PCIT, the HNC program 
consists of two treatment phases. During the first phase (differential attention), parents 
learn skills to increase the child’s prosocial behaviors (using positive verbal and physical 
attention) and to reduce minor misbehaviors (utilizing attending, positive reinforce-
ment, and ignoring strategies). The second phase (compliance training) focuses on 
teaching parents to give clear instructions and follow through consistently with effec-
tive consequences (e.g., time out or loss of privileges) for noncompliance.

The Incredible Years (IY) training series is a set of three training programs: the child 
program (IY-CT, ages 3–8), the parent program (IY-PT, ages 2–10), and the teacher 
program for children up to age 12 (Webster-Stratton & Reid, 2003). Each IY program is 
delivered by a trained facilitator and carried out in a group format. Parent and child 
programs are typically delivered in conjunction with one another over a course of 12–22 
weeks, with sessions lasting 2–3 h. Sessions incorporate videotaped vignettes tailored 
to the specific target audience (e.g., parent, teacher, or child groups). Vignettes include 
common challenging situations followed by group discussions comparing ineffective 
and effective ways of dealing with the problem situations.

Triple P-Positive Parenting Program is a treatment designed for children from birth 
to age 12, with extensions for ages 13 to 16, and focuses on enhancing parenting confi-
dence and skills (Sanders, 1999). Triple P can be delivered in individual, group, self-
directed, or in a combination of these formats. Triple P is multileveled (Levels 1 through 
5) and families participate in a specific level depending on the severity of child behavio-
ral problems. Level 4 (Standard Triple P) and Level 5 (Enhanced Triple P) have received 
the most empirical support (Eyberg et al., 2008). Standard Triple P involves 10 individ-
ual, or eight group parent sessions on topics such as differential attention, effective 
commands, logical consequences, quiet time, and time out. Level 5 is an enhanced 
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version that incorporates home visits and three to five additional sessions designed to 
address family stressors (e.g., parental depression, marital conflict) (Sanders, Murphy-
Brennan, & McAuliffe, 2003).

Parent Management Training Oregon Model (PMTO) is supported for use with the 
widest age range of children: 3–12 years of age (Patterson, Reid, Jones, & Conger, 1975). 
PMTO can be provided in group or individual formats. Individual family sessions are 60 
min and are held weekly for approximately 25–30 weeks. Group sessions are 90 min and 
are held weekly for 14 weeks. Treatment also includes midweek calls from the therapist 
to encourage successful implementation of home procedures and skill generalization. 
The therapist teaches parents via role-play and modeling of skills across five content 
areas: skill encouragement (e.g., incentive chart and rewards for positive behaviors), limit 
setting, monitoring, problem-solving, and positive involvement. The order of skill con-
tent and time allocated to each skill varies, based upon the family’s presenting needs and 
level of child participation in sessions. Parent mastery of skill encouragement is a prereq-
uisite to learning discipline strategies such as giving effective directions, and consistent 
and calm use of consequences (e.g., time out, privilege removal) for noncompliance.

Child-Focused Individual and Group Interventions
Problem-solving skills training (PSST) uses cognitive restructuring and problem- 
solving skills (e.g., identifying the problem, generating solutions, evaluating solutions, 
and perspective-taking) to help youth with ODD cope with interpersonal difficulties 
(Kazdin, 2010). Treatment is designed for children aged 7–13 and consists of 12 weeks 
of individual child therapy sessions that last 30–50 min. The therapist employs interac-
tive exercises, games, modeling, and role-play of different scenarios often encountered 
by the child. A token economy system with response cost is used by the therapist. Initial 
sessions focus on child participation, but parents are more actively included in later ses-
sions in order to practice challenging daily scenarios and to assist the child in general-
izing skills to use at home (Kazdin, 2010).

Anger Control Skills Training (ACST) is a school-based, group intervention that targets 
negative, defiant, and hostile behavior toward school authority figures (Larson & 
Lochman, 2002). Eighteen (60–90-min) weekly sessions for children aged 8–12 focus on 
cognitive coping strategies, awareness of physiological cues, perspective-taking, and 
problem-solving skills. Following skill-building sessions, participants watch videos of 
other children experiencing interpersonal difficulties, and then discuss alternative, appro-
priate social responses. Children participate in role-play rehearsal of alternative skill 
choices, using strategies introduced through the program. Final sessions provide children 
with opportunities to act out real-life situations and apply new skills instead of reacting 
with defiance or aggression. Similarly, Coping Power is a clinic-based program that was 
developed as an extension of ACT. Coping Power offers individual sessions for children as 
well as a BPT component (Lochman, Boxmeyer, Powell, Barry, & Pardini, 2010).

Programs Emphasizing Evidence-Based Practice Principles
While the aforementioned programs have received the greatest empirical support, there 
are also many interventions that are based exclusively upon the evidence-based princi-
ples that define these programs (e.g. Barkley’s (2013) Defiant Children; Kapalka’s (2007) 
Parenting Your Out of Control Child; Kazdin’s (2009) The Kazdin Method for Parenting 
the Defiant Child; and Greene’s (2010) The Explosive Child). Each program emphasizes 
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use of positive reinforcement to promote appropriate behaviors, increasing the effec-
tiveness of commands, consistent limit setting, and use of nonphysical/nonpunitive  
discipline techniques. However, each program also adds strategies that may be a focus 
of a particular family’s treatment. For example, Barkley’s (2013) 10-session program 
provides both proactive and reactive strategies for addressing negative behavior (e.g., 
contingency management, time out, problem prediction, and school collaboration), 
while Kazdin’s (2009) BPT incorporates behavioral shaping in-session, teaching parents 
to create clear definitions of behavioral goals and reinforcing successive approximations 
toward desired outcomes. In addition to managing argumentative and defiant behav-
iors, Kapalka (2007) emphasizes strategies for managing emotional dysregulation and 
“out of control” behaviors, specifically for common problem situations such as transi-
tions between activities, during homework, and while in public places. Similarly, 
Greene’s (2010) Explosive Child program highlights difficulties related to emotion reg-
ulation as well as cognitive inflexibility among children who become explosive. Greene’s 
approach teaches parents to recognize the warning signs of a meltdown, remove parent 
behaviors that may be fueling a meltdown, and gradually to “downshift” to allow the 
child to consider options when they are frustrated.

Intervening early with an evidence-based psychosocial intervention for ODD proves 
not only cost effective, but also potent as the best clinical practice. Positive treatment 
outcomes have been demonstrated for these interventions in RCTs, providing a strong 
evidence base for their use in the treatment of ODD (e.g., Webster-Stratton, Reid, & 
Hammond, 2004). In follow up studies, these interventions also demonstrate mainte-
nance of treatment gains for years after treatment has ended (e.g., Forgatch, Patterson, 
DeGarmo, & Beldavs, 2009). Given the posttreatment durability of positive therapeutic 
effects, psychosocial interventions are considered the gold standard for children with 
ODD, and an especially attractive option for families, communities, and prescribing 
therapist alike, as first-line intervention (Edidin, Karnik, Hunter, & Steiner, 2012).

Psychosocial interventions for ODD focus on the child and authority figure(s) learn-
ing techniques that will create new, healthy patterns of interacting, and interrupt the 
negative coercive cycle that results in defiant behavior (Patterson,  1982). The skills 
learned in treatment can then be applied whenever necessary after treatment has ended, 
with follow up care done on an as-needed basis. By comparison, maintenance of a psy-
chotropic medication regimen requires careful monitoring and consistent maintenance 
over time for the duration of medication use. In addition, medications obviously do not 
teach skills to change child or caregiver patterns of interactions, and are therefore not 
viable long-term solutions. In addition, medications produce highly variable outcomes 
for children with DBD depending on their age and co-morbidities.

Combined Treatments for ODD

There is a dearth of research related to combined psychosocial and pharmacological 
interventions in the treatment of ODD. This largely stems from the fact that psychoso-
cial approaches are preferred as front-line interventions; whereas, medications are 
often used as adjuncts to treat co-morbidities or to help manage aggression 
(ACTION, 2007; Turgay, 2009). Despite the lack of research for pharmacotherapy in the 
management of ODD, clinical practice parameters set by the AACAP still suggest that 
a multimodal treatment is often needed to successfully treat ODD. Further, AACAP 
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recommends that clinicians develop individualized treatment plans for children and 
adolescents, as any given modality of treatment may vary in effectiveness from patient 
to patient (ACTION, 2007).

At present, existing data regarding the combined treatment of ODD must be extrapo-
lated from studies primarily focused on other DBDs, namely ADHD (MTA Cooperative 
Group, 1999; Swanson et al.,  2001). The Multimodal Treatment of Attention-Deficit 
Hyperactivity Disorder study compared the efficacy of various treatment modalities for 
ADHD (MTA Cooperative Group, 1999). A subset of this study’s sample was identified 
as having co-morbid ODD, and secondary analyses found that medication combined 
with behavioral treatment is significantly more effective than medication alone, 
although the effect was small (Swanson et al.,  2001), and the effect of psychosocial 
intervention may be partially attributable to variability in treatment fidelity and effec-
tiveness across sites. Some sites found moderate to large positive effects for psychoso-
cial treatment, while others found small to large negative effects (p. 177). Given the 
absence of evidence to support pharmacological intervention and the strong body of 
evidence for parenting interventions and child-focused skill-building interventions, 
psychosocial interventions are clearly the most effective treatments for ODD. Since 
very few pharmacological studies to date have even attempted to specifically treat ODD, 
more research is needed to explore the efficacy of adding pharmacological support to 
first-line psychosocial intervention.

Current practice parameters may suggest the addition of stimulants, α2-agonists, or 
even atypical antipsychotics to psychosocial therapies to address child behaviors that 
are significantly aggressive, destructive, or nonresponsive to evidence-based behavior 
therapy. However, guidelines for the use of these pharmacological agents in the treat-
ment of ODD are based upon clinical expert consensus rather than empirical data based 
upon RCTs or even open-label trials. Pharmacological treatments should, therefore, be 
considered with caution when addressing symptoms of “pure” ODD, given the unan-
swered questions about their long-term effectiveness and safety with this population. 
Adverse events related to the use of medications (e.g., fatigue, nausea, tics, weight gain, 
and overdose potential) may outweigh benefits for many children, and, in the interest of 
informed consent, practitioners should discuss these issues with families carefully. 
Indeed, from a practical standpoint, titration needs may also present significant chal-
lenges given the relative lack of research or published medication algorithms for this 
population. Finally, the use of these medications for ODD is considered off-label, with 
FDA approval only granted for co-morbid conditions such as ADHD, thus further 
prompting the need for caution (Charach et al., 2011).

ODD and Co-Morbid Disorders

ODD is frequently complicated by co-morbidity with other conditions. In fact, this 
appears to be the rule rather than the exception with nearly 50% of all ODD cases pre-
senting co-occurring ADHD (Martel, Nikolas, Jernigan, Friderici, & Nigg, 2012; Willcutt 
et al., 2012), 40% reporting significant anxiety symptoms (Drabick, Ollendick, & Bubier, 
2010; Greene et al., 2002), and 12% being diagnosed with depression (Stoep et al., 2012). 
When depression later follows childhood onset of ODD, it is best predicted by the 
prominence of ODD-related negative affect. Likewise, children presenting more domi-
nant symptoms of defiance and antagonistic behaviors frequently progress from ODD 
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to later display symptoms more representative of CD. There is an estimated .81 correla-
tion between the symptoms of ODD and CD, which ultimately reflects an extremely 
high degree of symptom co-morbidity (Boden, Fergusson, & Horwood, 2010; Loeber  
et al.,  2009). Despite the strong evidence supporting ODD as a predictor of future 
behavioral and emotional problems, it still remains unclear if its role is causal, prodro-
mal, or simply a precursor to future concerns (Burke & Loeber, 2010).

Psychostimulant medication, considered the first-line treatment for ADHD, also pre-
sents potential benefits for treating co-morbid externalizing symptoms of ODD (Swanson 
et al., 2001). Methylphenidate has been particularly well supported in both open-label 
(e.g., Serra-Pinheiro, Mattos, Souza, Pastura, & Gomes, 2004) and controlled studies 
(e.g., Kolko, Bukstein, & Barron, 1999; Pliszka, Browne, Olvera, & Wynne, 2000) for 
reducing disruptive behaviors and aggression in addition to improving core symptoms of 
ADHD. More recent studies also suggest that atomoxetine, a SNRI, may be effective for 
ODD symptoms when co-morbid with ADHD (Bangs et al.,  2008; Dell’Agnello  
et al., 2009; Dittmann et al., 2011). A major advantage of atomoxetine treatment com-
pared to stimulant therapy is the longer duration of effects, thus potentially addressing 
symptoms occurring during early morning and evening periods when stimulant effects 
have typically subsided. After methylphenidate and atomoxetine, alpha-2 adrenergic 
receptor agonists such as clonidine and guanfacine may be considered second-line medi-
cations for treating co-morbid symptoms of ODD and ADHD. Clinical trials of clonidine 
or guanfacine alone or in combination with stimulant treatments have been shown to 
reduce oppositionality in children with co-morbid ADHD (e.g., Connor et al.,  2010; 
Palumbo et al., 2008); however, significant caution is also warranted due to serious over-
dose potential (Hazell, 2010). Nonetheless, international treatment guidelines currently 
support the clinical use of α2-agonists for children with ADHD and co-morbid CD, 
severe ODD, or tic disorder, as well as those with co-morbid ADHD and ODD who fail 
to respond favorably to either stimulant or atomoxetine treatment (Turgay, 2009).

Pharmacological treatments for ODD with co-morbid anxiety and mood disorders 
(AMD) have also been examined, though to a lesser extent. Two recent studies suggest 
promising support for selective serotonin reuptake inhibitor (SSRI) treatment among 
youth with ODD and co-morbid AMD (Jacobs et al., 2010; Kodish, Rockhill, & Varley, 
2011). However, current AACAP clinical practice parameters for ODD indicate that 
there is insufficient evidence at this time to support the use of SSRIs for treating ODD 
symptoms alone (ACTION, 2007). With the introduction of the new diagnostic cate-
gory of disruptive mood dysregulation disorder (DMDD), now used to reflect these 
kinds of presenting problems, SSRI prescriptions are more likely to be directed toward 
the DMDD population rather than to a subset of children with co-morbid ODD and 
AMD (Leibenluft, 2011).

When co-morbid with ADHD, the strongest empirical evidence supports the com-
bined use of stimulants and atomoxetine for treating ODD. Methylphenidate is the 
most supported for use with potentially substantial benefits for reducing noncompli-
ance and reactive aggression associated with ADHD. Atomoxetine should be limited to 
those considered to be minimal responders to stimulants or for those experiencing 
negative side effects. Alpha-2-agonists such as clonidine and guanfacine currently have 
the least support for treating co-morbid ADHD and ODD. When co-morbid with anxi-
ety and mood-related problems, pharmacological treatment data for ODD suggest ben-
efits for judicious use of SSRIs.
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Challenges to Treatment Interventions

ODD is a high base rate condition that causes significant behavioral, emotional, and 
interpersonal difficulties for the individual diagnosed as well as for family, teachers, and 
friends (Olfson, Blanco, Wang, Laje, & Correll, 2014). Without treatment, ODD symp-
toms tend to persist and worsen over time (Shaw, Lacourse, & Nagin, 2005), often 
evolving from childhood disruptive behavior to an adolescence and adulthood marked 
by emotional problems and/or antisocial behaviors such as crime and violence. 
Fortunately, children and adolescents with ODD have been shown to respond very posi-
tively to intervention, both during treatment and in long-term follow up studies. More 
encouraging is the notion that psychosocial treatments are evidenced to be most effec-
tive for ODD, thus not requiring pharmacotherapy. In fact, pharmacological interven-
tion studies to date are so few and unclear in their findings that medication is not even 
recommended as an option for combined treatment of ODD unless risks or co-morbid 
symptoms suggest the need for additional support (ACTION, 2007). There are many 
behavior therapies available for first-line intervention comprising either parent training 
or child-focused psychotherapies delivered in individual and group formats.

On the other hand, psychosocial and behavioral therapies require adherence to regu-
larly scheduled sessions, which may be a challenge for families dealing with a variety of 
stressors. Access to care, availability of insurance coverage, and transportation to regu-
larly scheduled sessions may be difficult for families with impoverished resources. The 
treatment strategies covered herein also require therapist familiarity with these tech-
niques, the underlying behavioral principles to be applied, and the nature of the disor-
der, since psychotherapy conceptualized more generally as “treatment as usual” (TAU) 
does not utilize these techniques and is much less likely to be effective. As with ADHD, 
treatment adherence is also a challenge, especially when family members are not in 
agreement with regard to treatment plans or when there are relationship problems 
between caregivers and youth.

 Conduct Disorder

Individuals with CD display consistent aggressive or rule-breaking behaviors toward 
others, including bullying, threatening, fighting, using weapons, forcing others into 
sexual activity, and other socially inappropriate behaviors (American Psychiatric 
Association, 2013). Children with CD have poor prognoses in later years: they are more 
likely to have criminal histories, histories of domestic violence, mental and medical 
problems, financial difficulties, lower cognitive abilities, poor temperaments, and lower 
socioeconomic status (SES), and are likely to abuse alcohol and drugs. Depending on 
the samples and methods used in the studies, the prevalence of CD has been estimated 
to be between 2 and 16% (Wu, 2011).

Treatment Considerations

In preschool children, prodromal symptoms include irritable temperament and inat-
tentiveness, and some theoreticians hypothesize these may result from poor maternal–
child attachment (Sanders & Schaechter,  2007). As they age, children with CD in 
elementary school come to demonstrate quick, angry temperaments and poor social 
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skills, and tend to blame the victim in scenarios involving physical aggression. In middle 
and high school, children with CD commonly break rules, overreact emotionally, and 
often do not take responsibility for their actions. Research has shown that people with 
childhood-onset CD, known as “early starters,” are likely to exhibit antisocial personal-
ity disorder (APD) as adults (Kimonis & Frick, 2010). According to Hinshaw, Lahey, and 
Hart (1993), childhood-onset CD often begins with ODD. In fact, 80% of boys with 
childhood-onset CD had been previously diagnosed with ODD (Lahey & Loeber, 1994). 
As adults, early starters tended to have more criminal convictions, incarcerations, and 
other legal involvements than their adolescent-onset counterparts. In fact, between a 
third and a half of these children were diagnosed with disorders characterized by anti-
social behaviors (Loeber, Burke, & Lahey, 2002).

Compared to early starters, individuals with adolescent-onset CD tend to be less 
aggressive and violent. This population has fewer cognitive, neuropsychological, and 
behavioral deficits than early starters. Furthermore, individuals with adolescent-onset 
CD are more likely to have stable family units that use effective parenting strategies 
more often than those with early-onset CD. However, later-onset individuals are at a 
greater risk for continued substance abuse problems (Odgers et al., 2007).

Since the developmental course of ODD symptoms often reveals a consistent increase 
in severity over time, a parallel may be drawn with CD, suggesting that when early 
symptoms are present prompt intervention may prevent exacerbation of symptoms and 
progression into more severe disorders. Behavior therapy, especially including parent 
training, has been a mainstay treatment for decades, and continues to exhibit robust 
support in clinical investigations. More severe cases, however, may exhibit severely 
compromised development of self-control, and in those instances intervening with 
behavior therapy alone may not produce sufficient improvement in a reasonable time 
frame. In addition, when co-morbid disorders are present, a single treatment modality 
may not be sufficient, and combined treatment may become the intervention of choice.

Pharmacotherapy for CD

Pharmacological interventions for CD have been used for decades; nonetheless, they 
are mostly used in conjunction with psychotherapy. Studies on pharmacological inter-
ventions for CD are often further complicated by the presence of co-morbid disorders 
such as ADHD, anxiety, major depression, substance use, and other related impulse-
control problems. Overall, there are five classes of medications commonly prescribed to 
children and adolescents with CD: antipsychotics, mood stabilizers, antidepressants, 
stimulants, and adrenergic agents (Tcheremissine & Lieving, 2006).

Antipsychotics
Historically, antipsychotics have been the medications most commonly prescribed to 
adolescents with CD (Kaplan, 1994). RCTs of conventional antipsychotic medications 
for CD reveal a decrease in behavioral symptoms. For example, in a double-blind study 
of 31 hospitalized children with aggressive behavior between the ages of 6 and 11, the 
effects of molindone and thioridazine were examined over an 8-week period 
(Greenhill,  1985). The results on standardized rating scales indicated a decrease in 
aggressive behaviors, but a placebo control group was not used, so these conclusions are 
not definitive. In addition, these medications often cause significant adverse effects, 
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including extrapyramidal symptoms (EPSs) caused by dopamine blockade or depletion 
in the basal ganglia (Blair,  1992). Side effects of typical antipsychotics include acute 
dyskinesia and dystonic reactions, tardive dyskinesia, Parkinsonism, akinesia, akathisia, 
and a risk of neuroleptic malignant syndrome.

Atypical antipsychotics, including risperidone, aripiprazole, quetiapine, and olanzap-
ine, may offer the benefits of decreased behavioral aggression with reduced risk of EPSs. 
Generally, these medications block dopamine and serotonin receptors, and may 
decrease aggressive behavior. For example, risperdone was effective in children with 
CD, as demonstrated in a 10-week trial on 20 outpatient children of ages 5 to 15.  
A decrease in aggressive behavior was noted, and no EPSs were reported during the 
study. These results were replicated in two additional double-blind, placebo-controlled 
studies with small sample sizes: one with children with borderline intellectual function-
ing (Van Bellinghem,  2001) and the other with children with borderline intellectual 
functioning or mild mental retardation (Buitelaar,  2001). Similarly, aripiprazole has 
been found to be effective and well tolerated in adolescents (Findling,  2009). Safety, 
dosage, and effectiveness were evaluated in 23 children and adolescents with CD, 
between the ages of 6 and 17. The participants showed improvements in symptoms, but 
during the study the dose had to be reduced due to vomiting and sedation. After dosage 
adjustments, however, aripiprazole was generally well tolerated and improvements in 
aggressive behavior were noted.

Quetiapine was similarly assessed as a treatment for CD in a 7-week randomized, 
double-blind, placebo-controlled pilot study (Connor, 2008) with 19 children. The study 
demonstrated that quetiapine was superior to placebo on all clinician-assessed meas-
ures and on a parent-assessed quality-of-life rating scale. One patient on quetiapine 
developed akathisia, but no other EPS was observed. However, weight gain and meta-
bolic disturbances are significant risks with this medication. Finally, in a retrospective 
study of 23 adolescents diagnosed with CD, participants responded well to olanzapine 
treatment (Masi, 2006). Nevertheless, as with quetiapine, risk of significant weight gain 
and Type II diabetes are major concerns with this medication and may limit its utility.

Mood Stabilizers
Lithium’s effectiveness in treating CD has been evaluated in three RCTs, and once in a 
retrospective study. Campbell (1995) conducted a double-blind, placebo-controlled 
clinical trial with 50 children diagnosed with CD. The results indicated that lithium is 
superior to placebo in decreasing aggression, but only a modest effect was noted on 
some of the measures. A second double-blind RCT, conducted by Rifkin (1997), evalu-
ated 33 adolescents in an inpatient setting. Subjects were randomly assigned after 1 
week of placebo, and 26 subjects completed the study. After 2 weeks of treatment, it was 
concluded that lithium did not improve symptoms of aggression. Since lithium poses 
significant risks of weight gain and thyroid disturbances, its limited efficacy may not 
outweigh concerns over serious adverse effects.

The effectiveness of anticonvulsant mood stabilizers in treating CD has also been 
investigated. Donovan (1997) evaluated the use of divalproex sodium in a two-part 
investigation. Initially, in an open-label treatment, 10 adolescents with DBD exhibited 
significant improvement. A double-blind placebo-controlled study was then performed 
to replicate these findings with 20 children and adolescents, aged 10 to 18, with CD or 
ODD and mood lability. The results confirmed clinically significant improvements after 
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6 weeks. Another study by Steiner (2003), evaluated the efficacy of divalproex sodium 
in 71 youth with CD. All subjects were adolescent males with at least one criminal 
conviction. A 7-week RCT was carried out in which participants were randomized to 
high- and low-dose groups. Participants in the low-dose group were administered a 
dose of 125 mg/day, and those in the high-dose group a dose of 1,000 mg/day. The 
results indicated that divalproex sodium produced significant, dose-dependent 
improvements in the impulse control and self-restraint measures completed by the cli-
nicians and subjects. A more recent study utilized the same sample to examine weekly 
slopes of emotions and cognitions of varying degrees of complexity (Khanzode, 2006). 
By measuring more basic states such as anger, depression, happiness, and anxiety, as 
well as complex states such as impulse control, consideration of others, responsibility, 
and self-esteem, the researchers attempted to evaluate varying levels of psychopathol-
ogy for youth with CD. The outcome of this study was mixed, however, and no defini-
tive conclusions could be drawn from it other than a need for further studies.

Another mood stabilizer, carbamazepine, has also been used as a treatment for 
aggressive behavior in children. Kafantaris (1992) completed a pilot study of carbamaz-
epine in 10 hospitalized aggressive and explosive children diagnosed with CD. This 
study showed that the use of carbamazepine is associated with clinically and statistically 
significant reductions in the target symptoms of aggressiveness and explosiveness. 
These results were promising and suggested that a critical assessment of the efficacy 
and safety of carbamazepine was warranted under double-blind and placebo-controlled 
conditions in this population. The common side effects of anticonvulsant mood stabi-
lizers often include nausea, vomiting, diarrhea, weight gain, drowsiness, hives, rashes, 
confusion, cognitive blunting, slurred speech, and in rare cases Stevens–Johnson syn-
drome and liver damage. These risks must carefully be weighed against any potential 
clinical benefits.

Antidepressants
Aggressive and impulsive symptoms of CD are often targeted with serotonin-based 
antidepressants (Armenteros, 2002). For example, trazodone, a serotonin agonist and 
reuptake inhibitor, was evaluated by Zubieta and Alessi (1992) for efficacy in children 
with DBDs. Their sample consisted of 22 inpatient children between the ages of 5 and 
12. After treatment, 13 of the children demonstrated a decrease in aggressive behavior, 
and follow up interviews with parents showed continued positive effects. Fluoxetine 
was also evaluated in an RCT of 126 adolescents with CD, major depressive disorder, 
and substance use disorder. The outcomes were promising in that the medication 
improved the participants’ symptoms (Riggs et al.,  2007). Citalopram, another SSRI, 
was evaluated in an open-label study by Armenteros (2002). Twelve subjects of ages 7 to 
15 with impulsive aggression were administered citalopram for 6 weeks. In the study, 
impulsive aggression was defined as a pattern of aggressive behavior over the preceding 
6 months, including at least three acts of aggression within 1 week of the study screen-
ing. Eleven subjects completed the study; one subject withdrew due to hyperactivity, 
which required additional pharmacotherapy. The results indicated that citalopram pro-
duces a clinically significant decrease in impulsive aggression on all outcome measures. 
No significant adverse effects of the medication were reported. Researchers concluded 
that this medication was effective and well tolerated in this sample of children and 
adolescents.
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Psychostimulants
Stimulant medications have historically been used to address hyperactive and impulsive 
behavior; however, early research has shown benefits with aggressive behavior as well. 
Eisenberg (1963) examined the efficacy of dextroamphetamine in a double-blind,  
placebo-controlled study of 28 institutionalized boys with delinquent behavior. The 
results demonstrated improvement in symptoms according to teachers, observers, and 
peers. Decades later, beginning in 1990, studies of the stimulant methylphenidate have 
demonstrated similar decreases in aggressive behavior. In a 7-week crossover study with 
nine adolescents (ages 13–16) with ADHD and CD, Kaplan (1990) found a significant 
decrease in aggressive behavior during methylphenidate treatment when compared with 
placebo. Similarly, Klein (1997) examined the efficacy of methylphenidate in an RCT of 
83 children with CD. Children aged 6–15 were assigned to the methylphenidate or the 
placebo group for 5 weeks, and over this period their behavior was rated by parents, 
teachers, and clinicians, and through direct classroom observations. The results indi-
cated that the children’s behaviors that were specific to CD decreased significantly with 
methylphenidate treatment. The researchers concluded that the effects of methylpheni-
date on symptoms of CD were not a function of the severity of ADHD symptoms because 
the positive medication effects remained after researchers statistically controlled for the 
severity of ADHD. Although stimulants may be effective (especially with co-morbid 
ADHD), side effects may include headache, upset stomach, increased blood pressure, 
decreased appetite, weight loss, nervousness, sleep problems, and emotional instability.

Antihypertensives
This class of medications (especially α-adrenergic agonists) has also been used to treat 
aggressive behaviors arising from CD. Kemph (1993) investigated the effectiveness of 
clonidine in treating aggressive behavior in a pilot study with 17 children and adoles-
cents (ages 5–15). After a mean of 5.2 months, 88% of the participants had significantly 
improved in their emotions and behavior. A more recent study by Hazell (2003) evalu-
ated the effects of clonidine when added to psychostimulant therapy in children diag-
nosed with ADHD as well as CD or ODD. This randomized, placebo-controlled study 
involved 60 children between the ages of 6 and 14. The outcome measure, on Conners’ 
Rating Scales, demonstrated a greater reduction in symptoms in the clonidine group. 
Adverse effects including, drowsiness and dizziness, were reported in the clonidine 
group but these were noted to be transient. Common side effects may also include dry 
mouth, bowel-movement difficulties, drowsiness, dizziness, and low energy levels; and 
subjects may feel weak, especially upon the onset of treatment or after a dose increase.

To summarize, medication can be an effective treatment modality for CD. Psychotropic 
medications used to treat individuals with CD have included antipsychotics, antide-
pressants, mood stabilizers, stimulants, and antihypertensive agents. However, pre-
scribers and patients need to fully understand the reasons for using a medication, as 
well as its therapeutic benefits and potential adverse effects. Usually, a comprehensive 
psychological and medical evaluation is warranted to minimize risks. It is also critical 
that prescribers and patients discuss the initial use as well as the criteria for continua-
tion or termination of any of the psychotropic medications discussed above, with full 
informed consent forming an essential element in such agents’ implementation.
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Psychosocial Therapies for CD

As suggested by Pardini and Frick (2013), it may be beneficial to individualize treat-
ments for children with CD based on the different developmental pathways of their 
problem behaviors. For instance, treatment that emphasizes anger management and 
works to decrease harsh parenting might be helpful for children with anger problems 
and emotional dysregulation issues (Lochman & Wells, 2004). On the other hand, inter-
ventions based on enhancing the parent–child relationship might help children with 
CD and callous-unemotional traits (Thomas & Zimmer-Gembeck, 2007). Kolko and 
Pardini (2010) further noted that empirically based interventions are generally helpful 
in assisting children with CD (Somech & Elizur, 2012).

Problem-Solving Skills Training
Psychosocial treatments for CD may focus on the individual youth, the parents, the 
family system, and the community. Some treatments focus on only one of these aspects, 
while others include a more comprehensive set of modalities. For example, cognitive 
therapy has been used especially to teach adolescents with CD better problem-solving 
skills that help reduce aggressive behaviors. In other cases, adolescents with CD may fail 
to recognize alternative interpretations of social situations, and may often make nega-
tive attributions regarding the motivations of others. They may also have difficulty 
understanding how others view them and understanding the consequences of their own 
actions (Kazdin, 2002). PSST (Kazdin, 2003) addresses this by teaching interpersonal 
problem-solving skills, and adolescents are encouraged to take a step-by-step approach 
to social situations, and to focus on all aspects of a situation before deciding how to 
respond. Therapists use in-session modeling of prosocial behavior, role-playing, correc-
tive feedback, and social reinforcement. Several meta-analytic reviews of the effective-
ness of PSST have supported its usefulness. One review of 36 studies using participants 
between the ages of 4 and 17 found that the effectiveness of self-statement modification, 
modeling, and problem-solving training exceeded that of the placebo and attention-
control groups (Baer & Nietzel, 1991). Research using randomized clinical trials also 
suggested particular benefit to children aged 11 and older (Durlak, Fuhrman, & 
Lampman, 1991). Overall, these studies showed reduced aggressive and antisocial 
behavior at home, at school, and in the community at the end of treatment and at a 
1-year follow up (Kazdin, 2002).

Parent Management Training
Parent management training (PMT) has also been noted to be an effective and empiri-
cally supported treatment for CD (Kazdin, 2005a). In PMT, parents are taught to mod-
ify their adolescents’ behavior in the home using social learning principles. They are 
taught basic principles regarding reinforcement and consequences, and they learn 
alternative strategies for using these to manage their adolescents’ behavior. Adolescents 
are also brought into the therapy for behavioral contracting. Basic characteristics of 
PMT include having parents identify, define, and observe problem behavior, target spe-
cific behaviors for change, implement social learning principles, and provide contingent 
consequences (Kazdin, 2005a).
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PMT is considered one of the most empirically validated treatments for CD. For 
instance, Brestan and Eyberg (1998) examined 82 studies and suggested that 20 inter-
ventions had a significant probability of meeting criteria for efficacious treatment for 
youth identified as conduct-disordered. The results of these studies showed that adoles-
cents with parents who had participated in PMT showed marked improvement in 
behavior as reported by parents and teachers and in school and police reports. Many of 
the behavioral improvements could be directly connected to parental behavior and 
practices. These treatment gains were maintained for up to 14 years (Long, Forehand, 
Wierson, & Morgan, 1994). A more recent meta-analysis of parent training effective-
ness was conducted by McCart, Priester, Dacies, and Azen (2006). Their results sug-
gested that PMT was effective in reducing aggressive behavior, and also significantly 
reduced the parents’ own psychosocial distress.

Parent–Child Interaction Therapy (PCIT)
As mentioned earlier in the chapter, PCIT is an evidence-based intervention approach 
for young children with emotional and behavioral disorders that works on improving 
the quality of the parent–child relationship and dyadic patterns. In fact, many parent 
training programs based on PCIT and Webster-Stratton’s parent training program 
(1990) have been repeatedly shown to have empirical support in comparison to control 
groups, although these studies have generally only looked at children under the age of 
10. Research has suggested that adolescents appear to respond less well to parent man-
agement techniques than children do (Dishion & Patterson, 1992), which has motivated 
a search for programs that are more effective with adolescents. In 2008, Eyberg and 
colleagues conducted a study to examine well-established and efficacious treatments 
for CD in this population group, and their review identified two evidence-based multi-
component treatment approaches for adolescents with significant delinquent behavior, 
both of which included both parent- and child-training components. These were 
Multisystemic Therapy (MST) and Multidimensional Treatment Foster Care (MTFC).

Multisystemic Therapy
MST (Henggeler & Bordiun, 1990) is a family-systems-based approach that considers 
adolescent delinquent behavior as it is embedded within the family, school, community, 
and peer system. Therefore MST interventions combine cognitive-behavioral approaches, 
behavior therapies, parent training, and pragmatic family therapies. Strong evidence in 
support of MST has come from multiple randomized, controlled clinical trials involving 
youth with disruptive behaviors. In one such study, male adolescents who had commit-
ted criminal offenses or were on probation showed significant treatment gains and lower 
recidivism under MST than members of the control groups (Henggeler, Schoenwald, 
Borduin, Rowland, & Cunningham, 2009). In addition, efficacy trials for MST among 
violent and chronic juvenile offenders have shown improved family relations, decreased 
youth behavior problems, and decreased recidivism when compared to individual coun-
seling after a 4-year follow up (Borduin et al., 1995). Similar results have been found with 
juvenile sex offenders. When compared to those in individual counseling, adolescent sex 
offenders participating in MST demonstrated a 93% lower rate of sexual reoffending and 
72% lower rate of other criminal offending (Borduin, Henggeler, Blaske, & Stein, 1990). 
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When compared to TAU sex offender services, MST has also shown decreased out-of-
home placements, decreased delinquency, and improved family relations for juvenile sex 
offenders (Borduin, Schaeffer, & Heiblum, 2009).

Multidimensional Treatment Foster Care
MTFC is a community-based program, originally developed as an alternative to institu-
tionalization for youth with severe and chronic delinquent behavior (Chamberlain & 
Smith, 2003). During treatment, youths are placed in a foster home for 6–9 months and 
undergo intensive support and treatment in the foster home setting. In addition, the 
foster parents receive a 20-h PMT course where they learn to implement basic social 
learning principles. After their training, the foster parents implement a daily token-
reinforcement system in which the youth receives points for engaging in appropriate 
and positive behaviors and loses points for negative behaviors. In addition to the parent 
management component, each youth participating in MTFC meets weekly with an indi-
vidual therapist who provides support and works with them on problem-solving skills, 
anger management, social skills, and educational or vocational planning. The adoles-
cent also meets weekly with a behavior support specialist trained in applied behavior 
analysis, who focuses on teaching prosocial behaviors through one-on-one interactions 
within the community setting. Positive outcomes for this approach have been demon-
strated (Rhoades, Chamberlain, Roberts, & Leve, 2011). Rhoades, Chamberlain, 
Roberts, and Leve (2013), for example, found that adolescent girls showed significant 
decreases in delinquent behaviors after participating in this type of intervention.

Functional Family Therapy
Research on family-based treatments of CD and delinquency in adolescents has also 
focused on two other interventions: Functional Family Therapy (FFT) and Brief 
Strategic Family Therapy (BSFT). FFT (Alexander et al.,  1994) integrates systems, 
behavioral, and cognitive approaches to therapy. Overall, FFT focuses on the functions 
that various behaviors serve, and requires that a functional analysis be conducted prior 
to intervention. FFT considers how the behavior of each family member functions 
within the family system. The therapy’s treatment goals are to increase reciprocity and 
positive reinforcement among family members. Early research using randomized trials 
showed that FFT was more effective than three other comparison conditions at improv-
ing family interactions and decreasing recidivism for statutory offenses, but not for 
criminal offenses (Alexander & Parsons,  1973). More recent research using a rand-
omized efficacy study with substance-abusing youth did not find FFT to be more effec-
tive than the comparison groups (Waldron, Slesnick, Brody, Turner, & Peterson, 2001). 
Overall, though, research indicated that adolescents participating in FFT had better 
results than those participating in client-centered family groups or psychodynamically 
oriented family therapy, and those receiving no treatment (Alexander et al., 1994).

Brief Strategic Family Therapy
BSFT (Henggeler & Sheidow,  2012; Szapocznik, Hervis, & Schwartz, 2003), initially 
developed for use with Hispanic youth in the Miami, Florida area, is another emerging 
approach for treating adolescent conduct problems. As with most treatments discussed 
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herein, BSFT also views adolescent behavior problems in terms of family dysfunction, 
and is therefore problem-focused and attempts to alter the interaction patterns among 
family members (Kazdin,  2002). Therapy is generally delivered in a weekly format, 
either at a clinic or in the family’s home, for a duration of 8–24 sessions, depending on 
family needs. Two randomized trials with adolescents referred for treatment showed 
more posttreatment reduction in conduct symptoms among youth who completed 
BSFT than among youths in the control group (Coatsworth, Santisteban, McBride, & 
Szapocznik, 2001). Youth completing BSFT also had greater improvement in behavior 
problems posttreatment than those in a participatory-learning condition (Santisteban 
et al., 2003).

Overall, a number of psychosocial treatments for CD have shown promise in research 
trials. Since the etiology of CD may include psychological and sociological aspects such 
as disordered cognitions, deviant peer groups, and dysfunctional family systems, these 
treatments may work because they address precipitating and maintenance factors 
directly. According to Kazdin (2002), familial criminal behavior, family relational diffi-
culties, both harsh punishment and permissive parenting, and low levels of affection, 
emotional support, acceptance, and attachment all contribute to conduct problems. 
Interventions that focus on parent, youth, and family characteristics that contribute to 
or maintain the child’s conduct problems may in turn directly focus on causal factors of 
the disorder.

Notwithstanding their proven effectiveness, there are limitations associated with 
using psychosocial treatment methods. For example, treatments with a parent training 
component tend to have high dropout rates. In addition, these treatments require that 
families learn and implement social learning principles, which may be difficult in many 
family circumstances. When the adolescent’s problems are more severe, their parents 
may also find it more difficult to implement these strategies. Many of the treatment 
programs are also intensive; MST, for example, requires cognitive treatment for the 
adolescent, PMT, intervention with the school, community interventions when neces-
sary, and therapists who are readily available.

Combined Treatment of Conduct Disorder

CD is considered difficult to treat, with decades of research making only small steps in 
identifying successful interventions (Burke, Loeber, & Birmaher, 2004). Within the past 
two decades, cognitive and behavioral therapies have been the most researched for chil-
dren and adolescents with CD, while pharmacological therapies continue to be among 
those least studied (Mpofu, 2002). Even among psychosocial treatments for CD youth, 
many have proven to be ineffective due to their failures to incorporate factors linked to 
the development of CD (Frick, 2001). Despite their allure, integrated approaches for 
treating youth with CD have not been well researched, and very few studies have evalu-
ated the effects of combined psychosocial and pharmacological treatment protocols for 
this patient population (Brown et al., 2008b). When considering treatment options, it is 
important to target the processes that have been demonstrated by research to contrib-
ute to the development and maintenance of CD. These include biological factors (pre-
dispositions), functional factors (child temperament, academic performance, 
impulsivity, social cognition, etc.), and psychosocial factors (parenting methods, child 
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abuse, peer effects, socioeconomic stresses, trauma, life stressors, ability to cope, etc.) 
(Burke et al., 2004).

The identification of effective treatments for children and adolescents with CD should 
ideally address the two-factor reality that CD not only consists of the individual’s con-
duct, but also that individual’s systemic context. At an individual level, many youths 
with CD show significant psychosocial impairments, including low educational achieve-
ment, poor social relationships, conflict with parents and teachers, involvement with 
the legal system, and high emotional distress (Frick, 2001). Clinical data and outcomes 
from longitudinal studies have demonstrated that the prognosis for CD youths is rela-
tively poor and that uninformed and ill-conceived treatments for youth CD can do 
more harm than good. According to Frick (2001), intervention programs for children 
with CD need to be implemented with caution, as some approaches might be harmful 
to children. Given this poor prognosis and the detrimental effects of subpar treatments 
for CD youth, it is crucial to identify treatments that have strong empirical support for 
effectiveness and positive outcomes.

At a systemic level, it is important for schools and communities to identify effective 
treatments of CD youth as part of a comprehensive approach to decreasing violence in 
schools and in the community. School violence continues to occur and to threaten the 
physical, psychological, and emotional well-being of students and school staff (National 
Association of School Psychologists,  2006). Given the aggressive nature of students 
with CD, targeting this population for intervention may be an important step in the 
effort to reduce violence.

There are several exceptions to the general paucity of research on combined treat-
ment of CD. As early as 1974, Maletzky evaluated dextroamphetamine in a double-blind, 
placebo-controlled study of 28 teenagers with antisocial behavior (Maletzky, 1974). 
When dextroamphetamine was added to ongoing therapy, there was a significant reduc-
tion in antisocial behavior in these teenagers. Additionally, when adolescents between 
the ages of 15 and 19 were placed for 16 weeks into either a fluoxetine group with  
cognitive-behavioral therapy (CBT), a CBT-only group, or a placebo group, the  
fluoxetine-and-CBT group had greater efficacy and gains than did either the placebo 
group or the CBT-only group on one of two depression measures, and was not associated 
with greater decline in self-reported substance use or CD symptoms These results sug-
gested that combined treatment was superior to the other two groups (Riggs et al., 2007).

Brown et al. (2008a, 2008b), reviewed a randomized placebo-controlled study that 
examined separate and incremental effects of methylphenidate and behavior modifica-
tion in 16 children with ADHD and ODD. The results revealed that both treatment 
modalities showed positive effects when the treatment was a stand-alone rather than a 
combined approach. The authors also discussed the Multimodal Treatment of 
Attention-Deficit Hyperactivity Disorder (MTA) study, which included 579 children 
randomly assigned either to routine community care (CC) or to one of three study-
delivered treatments, each lasting 14 months. The three MTA treatments consisted of 
monthly medication management (usually methylphenidate), intensive behavioral 
treatment, and the combination. According to Brown et al., the MTA study found that 
children with ADHD and ODD/CD responded well to stimulant medication alone, 
while children with ADHD and other disorders responded well to a combined treat-
ment of medication and psychosocial interventions.
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Apart from little evidence-based research to support multimodal treatment over 
stand-alone treatments, there are potential benefits of using a combined pharmacologi-
cal and psychotherapeutic approach when treating children and adolescents with CD. 
These may include having a more comprehensive and individualized approach that is 
wider in scope and one that may be more likely to target the wide array of risk factors 
linked to the development and maintenance of CD symptoms for each individual child. 
However, the few studies that reviewed combined pharmacological and psychological 
treatments for youth with CD revealed inconsistent results, and the studies have many 
limitations. As previously discussed, there are very few studies on the efficacy of com-
bined interventions for youth with CD, so further research is warranted. To assist in this 
effort, research for combined approaches may begin with interventions, both psycho-
logical and pharmacological, that possess empirical data supporting their effectiveness 
as unimodal treatment approaches; and, in the case of psychological treatments, inter-
ventions that target factors that have been linked to the development and maintenance 
of CD. Data detailing and comparing the cost effectiveness of combined and unimodal 
treatment approaches might also be worth exploring.

CD and Co-morbid Disorders

Co-morbid diagnoses are commonly observed in children with CD. In general, children 
with CD are also more likely to have co-occurring ADHD, depression, anxiety, learning 
disabilities, impulse-control problems, and addictions. Adolescents with both CD and 
alcohol abuse problems have a much greater risk of displaying antisocial behaviors 
(Howard, Fin, Jose, & Gallagher, 2012). When CD and other disorders are present, both 
must be addressed in treatment.

Aggressive behavior is often targeted in treatment alongside ADHD. Two antidepres-
sant medications, buproprion and reboxetine (currently not available in the US, although 
atomoxetine, available in the US, is a similar substance), have been evaluated for their 
efficacy in addressing aggression, impulsivity, and hyperactivity. Buproprion was evalu-
ated in an open-label pilot study (Riggs, 1998). Thirteen boys with CD and ADHD diag-
noses in a residential treatment program were administered buproprion for 5 weeks. 
Outcome measures included Conners’ Hyperactivity Index and Daydream Attention 
scores. The data showed a decrease in symptoms, suggesting buproprion may be useful 
in adolescents with CD and co-morbid ADHD. Likewise, reboxetine was evaluated by 
Mozes (2005) for efficacy in treating aggression in CD and hyperactivity. An open-label 
trial was conducted with 15 children (ages 5 to 14) in inpatient treatment. Twelve 
patients completed the 12-week trial. This study showed significant reduction in symp-
toms by week 8. While reboxetine was well tolerated, adverse effects such as drowsiness, 
decreased appetite, bed-wetting, and hair loss were reported among the participants.

Challenges to Integrated Treatment Interventions with CD

With a myriad of factors contributing to CD, it is logical to assume that targeting many of 
these factors may require more than one intervention, as any single modality will not 
generally suffice to treat these multidimensional problems (Burke et al., 2004). In addition 
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to a multimodal approach, there is evidence showing that interventions must be individu-
alized and tailored to the unique needs of each child and adolescent with CD (Frick, 2001). 
These needs vary depending upon the specific mechanisms underlying each subject’s 
cognitive, emotional, and behavioral disturbances. Given the complexity and multidi-
mensional nature of CD, combined approaches may hold real promise for treating chil-
dren and adolescents with this disorder. By combined, one should not limit thinking in 
the sense of pharmacology combined with psychotherapy; rather, combined could be any 
combination of interventions with evidence-based efficacy in treating any component of 
the CD syndrome.

Combined treatments may involve integrating various psychosocial treatments, 
such as MST and FFT, both of which focus on the interaction of systems, environ-
ments, and cognitive and behavioral interventions (Kazdin,  1997). Combined 
approaches may also involve a combination of pharmacological and psychotherapeu-
tic modalities. For instance, medications may be used to treat maladaptive, impulsive, or 
dangerous symptoms, as part of a comprehensive treatment plan, while cognitive or 
behavioral interventions are incorporated to enhance effective coping mechanisms. 
One benefit of adding pharmacological interventions to psychosocial interventions is 
that the pharmacological intervention may enhance the child or adolescent’s respon-
siveness to the psychological interventions. For example, stimulant medication has 
been shown to reduce conduct problems in children with ADHD and co-morbid CD. 
It has also been shown to decrease the rate of disruptive classroom behaviors, includ-
ing verbal and physical aggression, teasing, destruction of property, and cheating 
(Frick, 2001).

If a child with CD is able to reduce his or her aggression through the use of medica-
tion, then he or she may be better able to take active part in interventions aimed at 
building and practicing social skills. A child with CD taking stimulant medication may 
also be better able to reduce his or her verbal aggression toward adults, and conse-
quently may be more receptive to and capable of engaging in psychotherapy aimed at 
developing coping skills to deal with anger. As disruptive behaviors decrease and the 
child develops a repertoire of alternative socially acceptable behaviors, he or she may 
begin to experience success in interactions with others and consequently experience a 
more rewarding quality of life.

 Recommendations for the Treatment of ADHD  
and Disruptive Disorders

Co-morbidity among ADHD types and the various disruptive disorders is striking, and 
many of the treatments applied to one disorder are transferable to the other disorders. 
Yet, each disorder has its individual etiology, and its peculiarities of dynamics and pres-
entation, and so it is essential to identify what specific intervention works for each of 
the disorders, although they may share many characteristics in common. There is an 
obvious need for much greater research with disruptive disorders to further explicate 
the nuances among them. We present our treatment recommendations in Table 11.1, 
based on the evidence to date.
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Table 11.1 Integrative biopsychosocial intervention with ADHD, ODD, and CD: Summary of best-practice 
recommendations by level of confidence derived from strength of evidence.

Attention deficit hyperactivity disorder (ADHD)

Level A Recommended  ● Medication management is considered first-line in the treatment for 
ADHD

 ● Behavioral therapy is considered first-line treatment for ADHD
 ● There is compelling evidence that combined treatments, consisting 

of stimulant medication and behavioral management methods, are 
especially efficacious in the management of ADHD

Level B Suggested  ● There is emerging evidence to suggest that nonstimulant 
medications (serotonin–norepinephrine reuptake inhibitors (SNRIs) 
and alpha-2 adrenergic receptor agonists) may also help as a 
second-line intervention for ADHD, particularly when children are 
refractory to stimulant medication or when they evidence 
unsatisfactory adverse effects to stimulants

Level C May be 
considered

 ● Cognitive-behavioral skills-based intervention has some promise for 
late adolescents and adults when it is combined with stimulant 
medication

Oppositional defiant disorder (ODD)
Level A Recommended  ● Psychosocial interventions should be first-line treatments for ODD, 

with evidence of large treatment effects that are also generalizable 
across settings and are long lasting

 ● Behavioral parent training (BPT) has demonstrated the greatest 
benefits and is recommended across all age groups

 ● Problem-solving skills training (PSST) and anger control skills 
training (ACST) are also well-established interventions, but they 
typically complement BPT for ages 7 and up

 ● Pharmacological treatments are not recommended as solitary or 
even combined treatments for uncomplicated ODD due to an 
inability to reduce core symptoms and risk of negative side effects

Level B Suggested  ● Child-focused skills training therapies (i.e., PSST and ACST) 
without direct parent involvement is suggested when behavioral 
parent training is not available

 ● Psychosocial interventions combined with either an alpha-2 
adrenergic agonist or an atypical antipsychotic is suggested for 
reducing ODD-related symptoms of aggression and/or emotional 
dysregulation

 ● Combined psychosocial and psychostimulant treatment is suggested 
when ODD is co-morbid with ADHD, but not for ODD alone

Level C May be 
considered

 ● Combined psychosocial treatment with selective serotonin reuptake 
inhibitors (SSRIs) may be considered for ODD to address co-morbid 
anxiety and/or depression, but not for ODD alone

 ● Adding any pharmacotherapy to an existing psychosocial 
intervention may be considered as adjunctive, palliative, and 
noncurative for “associated symptoms” or highly impairing 
co-morbidities only, and not used for pure ODD
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Conduct disorder (CD)
Level A Recommended  ● Although pharmacotherapy has been shown to be effective in the 

treatment of CD, evidence does not show it to be more effective that 
psychosocial treatments, and its side effect profile is concerning 
when used with a population that is still developing

 ● The first-line treatment for CD should be psychosocial, with a 
parent management component particularly indicated

Level B Suggested  ● Cognitive-behavioral therapy (CBT) or behavioral therapy have been 
shown to be effective, but traditional individual therapy does not 
appear to be as effective as psychosocial treatment that incorporates 
multisystemic approaches involving patient, parents, and family 
dynamics

Level C May be 
considered

 ● Psychotropic medication may be tried when psychosocial 
interventions are insufficient. Start with SSRIs, such as fluoxetine 
and citalopram. Switching to atypical antipsychotics, such as 
risperidone, may be indicated if one or more SSRI trials do not work 
effectively

Table 11.1 (Continued)

Illustrative Case Study in the Clinical Practice of Biopsychosocial Integration  
with ADHD

Tonya is a third grade student who was recently diagnosed with ADHD and co-morbid learn-
ing disabilities. At school her teachers describe her as having significant difficulty attending to 
tasks at hand, which poses particular difficulties in academic areas including reading and 
mathematics. At home, Tonya is being raised by a single mother who frequently has difficulty 
negotiating childcare and work responsibilities. Tonya has two other younger male siblings 
who evidence formidable management difficulties. Tonya and her siblings visit with her father 
and his wife on weekends, and Tonya’s mother has noted that she has considerable difficulty 
in “settling down” on Sunday evening and getting ready for the school week. Because she is 
frequently off-task at school, and this has resulted in significant academic difficulties, Tonya’s 
teacher has recommended that Tonya be placed on stimulant medication for the purpose of 
managing her off-task behavior during the school day. While Tonya’s mother is willing to con-
sider a trial of stimulant medication, her father is vehemently opposed to any type of medica-
tion for the purpose of managing Tonya’s behavior.

Tonya’s mother consulted with a specialized university-affiliated clinic that has particular 
expertise in the management of ADHD and other externalizing disorders. Tonya was carefully 
evaluated and also received psychoeducational testing for the purpose of assessing any pos-
sible learning disabilities that may be contributing to her academic difficulties. With the con-
sent of Tonya’s mother, who has custody of Tonya, the developmental pediatrician discussed 
the results of the assessment with both Tonya’s mother and her father during separate visits. 
Because of Tonya’s father’s objection to the use of medication, it was suggested that Tonya 
and her parents participate in a behavior management program during the school year for 
the purpose of working on transitions and rewarding on-task behavior at home and at school. 
A DRC was employed whereby Tonya’s teacher would assess Tonya’s on-task behavior on a 
daily basis and report this information to Tonya’s parents. If Tonya received four good reports 

(Continued)
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throughout the week, she was permitted by her father to engage in a special activity on the 
weekend. During the week, for each day that Tonya’s on-task behavior was reported to be 
satisfactory, Tonya’s mother would provide a special treat at the end of the day.

Psychoeducational testing revealed that Tonya suffered from a specific learning disability 
in the areas of reading and mathematics, which in part accounted for her difficulties in these 
subject areas. As a result, Tonya received special education services in these two subject areas.

Tonya’s behavior at home improved significantly, particularly with regard to transitions on 
the weekend. Tonya’s mother reported that she encountered fewer difficulties in managing 
Tonya’s behavior as well as that of her siblings. Teacher reports of Tonya’s behavior at school 
were only slightly improved as a result of the behavior therapy and, again, stimulant medica-
tion was recommended. After some family therapy, Tonya’s father was able to accept the pos-
sibility of conducting a trial of stimulant medication over the course of a month to determine 
whether Tonya would actually benefit from such therapy and whether this would result in 
enhanced on-task behavior at school.

The results of the stimulant medication trial was overwhelmingly positive, with Tonya evi-
dencing much greater on-task behavior at school and concomitant increases in academic 
productivity and performance. This enhanced academic performance was attributed to the 
special education services that Tonya was receiving at school coupled with the stimulant 
medication. When Tonya returned home from school each afternoon, Tonya’s mother noticed 
that she was encountering particular difficulties with focusing on homework and that she 
was now encountering difficulty with bedtime routines. This was attributed to the rebound 
effect of the stimulant medication, and Tonya’s mother focused on the behavior therapy for 
the purpose of directing more goal-oriented behavior at home, particularly during the 
rebound period of the medication.

After 5 months of stimulant medication, behavior therapy, and special education services 
at school, Tonya evidenced marked improvement, and her on-task behavior at school 
increased by 75%. During the summer months, she was enrolled in a summer camp program 
for ADHD children that employed ongoing behavior therapy throughout the course of the 
day. She was able to have a drug-free holiday during the summer months and both of Tonya’s 
parents were quite pleased with the outcome.

Note

1 Dr. Curtis wishes to acknowledge Sara R. Elkins, Samantha Miller, Margaret J. Areizaga, 
Elizabeth Brestan-Knight, and Timothy Thornberry for their contributions to the 
section on oppositional defiant disorder.
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In 2030, 20% of the US population will be 65 years of age or older; the number of people 
85 years and older will more than have doubled to 8.9 million. The relatively small num-
ber of subspecialists in geriatric care will be unable to treat this large number of older 
adults, and mental health general practitioners who treat adults will increasingly service 
a sizable number of elderly patients. Recognizing and treating their problems will be 
essential.

The most pressing mental health conditions encountered in the elderly population 
include: (1) late-life depression, (2) dementia, and (3) co-morbid disorders associated with 
dementia, including depression, psychotic symptoms, and behavioral disturbances.

 Late-Life Depression

A 2006 review (Djernes, 2006) of prevalence studies of depression in elderly Caucasians 
(65 and older) found rates of major depressive disorder (MDD) ranging from 0.9% to 
9.4% for those living at home, and from 14% to 42% for those living in institutions. In 
2012, the Institute of Medicine (Institute of Medicine,  2012) reported the following 
12-month prevalence rates for community-dwelling adults, 65 years or older:

MDD = 3.0–4.3%
dysthymic disorder = 0.6–1.6%
depressive symptoms =1.1–11.1%.

Late-life depression (LLD) is frequently associated with cognitive impairment and 
structural changes in the brain affecting the orbital-frontal region of the frontal lobes, 
the hippocampus, amygdala, and basal ganglia. Additionally, white matter hyperinten-
sities on magnetic resonance imaging (MRI) scans of many older adults are believed to 
indicate vascular injury to white matter tracts. In some cases, these vascular lesions lead 
to a depressive syndrome called “vascular depression” (Krishnan, Hays, & Blazer, 1997) 
or to a depressive-executive dysfunction syndrome (Alexopoulos, 2005) from frontos-
triatal dysfunction that is characterized by psychomotor retardation, loss of interest, 
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limited insight, with fewer depressive vegetative signs and poor response to antidepres-
sants. Earlier LLD treatment studies may not have recognized these subclasses, and 
results should be interpreted accordingly.

Pharmacotherapy with Late-Life Depression

Over the past 50 years, there have been many studies of antidepressant treatment of LLD 
completed using a wide variety of methodologies. Systematic reviews of LLD antidepres-
sant trials from 1964–1986 (Gerson, Plotkin, & Jarvik, 1988), 1987–1995 (Anstey & 
Brodaty, 1995), and 1996–2001 (Salzman, Wong, & Wright, 2002) all found that antide-
pressants improved depression with no differences among medication classes (tricyclic 
antidepressants (TCAs), selective serotonin reuptake inhibitors (SSRIs), monoamine oxi-
dase inhibitors (MAOI)) in efficacy and side effects. A 2010 update to an original 2001 
Cochrane Review (Wilson, Mottram, Sivanranthan, & Nightingale, 2001) found in a meta-
analysis of 17 studies comparing antidepressants in depressed older adults (age range 
55–90 years) that all classes of antidepressants had equally modest effects compared with 
placebo. It should be noted that this meta-analysis included diagnoses other than MDD.

Multiple meta-analyses lead one to conclude that antidepressant versus placebo 
response rates in LLD have ranged from a broad 63.1% vs. 27.2% (Mittmann et al., 1997) 
to a narrow 44.4% vs. 34.7% (Nelson, Delucchi, & Schneider, 2008). Katona and Livingston 
(2002) performed a number needed to treat (NNT) analysis of antidepressant trials 
between 1966 and 1999 and found different antidepressant classes to be similar, with an 
NNT for treatment response of 2–4. Nonetheless, a 2004 systematic review of 18 
placebo-controlled antidepressant trials (Taylor & Doraiswamy,  2004) calculated an 
NNT of 7–8 for antidepressant response with no significant difference in response 
between TCAs and SSRIs; a high placebo response rate was noted. Sneed and colleagues’ 
(2008) meta-analysis of 16 antidepressant trials from 1985–2008 found the antidepres-
sant response rates in comparator trials to be significantly larger (60%) than in placebo-
controlled trials (46%). A plausible explanation for this difference attributed the results 
to subjects knowing that they would be getting an active treatment in comparator stud-
ies, thereby reinforcing the importance of the placebo effect in LLD.

In a 2008 meta-analysis of 10 second-generation antidepressant trials (Nelson et al., 
2008), the estimated NNT for antidepressant response was 13, and 20 for remission. Many 
of the studies were noted to have high dropout rates in the antidepressant groups. Longer 
studies, of 10–12 weeks, seemed to yield better antidepressant response. A further analysis 
(Nelson, Delucchi, & Schneider, 2013) found a strong drug–placebo difference only in 
those adults who had a moderately severe depression or duration-of-episode over 10 years. 
The authors concluded that antidepressants were not effective in short-duration LLD.  
Kok and colleagues’ systematic review of 51 studies (Kok, Nolen, & Heeren, 2012) included 
other depressive categories, but the meta-analyses were limited to those with MDD. 
Overall antidepressant response rate for MDD was 48.0% vs. 38.6% for placebo, with  
an NNT of 6.7. The antidepressant remission rate was 33.7% vs. 27.2% for placebo, with an 
NNT of 14.4. There were no differences in efficacy and effectiveness among antidepressant 
classes. Only in aggregate were antidepressants significantly better than placebo. When 
each class of antidepressant was compared separately against placebo, the advantage 
disappeared.
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A meta-analysis and meta-regression in 2011 (Tedeschini et al.,  2011) looked at  
15 studies between 1980 and 2010 with a variety of antidepressants. Significant hetero-
geneity of the studies was noted. Antidepressant-treated subjects had significantly bet-
ter response rates than placebo only in the age group 55–65 years. There was no drug– 
placebo difference in those subjects of 65–75 years old. Only six studies had subjects in 
the older age range, though. Possible reasons for the lack of efficacy were cerebral dam-
age with neuropsychiatric consequences, inadequate trial length, inadequate dosing, 
and the small number of subjects in that age group.

Considering that antidepressants alone do not produce high response rates in LLD, 
what about other pharmacological treatments? A randomized, placebo-controlled 
8-day trial of methylphenidate in 16 older (mean age = 72.3 years) patients with MDD 
and a medical illness (Wallace, Kofoed, & West, 1995) found that methylphenidate pro-
duced significant improvement. Similarly, lithium augmentation has been reported to 
be helpful in treatment-resistant cases (Cooper et al., 2011). However, no Class I studies 
have substantiated the above treatments in LLD. In a randomized, placebo-controlled 
study (Reynolds III et al., 2011) with a 2-year follow up in 130 nondemented patients 
with MDD (mean age = 73 years), augmentation with donepezil decreased the progres-
sion of mild cognitive impairment, when present, but also increased the recurrence of 
depression. For those with no cognitive impairment, donepezil provided no benefit. 
The best-substantiated pharmacological approach to treatment-resistant depression in 
older adults comes from a 2015 study by Lenze et al. (2015). Subjects with MDD who 
had failed a trial of venlafaxine of at least 12 weeks were randomized to augmentation 
with either aripiprazole or placebo for another 12 weeks. The aripiprazole group had a 
significantly greater remission rate (44%) than the placebo group (26%) with an NNT of 
6.6. A subsequent analysis (Kaneriya et al.,  2016) of this study showed that baseline 
executive dysfunction, as demonstrated by a low score on the Trail Making Test, pre-
dicted poor response to aripiprazole augmentation.

Most studies have looked at MDD; far fewer have examined the pharmacological 
treatment of milder forms of depression, such as dysthymia, minor depression, or sub-
syndromal depressive symptoms in older adults. A 2003 systematic review (Bartels  
et al., 2003) suggested antidepressants may be better than placebo for dysthymia and 
minor depression, but evidence was not Class I. A 2013 meta-regression by Calati et al. 
(2013) looked at 34 randomized, double-blind, controlled trials for older adults with 
MDD, minor depression, or dysthymia. Among the significant findings were that a 
lower antidepressant response rate was associated with a lower baseline severity of 
symptoms (such as present in minor depression) and a longer duration of illness (such 
as with dysthymia). Locher et al. (2015) performed a meta-analysis of 19 randomized, 
placebo-controlled studies of older adults with MDD, minor depression, or dysthymia. 
The average age in the studies ranged from 59–79 years. Both antidepressants and pla-
cebo had significant response rates, but the only clinically meaningful difference 
between antidepressant and placebo were for those with the most severe depression.

Although the inclusion criteria for most of the antidepressant trials has been 55 or 60 
years of age or older, with the mean age running in the 60s or low 70s, the fastest grow-
ing group of seniors is the “old-old” (75 years and above). In a review of three studies 
treating older depressed adults with either nortriptyline or paroxetine, Gildengers et al. 
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(2002) found that patients aged 76–99 years improved as much as did patients aged 
59–75. Response rates after 10 weeks of treatment were 67–75%. On the other hand, a 
randomized, placebo-controlled, 8-week study with 175 patients 75 years and older 
(Roose & Schatzberg, 2005) found no overall significant difference with remission rates 
between citalopram (35%) and placebo (31%). The subgroup of patients with the most 
severe depression did significantly better on citalopram. A follow up analysis (Culang et 
al., 2009) showed that those patients who had not responded to citalopram developed 
worsening cognition (verbal learning and psychomotor speed) if they remained on it. 
Nonresponders to placebo had no similar deterioration.

There is a growing understanding that some older patients may have executive dys-
function and that this will affect response to antidepressant treatment. Alexopoulos  
et al. (2000) followed 58 older adults with MDD and varying degrees of cognitive 
impairment who had improved with nortriptyline. During a 2-year maintenance period, 
those with executive dysfunction, particularly with abnormal initiation and persevera-
tion, had a significantly worse outcome with more relapses and recurrences. Memory 
impairment did not have this effect. Sneed et al. (2010) used data from the study of 
patients 75 years and older (Roose & Schatzberg,  2005) that was mentioned above. 
Those who had deficient response inhibition based on the Stroop Color Word Test had 
a worse response to citalopram than to placebo. A review (Pimontel, Culang-Reinlieb, 
Morimoto, & Sneed, 2012) of the topic concluded that executive dysfunction, notably 
verbal fluency and response inhibition, negatively affect antidepressant response rates 
in LLD, and are likely manifestations of a disruption in the frontostriatal limbic circuit, 
particularly the anterior cingulate and dorsolateral prefrontal cortex.

Psychosocial Therapy with Late-Life Depression

As we have seen, many studies examining the efficacy of antidepressants in LLD were 
remarkable for high placebo response rates. The regular meetings with study personnel, 
who at the very least inquired about symptoms and side effects, clearly had a therapeu-
tic effect for many in placebo groups. Disengagement from the social environment is 
strongly linked to LLD (Fiske, Wetherell, & Gatz, 2009); therefore, the supportive per-
sonal nature of psychotherapy is likely to be beneficial for depression.

Five types of psychotherapy have been most studied in the treatment of LLD. They are 
the following:

1) Cognitive-behavioral therapy (CBT): teaches how to identify distorted cognitions 
that lead to distress and to increase behaviors that improve mood.

2) Interpersonal therapy (IPT): focuses on problems in current relationships that may 
be related to depression.

3) Problem-solving therapy (PST): teaches how to methodically analyze problems and 
decide on solutions that will reduce distress if implemented.

4) Reminiscence and life review therapy: reviews and re-evaluates past events and puts 
them in perspective.

5) Brief psychodynamic therapy (BPD): explores emotions and events in the past in 
order to gain insight into the unconscious meaning of symptoms and behavior.

We will review controlled trials evaluating the efficacy of these forms of psychother-
apy in treating MDD in older adults. Thompson, Gallagher, and Breckenridge (1987) 
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compared 6-week trials of behavioral therapy, cognitive therapy, and BPD with wait list 
controls in 91 older (average age = 66 years) patients with MDD. All active therapies had 
significant improvement as compared to the control group. There was no difference in 
outcomes among the types of therapy.

Areán et al. (1993) randomized 75 older (average age = 66 years) adults with MDD to 
weekly group treatment for 12 weeks with either PST or reminiscence therapy, or to a 
wait list control. Both therapies had significantly more improvement than the control 
group. PST was superior to reminiscence therapy in reducing depressive symptoms.  
A later study (Areán, Hegel, Vannoy, Fan, & Unützer, 2008) compared PST adapted for 
primary care sites (PST-PC) with community-based psychotherapy in 433 older (aver-
age age = 70 years) primary care patients. Those who had been randomly assigned to 
PST-PC had significantly improved depression over the control, up to 24 months.

Thompson, Coon, Gallagher-Thompson, Sommer, and Koin (2001) randomly assigned 
102 older (average age = 66.8 years) patients with MDD to treatment with CBT, desipra-
mine, or the combination. All treatments resulted in substantial improvement, with the 
CBT (alone) and the combination groups having similar results, which were better than 
the drug treatment by itself. Strachowski et al. (2008) randomized 48 older (average  
age = 62 years) patients with MDD and an elevated risk for cardiovascular disease to 
either 16 weeks of CBT or wait list control. After treatment, 57% of the CBT group were 
in remission compared to 4% of the control group. In their randomized study, Laidlaw  
et al. (2008) compared CBT with treatment-as-usual (TAU) in 44 older primary care 
patients with MDD (average age = 74 years). There were significant reductions in depres-
sive symptoms in both groups, but 74% of the CBT were in remission at the end of  
treatment, compared to 42% of the control group. This difference persisted at 3 months. 
Serfaty et al. (2009) randomized 204 older (mean age = 74 years) primary care patients 
with MDD into three groups for 4 months: CBT, TAU with a talking control, and TAU. 
CBT produced significantly more improvement than the other two groups.

Van Schaik et al. (2006) looked at 143 depressed primary care patients (average age = 
68 years) who were randomized to treatment with either IPT for 10 sessions or TAU. 
IPT was significantly more effective in moderately to severely depressed patients, but 
not in mildly depressed ones.

Bartels and colleagues’ (2003) systematic review of psychosocial treatments for LLD 
concluded that CBT, cognitive, and behavioral therapies had well-substantiated evi-
dence as effective treatments for MDD. There was insufficient evidence regarding dys-
thymia and minor depression. Another evidence-based review in 2005 (Scogin, Welsh, 
Hanson, Stump, & Coates, 2005) of psychotherapies in older adults with a wide variety 
of depressive syndromes found behavioral therapy, CBT, PST, BPD, reminiscence ther-
apy, and cognitive bibliotherapy to be significantly efficacious. In their systematic 
review of psychotherapeutic interventions for LLD in 17 randomized controlled trials 
(RCTs), Francis and Kumar (2013) found that CBT, PST, IPT, reminiscence therapy, and 
BPD were all equally efficacious.

A meta-analysis (Cuijpers, van Straten, & Smit, 2006) of 25 randomized studies of 
CBT, IPT, PST, behavioral therapy, and reminiscence therapy in older adults with clini-
cally relevant depressive symptoms provided further evidence of the effectiveness of 
psychosocial approaches with LLD. Seventeen of the studies had controls, and there 
was low heterogeneity. Psychological treatments produced significant improvement 
with an overall effect size of 0.72. For those patients with MDD, the effect size was 0.84. 
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There was no difference in efficacy among the treatments and no difference between 
those treatments administered individually or in groups. Another meta-analysis 
(Pinquart, Duberstein, & Lyness, 2007) looked at 57 controlled studies with older adults 
with MDD, minor depression, and dysthymia. The largest effect sizes were for CBT 
(1.06) and reminiscence therapy (1.00). Wilson, Motram, and Vassilas 2008) conducted 
a meta-analysis of seven RCTs of older adults with MDD who received CBT, BPD, IPT, 
or supportive therapy. CBT was more effective than control, and BPD was similarly 
effective to CBT. A recent meta-analysis and systematic review (Huang, Delucchi, 
Dunn, & Nelson, 2015) included 27 RCTs of formal psychotherapy in the acute phase 
treatment of LLD. Psychotherapy was shown to be an effective treatment, but the effect 
size varied with the type of control group. The effect size was large with wait list con-
trols, but smaller when compared to supportive therapy and TAU. Types of psycho-
therapy were not identified in their study.

There are few studies looking at psychotherapy for milder forms of depression in older 
adults. Williams et al. (2000) randomized 415 older (mean age = 71 years) primary care 
patients with dysthymic disorder or minor depression to three treatments: paroxetine 
plus supportive monitoring, PST-PC, or placebo plus supportive monitoring. After  
11 weeks, the benefit of PST-PC was small and not different from placebo. However, its 
outcome varied among sites. Ciechanowski et al. (2004) randomized 1,387 older (average 
age = 73 years) adults with minor depression or dysthymia to home-based treatment 
with PST or TAU. After 12 months, 43% of the treatment group responded vs. 15% of the 
control group; additionally, 36% were in remission compared to 12% of controls.

As noted previously, older patients with MDD and executive dysfunction do not 
appear to respond well to antidepressants. Areán et al. (2010) looked at 221 older (mean 
age = 73 years) patients with MDD and executive dysfunction who were randomized to 
treatment with either PST or supportive therapy (control). After 12 weeks, 56.7% of the 
patients who received PST had responded and 45.6% were in remission. In the control 
group, the rates were 34.0% and 27.8%, respectively. NNT for PST was 4.4–5.6. These 
results tend to argue in favor of psychosocial approaches, and in particular PST, over 
pharmacotherapy for older patients with executive dysfunction who suffer from MDD.

Pharmacotherapy and Psychosocial Therapy as Monotherapies  
and in Combination in Late-Life Depression

Both pharmacotherapy and psychotherapy are efficacious treatments for LLD, but how 
do they compare with each other? Gerson, Belin, Kaufman, Mintz, and Jarvik (1999) 
conducted a meta-analysis of RCTs between 1974 and 1998 of LLD treated with either 
antidepressants or psychotherapy. More studies were available for medication treatment, 
and those showed a significantly greater reduction in depressive symptoms than placebo, 
while fewer psychotherapy studies found response rates equivalent to those of TCAs and 
SSRIs. CBT and BPD were significantly better than placebo. Zeiss and Breckenridge 
(Zeiss, 2003) compared results of meta-analyses looking at the efficacies of pharmaco-
therapy and psychotherapy and concluded that psychotherapy was at least as efficacious 
as pharmacotherapy for LLD. In the study that was discussed above of primary care 
patients with minor depression or dysthymia (Williams et al., 2000), paroxetine had a 
stronger positive effect than did PST. When Thompson et al. (2001) compared CBT, 
desipramine, and the combination in older outpatients with MDD, CBT was at least as 
efficacious as desipramine alone. In a 2007 meta-analysis (Pinquart et al.,  2007),  
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antidepressants and psychotherapy had similar effect sizes in older adults with MDD and 
other depressive disorders. In a recent 2013 review of treatment for LLD (Kok, 2013), 
Kok concluded that there was no definitive guide as to whom would best be treated with 
antidepressants or psychotherapy. He suggested that antidepressants are preferable for 
more severe cases.

There are few studies looking at the combination of pharmacotherapy and psycho-
therapy versus either treatment alone in LLD. Maintenance treatment of LLD with the 
combination of nortriptyline and IPT has been shown to be superior to either treatment 
alone by Reynolds et al. (2006). However, in the trial by Thompson et al. (2001) men-
tioned above, CBT plus desipramine was not more efficacious than CBT alone.

Practice Guidelines for the Treatment of Late-Life Depression

We conclude from our findings that, for older adults who do not have executive dysfunc-
tion and who are on the young end of the range (60s–early 70s), antidepressants are an 
effective treatment for MDD. The response rate is 45–60% with an NNT of 6–13. The 
remission rate is 30–40% with an NNT of 15–20. No single class of antidepressant is supe-
rior. Potential for side effects will govern the choice of agent; many, but not all, studies find 
side effect burden less with SSRIs than with TCAs. An adequate antidepressant trial is 
8–12 weeks. Nonresponders would best be treated with aripiprazole augmentation.

There is insufficient evidence whether medication provides a significant benefit 
above placebo for depressive conditions outside of MDD. Likewise, adults in the old-old 
range have not been adequately studied to provide definitive treatment recommenda-
tions. Antidepressants are worth a try if the depression is severe and there are no signs 
of executive dysfunction. If there is executive dysfunction, particularly deficient 
response inhibition, antidepressants may make the patient worse.

Psychotherapy is an efficacious treatment for MDD in late life. As with antidepres-
sants, most trials have involved patients in the young-old range. A variety of psycho-
therapies have been studied: CBT, IPT, PST, BPD, reminiscence therapy, and engage 
therapy. The types of therapy with the strongest support against controls are CBT, PST, 
and BPD. However, there is insufficient evidence that any type of psychotherapy is 
superior to another in LLD. Most treatments were administered individually for periods 
of 6–52 weeks.

For LLD, the evidence shows that antidepressants and psychotherapy are equally effi-
cacious. The conventional wisdom is that most severe MDD should be treated with 
antidepressants, but there is no conclusive evidence for this. In cases of LLD with execu-
tive dysfunction, psychotherapy, particularly PST, is the treatment of choice. Otherwise, 
treatment selection should be based on patient preference and clinician competency. 
While studies have shown the combination of antidepressants and psychotherapy is effi-
cacious for LLD, it is not clear that it is better than either treatment alone.

 Cognitive Deficits Associated with Dementia

As our population ages, an increasing number of older adults will develop dementia, 
a condition whose primary risk factor is age. Dementia is a major neurocognitive dis-
order with impairment of both cognitive functioning and the ability to perform eve-
ryday activities, as per the Diagnostic and Statistical Manual of Mental Disorders, 
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Fifth Edition (DSM-5) (American Psychiatric Association, 2013). A 2007 population 
study (Plassman et al., 2007) estimated that 14% of people in the US over the age of 70 
have dementia. Results from the Einstein Aging Study (Katz et al., 2012) that looked 
at 1944 community-dwelling urban adults over the age of 70 found the prevalence of 
dementia to be 6.5%. A 2013 systematic review and meta-analysis (Prince et al., 2013) 
arrived at a 5–7% global prevalence of dementia in people aged 60 and above. As a 
result of improvement in mid-life cardiovascular health, the prevalence of dementia 
in the US and UK appears to be declining. However, this reduction will be offset by 
the increased number of the oldest-old (75 years and above) who are most vulnerable 
for dementia.

The most common form of dementia is Alzheimer’s disease (AD), making up 60–70% of 
the cases. It is a progressive disorder whose typical early manifestation is a difficulty in 
learning new information. Its prevalence increases with age: 3.0% in adults 65–74, 17.6% 
for ages 75–84, and 32.3% in 85 and older (Hebert, Weuve, Scherr, & Evans, 2013). The vast 
majority (81%) of people with AD are 75 years and older (Alzheimer’s Association, 2016).

Vascular dementia (VaD) is the next most prevalent type, estimated to be 20% of 
dementia cases. However, this is a heterogeneous disorder with a variety of pathologies: 
microbleeds, infarcts, cortical laminar necrosis, hippocampal sclerosis, and white mat-
ter lesions from chronic hypoxemia. The varying pathologies and diagnostic criteria 
make a precise estimate of VaD’s prevalence difficult. Many cases of AD also have evi-
dence of vascular pathology, and this mixed form of dementia is now believed to be the 
most prevalent type (Schneider, Arvanitakis, Bang, & Bennett, 2007).

Dementia with Lewy bodies (DLB) constitutes 4.2% of dementia cases in the com-
munity and 7.5% in secondary care settings (Vann Jones & O’Brien, 2014). Many cases 
may be undiagnosed. Visuospatial, executive, and attention deficits are prominent. 
Aside from cognitive impairment, DLB is notable for greater functional impairment, 
greater risk of falls, fluctuations in alertness, extrapyramidal symptoms (including 
extreme sensitivity to neuroleptics), autonomic dysfunction, rapid eye movement 
(REM) sleep disorders, and visual hallucinations. Psychotic symptoms are more fre-
quent in the earlier stages of the disease than in AD. The mean age of onset is 75 years. 
The classic pathology is the Lewy body, an intraneuronal aggregate of the protein 
α-synuclein, which is also found in Parkinson’s disease. Pathologically, the hippocam-
pus and medial temporal structures are less affected than in AD; functional neuroimag-
ing has shown DLB (occipital hypoperfusion) can be reliably distinguished from AD 
(parietotemporal hypoperfusion).

Frontotemporal dementia is another type of dementia. However, as its onset is typi-
cally in middle age, we will not include it in this discussion.

Pharmacotherapy to Remediate Cognitive Deficits of Dementia

Alzheimer’s Disease
The loss of acetylcholine neurons in AD was an early focus of medication development. 
The US Food and Drug Administration (FDA) has approved three acetylcholinesterase 
inhibitors (AChEIs) for AD to increase levels of acetylcholine in the brain: donepezil, 
galanatamine, and rivastigmine. These medications slow the progression of AD, rather 
than cure it; most studies establishing their efficacy have been industry-sponsored with 
durations of 6 months.
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A meta-analysis by Birks and Harvey (2006) included 15 RCTs of donepezil in the 
treatment of AD for periods ranging from 12–52 weeks. They concluded that donepezil 
(5 mg and 10 mg) produced improvement in cognition, behavior, and activities of daily 
living (ADLs) in patients with mild, moderate, and severe stages of AD. The higher dose 
produced marginally better results. In the United States, donepezil was initially only 
approved for the treatment of mild-to-moderate AD; the manufacturer sought approval 
for a 23-mg tablet for moderate-to-severe AD. An RCT by Farlow et al. (2010) showed 
that the increase of donepezil from 10 mg daily to 23 mg improved one outcome meas-
ure but not another. Nonetheless, in 2010 the 23-mg tablet was approved for the treat-
ment of moderate-to-severe AD. A subsequent RCT (Doody et al., 2012) comparing the 
10-mg versus 23-mg dose in moderate-to-severe AD, found inconsistent evidence that 
the higher dose was more efficacious, but it did produce more side effects.

Galantamine is approved for treatment of mild-to-moderate AD. A meta-analysis 
(Loy & Schneider, 2006) of eight RCTs of galantamine in mild-to-moderate AD found 
improved cognition and global ratings after 3–6 months of treatment. An RCT (Burns et 
al., 2009) looking at galantamine in patients with severe AD found improvement in cog-
nition after 6 months, but not in ADLs. Hwang, Ahn, Kim, and Kim (2016) performed a 
prospective, 52-week, open-label trial of galantamine in patients with mild-to-moderate 
AD who had failed treatment with donepezil. Patients treated with galantamine after 
failing donepezil did as well as those patients in the control group treated with galan-
tamine who had never been given an AChEI. This suggests that failure of one AChEI 
does not mean failure of AChEIs as a class. If there is an insufficient response with an 
AChEI, another should be tried.

The third AChEI, rivastigmine, has the distinction of being available in a transdermal 
patch. Unlike the other two AChEIs, it is considered a “pseudo-irreversible” inhibitor of 
AChE, with an effect that may outlast its half-life. A 2015 meta-analysis (Birks, Chong, & 
Grimley Evans, 2015) of seven RCTs examining the efficacy of rivastigmine in mild-to-
moderate AD for periods of 12–52 weeks found that there were small positive effects on 
cognition, ADLs, and global assessment, but not on behavior or caregiver impact. The 
authors noted the high number of dropouts, particularly from the rivastigmine group. 
A 24-week RCT by Farlow, Grossberg, Sadowsky, Meng, and Somogyi (2013) looked at 
rivastigmine patch in severe AD. They found that the high-dose patch (13.3.mg) pro-
duced benefit in both cognition and ADLs over the lower-dose patch (4.6 mg) without 
increased side effects. However, only 64% of the patients were able to complete the 
study. Although the transdermal patch is easier to administer, particularly in those with 
severe AD, it has increased risk. A review of pharmacovigilance databases from both 
the United States and Canada (Ali, Schleret, Reilly, Chen, & Abagyan, 2015) found dis-
proportionate fatal outcomes with the use of the rivastigmine patch. Many of these 
were overdoses from the inadvertent application of multiple patches.

A fourth drug to treat AD is memantine, an N-methyl-D-aspartate glutamate 
(NDMA) receptor antagonist. It is approved for use in moderate-to-severe AD. 
McShane, Areosa Sastre, and Minakaran (2006) reviewed the efficacy of memantine 
in AD: three RCTs for 6 months in patients with mild-to-moderate AD showed mar-
ginal benefit on cognition and no benefit on ADLs and behavior; three RCTs for  
6 months in patients with moderate-to-severe AD showed a small positive effect on 
cognition, ADLs, and behavior. Current practice is to combine memantine with an 
AChEI in patients with moderate-to-severe AD. One RCT (Grossberg et al.,  2013) 
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found giving memantine to patients with moderate-to-severe AD who were already 
taking an AChEI improved cognition, behavior, and global assessment, but not ADLs; 
however, two other RCTs (Doody et al., 2012; Howard et al., 2012) did not find that 
adding memantine to donepezil in patients with moderate-to-severe AD produced 
any additional benefit. Atri et al. (2015) conducted an area-under-the-curve analysis 
of four RCTs of memantine or memantine + donepezil in patients with moderate-to-
severe AD. After 6 months, there was superior efficacy from the combination of 
memantine and donepezil that was additive and 50% greater than with either drug 
alone. They concluded that previous analyses had underestimated this effect.

The approved drugs for AD were generally studied for periods of 1 year or less. As AD 
deteriorates over many years, is there long-term efficacy of these drugs? An open-label 
study (Rogers, Doody, Pratt, & Ieni, 2000) followed 133 patients with mild-to-moderate 
AD who had completed an RCT with donepezil for up to 5 years. Improvement on 
donepezil was maintained for 6–9 months, after which there was deterioration. An 
RCT (Courtney et al., 2004) looked at 565 patients with mild-to-moderate AD who had 
been treated with donepezil. After 2 years, patients maintained on donepezil had sus-
tained a small improvement in cognition and ADLs, but there was no difference com-
pared to the placebo group in institutionalization, progression of disability, or behavioral 
disturbances. A recent large-scale observational study in Japan of the long-term use of 
donepezil in AD (Arai et al., 2016) found continued improvement through 18 months, 
with deterioration at 24 months. In an RCT (Scarpini et al., 2011) looking at whether 
there was additional benefit of continuing galantamine after 12 months of treatment in 
mild-to-moderate AD found that after 24 months patients who were switched to pla-
cebo were significantly more likely to drop out (including from lack of efficacy), yet the 
cognitive scores of those who remained were not significantly different between groups. 
Hogan’s (2014) systematic review of the long-term use of AChEIs concluded that cur-
rent evidence is mixed and is limited by methodological problems.

Vascular Dementia
The diagnosis of VaD is evolving and, as many cases of AD are believed to have signs of 
vascular injury, looking for a treatment specific for VaD presents theoretical and meth-
odological challenges. A meta-analysis (Malouf & Birks, 2004) identified only two RCTs 
and found that for subjects with mild-to-moderate VaD, 6 months of treatment with 
donepezil showed benefit in cognition, ADLs, and global assessment. Another meta-
analysis (Birks & Craig, 2013) found two acceptable RCTs of galantamine on VaD and 
VaD + AD. There was evidence of improvement in cognition and global assessment, but 
also a high dropout rate due to side effects. The authors concluded that there was no 
consistent evidence of galantamine’s benefit. Rivastigmine for VaD has also been stud-
ied. Birks, McGuinness, and Craig (2013) found three RCTs but could not use them for 
a meta-analysis. One of the studies showed improvement in cognition with rivastig-
mine after 24 weeks, but a significant proportion of patients on the drug dropped out 
due to side effects. A recent meta-analysis by Chen, Zhang, Wang, Yuan, and Hu (2016) 
on the efficacy of AChEIs in VaD identified 12 studies. Five studies looked at donepezil 
and another five looked at galantamine; both drugs showed improvement on one cogni-
tive measure, but not another. No conclusion could be drawn from the two studies 
examining rivastigmine. The authors concluded that both donepezil and galantamine 
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offer modest benefit for VaD, but side effects were a major reason for discontinuing 
treatment. In a meta-analysis (McShane et al., 2006), two identified RCTs of memantine 
in VaD showed some benefit in cognition and behavior, but these were not apparent in 
global clinical assessments.

Along a different line of inquiry, huperzine A is derived from a Chinese herb and is 
believed to have neuroprotective properties. A 2011 review (Hao, Liu, Liu, & Lu, 2009) 
found no high-quality evidence to support its use in VaD. However, a later RCT (Xu  
et al., 2012) of huperzine A in 78 patients with mild-to-moderate VaD found that there was 
significant improvement in cognition after 12 weeks. Although aspirin is routinely pre-
scribed for patients with VaD, an updated review in 2012 by Rands and Orrell (2000) found 
no evidence that aspirin is useful in patients with VaD. A randomized, controlled, open-
label trial of the antidepressant fluoxetine in 50 nondepressed patients with VaD (Liu  
et al., 2014) found that 12 weeks of treatment produced significant increases in cognition 
and brain-derived neurotrophic factor compared to those who did not take fluoxetine.

Dementia with Lewy Bodies
Rolinski, Fox, Maidment, and McShane (2012) reviewed and meta-analyzed the efficacy 
of treating DLB and Parkinson’s disease dementia with AChEIs. Six trials met their crite-
ria, but only one (McKeith et al., 2000) included patients with DLB. In it, rivastigmine 
produced no benefit over placebo. The meta-analysis did show benefit of AChEIs in 
Parkinson’s disease dementia, and the authors suggested that since this condition is simi-
lar to DLB, subsequent trials may prove the efficacy of AChEIs with the latter. Ikeda, Mori, 
Matsuo, Nakagawa, and Kosaka (2015) performed an RCT of donepezil in 142 patients 
with DLB. After 12 weeks, there was improvement in cognition in those patients taking 
donepezil 10 mg daily compared to donepezil 5 mg or placebo. An open-label extension 
of that trial (Mori et al., 2015) found that 110 of the patients with DLB had sustained 
improvement on donepezil 10 mg for up to 52 weeks. Side effects were easily managed.

Psychosocial Therapy to Remediate Cognitive Deficits of Dementia

A variety of psychotherapeutic techniques have been reported as effective with demented 
patients (Douglas, James, & Ballard, 2004), but few of these studies used a sufficiently 
rigorous methodology. The most significant studies and strongest evidence for efficacy 
are for cognitive interventions. The three major categories of cognitive interventions  
are cognitive training (teaching strategies and skills to optimize specific cognitive func-
tions), cognitive rehabilitation (developing strategies to address specific goals with the 
aim of improving performance in everyday life), and cognitive stimulation (engagement 
in activities to enhance cognitive and social functioning in a nonspecific manner).

Reality-orientation therapy has been developed to assist older, confused people. It can 
be integrated into nursing care or administered in a group; the focus is on memory and 
orientation. A 2000 systematic review (Spector, Davies, Woods, & Orrell, 2000) of the 
efficacy of reality-orientation therapy in patients with dementia included eight RCTs 
lasting 4–21 weeks. There was evidence of its efficacy in improving cognition and 
behavior, equivalent to raising the Mini-Mental State Exam (MMSE) (Folstein, 
Folstein, & McHugh, 1975) by 2.1 points. Long-term efficacy was not addressed.

Spector et al. (2003) conducted an RCT with 115 people with mild-to-moderate 
dementia. They received either a combination of reality-oriented therapy and cognitive 
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stimulation twice a week for 7 weeks or “usual activities” as a control. The intervention 
group had significant improvement in objective cognitive measures. The authors con-
clude that this intervention was as efficacious as available medication with a NNT = 4.

Olazarán et al. (2004) randomly assigned 72 patients with mild-to-moderate AD on 
AChEIs to treatment with cognitive-motor stimulation (cognitive exercises, social and 
psychomotor activities) or an active control of psychosocial support. At 6 months, the 
control group had deteriorated cognitively, but the intervention group had not. At  
12 months, both groups had deteriorated cognitively, but the intervention group dete-
riorated to a lesser degree and also had a persistent improvement in mood. A 2012 
systematic review (Woods, Aguirre, Spector, & Orrell, 2012) of the efficacy of cognitive 
stimulation in mild-to-moderate dementia included 15 RCTs with 718 participants. 
Variable trial quality was noted. However, the authors concluded that cognitive stimula-
tion produced benefits in cognition above that of medication, and also appeared to 
improve the quality of life for people in the earlier stages of dementia.

Requena, Maestú, Campo, Fernández, and Ortiz (2006) randomized patients with 
mild AD to one of four groups: cognitive training + AChEI, AChEI alone, cognitive 
training alone, and no treatment. The cognitive training program consisted of small-
group sessions of 45 min, 5 days a week, for 2 years. Other participants watched televi-
sion as a control condition. At the end of the first year, subjects in both the cognitive 
training + AChEI and the cognitive training alone groups had significant improvement 
in cognitive functioning; the other two groups gradually deteriorated. At 2 years, all 
groups had deteriorated but less so with the group who had cognitive training. Another 
RCT (Tárraga et al., 2006) had 46 subjects with mild AD on AChEIs receive a 24-week 
program of cognitive training + psychostimulation, psychostimulation (as active con-
trol), or medication only. The cognitive training + psychostimulation group had signifi-
cant improvement at both 12 and 24 weeks, equivalent to two points on the MMSE. The 
psychostimulation alone group had early improvement that was not sustained. A meta-
analysis of cognitive training in AD by Sitzer, Twamley, and Jeste (2006) included  
19 studies (14 RCTs). Although, the quality of the studies was variable, the authors 
found evidence that cognitive training was able to improve cognitive and functional 
ability in AD, and that the effect can be maintained for 4–5 months.

Loewenstein, Acevedo, Czaja, and Duara (2004) studied the efficacy of a program of 
cognitive rehabilitation with mild AD by randomly assigning 44 subjects to an individu-
alized program of cognitive rehabilitation over 12–16 weeks versus an active control of 
nonspecific mental stimulation. At the end of treatment and at a 3-month follow up, the 
actively treated group was significantly better at a variety of cognitive and functional 
tasks than the control group, whose performance deteriorated. Clare et al. (2010) stud-
ied 69 subjects with mild AD on AChEIs who were randomized to eight weekly sessions 
of cognitive rehabilitation, relaxation therapy (active control), or no treatment. The 
group that received cognitive rehabilitation had significant improvements in cognitive 
performance and satisfaction; the other groups were unchanged. At a 6-month follow 
up, subjects who had received cognitive rehabilitation sustained their improvements.

In a systematic review (Alves et al.,  2013) of cognitive interventions in AD, four 
RCTs were identified (three used cognitive training and another used cognitive stim-
ulation). These interventions appeared to benefit global cognitive function, but not 
other specific cognitive and functional domains. Another systematic review in 2013 
(Bahar-Fuchs, Clare, & Woods, 2013) looked at cognitive training and cognitive 
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rehabilitation in mild-to-moderate AD or VaD. Eleven RCTs were included, 10 of 
which involved cognitive training. The cognitive training studies were judged to be of 
variable quality and showed no consistent effects. The one cognitive rehabilitation 
study was of high quality and showed a beneficial effect.

Practice Guidelines to Remediate Cognitive Deficits of Dementia

There is evidence that a number of pharmacological and psychotherapeutic interven-
tions are beneficial for people with dementia. However, the efficacy of these treatments 
does not appear to be sustained after 2 years.

All AChEIs have shown significant, if not clinically substantial, efficacy for mild-to-
moderate AD. There is evidence that these drugs also are efficacious in severe AD. The 
benefit of adding memantine to an AChEI in moderate-to-severe stages of AD has also 
been shown. Donepezil and galantamine have been found to be efficacious in mild-to-
moderate VaD, the former also in DLB.

Reality-orientation therapy, which has multiple iterations, is efficacious in improving 
memory and behavior in dementia. Cognitive stimulation, cognitive training, and cog-
nitive rehabilitation have all been shown to be efficacious in early stages of dementia. 
However, the intensity, content, and duration of these treatments can vary, and the 
optimal method of administering them remains to be established.

 Co-morbid Conditions Associated with Dementia

Depression Concomitant with Dementia

Although people with dementia may frequently complain of being depressed and, at 
times, appear depressed, it is not easy to determine whether they have a clinically signifi-
cant mood disorder. There are many confounding factors. The prevalence of depressive 
symptoms will vary widely depending on whether information is obtained by a direct 
examination of the patient or through a family member or caregiver. Additionally, there 
is overlap between the clinical features of MDD and dementia; anxiety, sleep, and appe-
tite disturbances, decrease in activities, and cognitive dysfunction are common in both. 
Since psychiatric diagnoses rely on descriptive criteria, there is no unequivocal way to 
resolve this. As a screening tool, Alexopoulos, Abrams, Young, and Shamoian (1988) 
developed a rating scale to measure the severity of depression in demented patients that 
relies on information from both the caregiver and patient. The National Institute of 
Mental Health organized a workshop of experts who proposed standardized criteria for 
MDD in AD (Olin et al., 2002) that were intentionally inclusive to minimize the risk of 
missing cases of clinical importance. However, the inclusiveness increases the rate of 
false-positives, which will stymie efforts to identify effective treatments. Whatever their 
theoretical merits, these criteria have not been used consistently in studies.

Steinberg et al. (2008) calculated the 5-year prevalence of depression in dementia to 
be 77%. There appears to be no relationship between the severity of cognitive impair-
ment and having depression. It may be more prevalent in early-onset dementia, before 
65 years (Rosness, Barca, & Engedal, 2010). Studies have found depression with VaD, as 
compared to AD, is characterized by complaints of weakness and tiredness, psychomo-
tor retardation, and emotional withdrawal.
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Pharmacotherapy of Depression Concomitant with Dementia

Reifler et al. (1989) treated 28 demented outpatients with MDD for 8 weeks with either 
imipramine or placebo. There was no difference between groups’ improvement, and the 
imipramine group had worsening of cognition. In a 6-week study (Roth, Mountjoy, & 
Amrein, 1996), moclobemide, a reversible monoamine oxidase inhibitor, was signifi-
cantly better than placebo in 511 patients with dementia and MDD. A 12-week trial 
(Lyketsos et al.,  2000) comparing sertraline and placebo in 22 patients with AD and 
MDD had equivocal results: sertraline was better than placebo by some, but not all, 
clinical ratings. The same protocol with an enlarged sample of 44 patients with AD 
(Lyketsos et al., 2003) found sertraline to be significantly better than placebo. In this 
study, 84% of the sertraline-treated patients were either full or partial responders, com-
pared to 35% of the placebo group.

Demented subjects have been studied who have more broadly defined depressive 
syndromes, including minor depression or dysthymia as well as MDD, or have “depres-
sion in dementia” from criteria similar to those proposed by Olin et al. (2002). Nyth  
et al. (1992) compared citalopram with placebo in 29 patients with dementia and  
moderate-to-high depression ratings; after 6 weeks, the citalopram group improved 
more than the placebo group in both mood and cognitive function. Petracca, Tesón, 
Chemerinski, Leiguarda, and Starkstein (1995) treated 21 depressed AD patients with 
either clomipramine or placebo, and found that the drug produced more improvement 
in mood, but worsening of cognition. Other studies found no differences between ser-
traline and placebo (Magai, Kennedy, Cohen, & Gomberg, 2001), fluoxetine and placebo 
(Petracca, Chemerinski, & Starkstein, 2001), and venlafaxine and placebo (de 
Vasconcelos Cunha et al., 2007) in patients with both depression and dementia. In a 
multicenter trial (Rosenberg et al.,  2010) comparing sertraline and placebo in AD 
patients with the “depression of dementia,” after 12 weeks there were no differences in 
response, ratings, and remission between the sertraline and placebo groups. As in other 
studies, the drug-treated group had more side effects. Continuing the treatment for an 
additional 12 weeks did not change the results (Weintraub et al., 2010).

Head-to-head comparisons have been rare. Taragano, Lyketsos, Mangone, Allegri, and 
Comesaña-Diaz (1997) compared fluoxetine and amitriptyline in 37 patients with AD and 
MDD. After 45 days, both groups showed similar improvement in mood, but more than 
50% of the amitriptyline group had dropped out. Katona, Hunter, and Bray (1998) treated 
198 patients with dementia and depression (MDD and minor depression) for 8 weeks 
with either paroxetine or imipramine. Both had similar efficacy. Lastly, Banerjee et al. 
(2011) studied 218 depressed patients with AD who were treated for 13 weeks either with 
sertraline, mirtazapine, or placebo. All groups showed improvement at 13 weeks with, 
curiously, the greatest improvement in the placebo group. This group also had the fewest 
adverse events. At a 39-week follow up, the results were unchanged.

Two meta-analyses, which included some of the above trials, had opposite conclu-
sions. One (Thompson, Herrmann, Rapoport, & Lanctôt, 2007) included five RCTs of 
patients with AD, and concluded that antidepressants were efficacious and effective, 
with NNTs = 5. Interestingly, of the five studies, only two had shown improvement over 
placebo and both required MDD for inclusion. The second (Nelson & Devanand, 2011) 
included seven RCTs in the meta-analysis. The authors noted the studies used a variety 
of methods, were probably underpowered, and could not confirm the efficacy of antide-
pressants in depression and dementia.
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Psychosocial Therapy of Depression Concomitant with Dementia

Very few studies have examined the efficacy of psychotherapy as a treatment for a for-
mally diagnosed depressive syndrome in people with dementia. Teri, Logsdon, Uomoto, 
and McCurry (1997) conducted an RCT of two forms of behavioral treatment (pleasant 
events focused for patients, or problem-solving for caregivers) versus two control 
groups (TAU or wait list). The subjects were 72 patients with probable AD and either 
MDD (75%) or minor depression (25%). After 9 weeks, 52–68% of the behavioral groups 
had shown significant clinical improvement (no longer meeting criteria for baseline 
depressive disorder) compared to 20% of the control groups. At a 6-month follow up, 
69% of the treatment responders had maintained improvement.

A 2015 systematic review and meta-analysis looked at psychological treatments for 
depression in demented patients (Orgeta, Qazi, Spector, & Orrell, 2015). Treatments 
were considered for the study if they were designed to treat depression, were based on 
a psychological theory, and had a structured intervention. The six RCTs included in the 
meta-analysis used variations of CBT, interpersonal therapy, and counseling. Baseline 
depressive diagnoses were not specified. The authors concluded that there was evi-
dence of moderate quality that these psychological treatments were efficacious in treat-
ing depression in patients with dementia. However, there was variability in the duration 
and intensity of treatments among the studies.

The mood of patients with dementia is very dependent on their living arrangements, 
the people around them, and the institutional rules and restrictions. Additionally, with 
progressive dementia, more traditional forms of psychotherapy may be less feasible. As 
a result, alternative psychosocial interventions have been developed to improve the 
mood of these patients. Teri, McKenzie, and LaFazia (2005) systematically reviewed  
the efficacy of psychosocial interventions in patients with “depression in dementia.” The 
review included 11 RCTs. In seven studies, interventions produced significant improve-
ment in depression as compared to controls. These successful interventions included 
teaching behavioral approaches to the staff and enhancing social engagement of the 
patients. Six of the studies showed sustained effects of these interventions.

Some studies have looked at the effect of psychosocial interventions on the mood of 
demented patients who have not been formally diagnosed with a depressive disorder. 
Since the criteria for a depressive disorder in someone with dementia are far from being 
firmly established, these interventions are relevant. A systematic review (O’Connor, 
Ames, Gardner, & King, 2009) looked at psychosocial treatments of the psychological 
symptoms of dementia (including depressed mood or negative affect). Twelve RCTs 
were identified of sufficient quality and six had positive results. Three of the six studies 
had strong quality ratings. One of these, a study of behavioral interventions by Teri et al. 
(1997), was described above. In a second study (Beck et al., 2002), demented nursing 
home residents were randomly assigned to one of three treatments (activity of daily 
living intervention, psychosocial enhancement, or both) or to one of two controls (non-
specific attention or TAU) for 12 weeks. The treatment groups had significantly more 
positive affect on a number of rating scales as compared to the controls. A third trial 
(Williams & Tappen, 2007) compared an exercise program, a supervised walking group, 
and a social conversation group in patients with AD. After 10 weeks, the exercise group 
showed significantly more positive affect than the other two groups. Two of the remain-
ing positive studies in the systematic review had ratings of moderate quality. These 
studies found improvements in mood by personalized recreational activities 
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(Kolanowski, Litaker, & Buettner, 2005) and validation group therapy (Toseland  
et al., 1997). The latter is a form of psychotherapy designed to stimulate communication 
and empathically validate those communications, both verbal and nonverbal, of patients 
with dementia.

Psychosocial interventions that have not been shown by RCTs to have a positive effect 
on mood are the following: caregiver training in emotionally sensitive care, using a 
rocking chair, multisensory stimulation, muscle relaxation training, simulated presence 
using a family audiotape, and music during mealtimes.

Practice Guidelines for Depression Concomitant with Dementia

For antidepressants, there is moderately strong evidence that they are effective in 
demented patients, particularly those with AD, if a diagnosis of MDD is made by con-
ventional criteria. The lack of head-to-head studies does not allow for recommending a 
specific class of antidepressant.

For the broader category of “depression in dementia,” the efficacy of antidepressants 
has not been proved. However, for these patients, there is moderate evidence for the 
efficacy for interventions that teach behavioral approaches to the staff, and enhance the 
patients’ social engagement. Other psychosocial interventions that may improve mood 
in demented patients with depression include focusing on enhancing ADLs, exercise 
programs, personalized recreational activities, and group validation therapy.

Psychotic symptoms Concomitant with Dementia

Delusions and hallucinations are common in dementia and are classified among the 
neuropsychiatric symptoms (NPS) or behavioral and psychological symptoms of 
dementia (BPSD). About 60% of patients with dementia in the community and over 80% 
in nursing homes have BPSD, which presents a challenge to caregivers, clinicians, and 
patients. They are associated with agitation, aggression, higher rates of institutionaliza-
tion, greater functional impairment, faster cognitive decline, and earlier death.

Psychotic symptoms often are seen in the moderate-to-severe stages of dementia. 
Psychosis has a 40–50% prevalence rate in AD, the most common type of dementia. The 
most common psychotic symptoms in AD are delusions, with a median prevalence of 
36%; about 18% of AD patients experience hallucinations, and 13% have both delusions 
and hallucinations (Paulsen et al., 2000; Ropacki & Jeste, 2005). About 50% of patients 
with DLB develop psychosis with visual hallucinations as a core symptom (Borroni, 
Agosti, & Padovani, 2008). In VaD, patients are more likely to develop depression and 
anxiety rather than frank psychosis.

In patients with AD and psychosis, the frontal and parietotemporal neocortical 
regions show metabolic and perfusion abnormalities, with poor perfusion of the ante-
rior cingulate cortex. Delusions are associated with decreased gray matter density in the 
left frontal lobe, right frontoparietal cortex, and left claustrum. Frontal lobe deficits in 
attention and fluency are the cognitive functions most strongly associated with delu-
sions and hallucinations in AD, supporting the frontal lobe hypoperfusion hypothesis.

Visual hallucinations are associated with occipital atrophy and vision loss. In a study of 
30 demented patients with visual hallucinations compared with 30 demented patients 
without this symptom, 50% of those with hallucinations had poor vision versus 27% of 
those without (Murgatroyd & Prettyman, 2001). McKeith et al. (2005) found that DLB 
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patients with visual hallucinations have profound visuoperceptual dysfunction compared 
to those without visual hallucinations.

Abnormal levels of the neurotransmitters dopamine, acetylcholine, serotonin, and 
norepinephrine have all been linked to dementia-related psychosis. These neurotrans-
mitter deficits lend support to the use of AChEIs and SSRIs to treat BPSD.

Pharmacotherapy of Psychotic Symptoms Concomitant with Dementia

The FDA has not approved any medication to treat BPSD, making all medication  
use off-label. Atypical antipsychotics, particularly risperidone, aripiprazole, and  
olanzapine, can be effective but the side effects often outweigh benefits. In a meta-
analysis of four RCTs of patients with AD and psychosis, risperidone led to significant 
improvement in psychosis as compared to placebo (Katz et al., 2007). Another meta-
analysis of 23 RCTs by Tan et al. (2015) found that aripiprazole and risperidone 
reduced psychotic symptoms at 12 weeks. In the multicenter Clinical Antipsychotic 
Trial of Intervention Effectiveness—Alzheimer’s Disease (CATIE-AD) study 
(Schneider et al., 2006b), 421 outpatients with AD and psychosis, agitation, or aggres-
sion were randomized to risperidone, olanzapine, quetiapine, or placebo for up to 36 
weeks. The primary outcome of the study was time to discontinuation from either 
lack of effect or side effects. In this regard, risperidone (mean dose 1 mg) and olan-
zapine (mean dose 5.5 mg) were superior to quetiapine and placebo.

The efficacy of atypical antipsychotics in dementia is limited by the high rates of 
adverse events, including strokes and death. Atypical antipsychotics increase the mor-
tality rate in dementia-related psychosis by a factor of 1.6 (Schneider, Dagerman, & 
Insel, 2005). As a result, in 2005 the FDA issued a black box warning on the use of atypi-
cal antipsychotics to treat dementia-related psychosis; in 2008 this warning was 
expanded to include typical antipsychotics. However, other long-term studies have not 
found the same increased mortality rate, but these latter studies may have had meth-
odological flaws (Kales, Gitlin, & Lyketsos, 2015; Lopez et al.,  2013; Raivio, Laurila, 
Strandberg, Tilvis, & Pitkälä, 2007).

Atypical antipsychotics also cause a statistically and clinically significant decline in 
cognition in patients with dementia (Vigen et al.,  2011). Other side effects include 
drowsiness, urinary tract infections, extrapyramidal symptoms (EPSs), and gait abnor-
malities. As for typical antipsychotics, there is no evidence for their efficacy in treating 
NPS; adverse effects such as death, somnolence, and EPSs outweigh any benefits 
(Lonergan, Luxenberg, Colford, & Birks, 2002; Sink, Holden, & Yaffe, 2005). In general, 
antipsychotics also do not improve function or quality of life in patients with dementia 
(Ravona-Springer & Davidson, 2014).

AChEIs may help with psychosis in both AD and DLB. In an open-label study (Paleacu, 
Mazeh, Mirecki, Even, & Barak, 2002) of 28 patients with AD, 6 months of donepezil 
significantly improved BPSD, including delusions and hallucinations. A multicenter 
open-label study (Carrasco, Agüera, Gil, Moríñigo, & Leon, 2011) of 529 patients with 
AD had similar positive findings from donepezil after 18–20 weeks of treatment. An 
RCT by Mori, Ikeda, and Kosaka (2012) that treated 140 patients with DLB with either 
donepezil or placebo for 12 weeks found that the active group had fewer delusions and 
hallucinations. In an RCT (McKeith et al., 2000) of 120 patients with DLB who were 
given either rivastigmine or placebo, those treated with rivastigmine had significant 
improvement in hallucinations and delusions after 20 weeks.
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SSRIs have also shown benefit. In the CitAD study (Leonpacher et al.,  2016), 186 
patients with AD were randomized to a 9-week trial of either citalopram or placebo. 
Citalopram at a dose of 30 mg reduced the frequency of delusions and the severity of 
hallucinations. However, further studies are needed at lower doses, as the FDA has 
imposed a dosage limit of 20 mg citalopram for patients over age 60 because of concerns 
about cardiac side effects.

Psychosocial Therapy of Psychotic Symptoms Concomitant with Dementia

Psychotherapeutic interventions have not been widely studied for dementia-related 
psychosis. There are more data when BPSD treatment is considered as a whole. But 
while current studies may lack rigor and power, the broader category of nonpharmaco-
logical interventions, including psychotherapy, are nonetheless considered first-line 
treatments for BPSD due to their lack of adverse effects.

An important question for a patient with dementia and psychosis is whether any 
treatment is needed. The frequency and severity of symptoms, including the patient’s 
level of distress and the risk of harm to the patient or caregiver need to be assessed. 
Certain delusions, for example that a deceased person is alive, might comfort a patient 
and should be tolerated. In general, hallucinations and delusions that do not distress the 
patient or pose a threat to the patient or caregiver can be ignored or diverted.

The broader strategy in a psychotherapeutic approach to delusions in dementia is to 
try to understand the etiology of the delusional belief and then address symptom-related 
problems with the patient and environment of care, including caregivers. Some symp-
toms may involve a misinterpretation of reality or result from sensory problems like 
vision loss rather than represent actual psychosis. If a patient claims that a caregiver he 
has forgotten is an imposter, then caregivers should be introduced at each visit and be 
educated about how a person with dementia may perceive them. Delusions of theft can 
be from forgetfulness and can be alleviated by buying multiple copies of items. Similarly, 
nursing home placement may make patients feel abandoned and this may lead to delu-
sions of spousal infidelity. To help resolve this, family visits and phone calls can  
re-establish trust.

Specific types of psychotherapy have been used to address psychosis in dementia. 
While some studies have found simulated presence therapy, which entails playing 
audiotaped memories from earlier life, to be beneficial for agitation arising from aban-
donment beliefs (Camberg et al., 1999), a 2011 systematic review (O’Neil et al., 2011) 
found that quality evidence for this type of therapy is lacking and might even worsen 
behavior in dementia. Validation therapy accepts a patient’s reality and validates the 
expression of emotion, but there is insufficient evidence of its efficacy (O’Neil et al., 
2011). Reality-orientation therapy targets orientation information like the date and use 
of names. A systematic review of its efficacy in treating NPS (Livingston, Johnston, 
Katona, Paton, & Lyketsos, 2005) identified 11 studies (one RCT) and concluded that 
there was insufficient evidence of its benefit.

Practice Guidelines for Psychotic Symptoms Concomitant with Dementia

There are no psychotherapeutic interventions with clear evidence of efficacy for  
dementia-related psychosis. However, nonpharmacological methods tailored to the 
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patient and caregiver should be tried first since psychotic symptoms are classified as 
BPSD, and most expert guidelines recommend such interventions as the first-line treat-
ment for BPSD given the lack of side effects.

Next, patients should be prescribed AChEIs, particularly donepezil, which can reduce 
psychosis in AD and also slow cognitive decline. Most patients would be on these medi-
cations already to preserve memory. After AChEIs, clinicians should try citalopram, 
which has shown promise for treating delusions in AD dementia, though the optimal 
dose needs further study given FDA warnings against using more than 20 mg in people 
older than 60 years.

Atypical antipsychotics should be prescribed as a last resort if nonpharmacological 
methods and the above medications fail. They should be used only on a short-term or 
emergency basis given their side effects, and if the psychosis is dangerous to the patient 
or others. If use is justified, risperidone or aripiprazole are preferred, followed by olan-
zapine. Risks and benefits must be carefully discussed. Typical antipsychotics, quetia-
pine, anticonvulsants and benzodiazepines should not be used for dementia-related 
psychosis since they lack efficacy and cause harmful side effects.

Behavioral Disturbances Concomitant with Dementia

Behavioral symptoms in dementia include repetitive questioning, sleep disturbances, 
wandering, agitation, aggression, pacing, irritability, hoarding, and purposeless move-
ments. They are highly prevalent: almost all patients with dementia develop behavioral 
problems and most manifest more than one symptom. About 60–90% of AD patients 
develop NPS (Cummings et al., 2016), and a major part of these symptoms have behav-
ioral components that correspond to BPSD. Agitation is defined as excess motor activ-
ity and may manifest as physical or verbal aggression, signifying emotional distress. It 
occurs in 20–45% of dementia patients and increases with the severity of dementia. 
Depression and apathy are common in VaD and AD, while DLB patients have marked 
visual hallucinations and REM sleep disorders. Sleep disturbances occur in up to 35% of 
community-dwelling demented patients (Bombois, Derambure, Pasquier, & Monaca, 
2010) and up to 55% of patients with DLB (Borroni et al., 2008).

Behavioral symptoms are associated with early nursing home placement, more rapid 
deterioration, increased mortality, psychiatric admissions, and caregiver stress and 
depression. Greater cognitive impairment, lower premorbid agreeableness, psychosis, 
and depression are risk factors for agitation and aggression in dementia. More severe 
medical co-morbidity also increases the risk of agitation, irritability, and aberrant motor 
behavior.

Neurofibrillary tangles and amyloid plaques are associated with NPS in AD, and tau 
pathology has been implicated in agitation. Agitation in dementia has been associated 
with functional deficits and volume loss in the frontal and anterior cingulate cortices, 
the posterior cingulate, the amygdala, and the hippocampus (Rosenberg, Nowrangi, & 
Lyketsos, 2015).

Imbalances in acetylcholine, serotonin, and dopamine are thought to be involved. 
Theories of cholinergic deficits in the limbic system and frontal lobes support the use of 
AChEIs to treat the NPS of AD. Reduced 5-HT1A receptor binding in the temporal 
cortex has been correlated with aggression in AD (Lai et al., 2003).
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Pain, increased caregiver burden, and undiagnosed medical illness increase the risk of 
agitation. As verbal skills fail, behavioral symptoms can express unmet needs from 
physical discomfort, boredom, loneliness, or recognizing the losses from dementia. 
Dull, noisy, or unstructured environments can trigger BPSD. Pre-existing psychiatric 
illness and personality disorders can also manifest as BPSD.

Pharmacotherapy of Behavioral Disturbances Concomitant with Dementia

Atypical antipsychotics can reduce NPS but have serious side effects. A meta-analysis 
of 15 RCTs (Schneider, Dagerman, & Insel, 2006a) looked at their efficacy and adverse 
effects in treating BPSD. Aripiprazole and risperidone had small effect sizes, while  
the efficacy of olanzapine and quetiapine was unconfirmed. Dropout rates and adverse 
effects limited medication efficacy. Patients still had significant behavioral symptoms 
despite antipsychotic treatment. In a systematic review by Ballard and Howard (2006) 
of three RCTs, they concluded that olanzapine (5–10 mg) was efficacious for agitation 
and aggression but not psychosis. In the CATIE-AD study (Schneider et al., 2006b) 
mentioned above, risperidone and olanzapine were superior to placebo for efficacy but 
not side effects. Side effects like EPSs and sedation made the authors recommend 
against atypical antipsychotics for aggression and agitation in AD. Another analysis of 
CATIE-AD data indicated olanzapine and risperidone could be effective for anger, 
aggression, and paranoia, but did not improve quality of life and overall functioning 
(Sultzer et al., 2008).

Lonergan et al. (2002) reviewed five RCTs that examined the efficacy of haloperidol, 
a typical antipsychotic, in treating agitation in dementia. Haloperidol was efficacious in 
controlling aggression in patients with agitated dementia. However, there was no over-
all reduction in agitation as compared to placebo. The authors concluded that there was 
little evidence to support a benefit of haloperidol on manifestations of agitation other 
than aggression, and that haloperidol should not be used routinely to treat patients with 
agitated dementia. A systematic review (Sink et al., 2005) included two RCTs and two 
meta-analyses looking at typical antipsychotics in dementia. They acknowledged the 
slight benefit of haloperidol with aggression, but suggested that the side effects of EPSs 
and sedation may outweigh the benefit. In general, they found insufficient evidence that 
typical antipsychotics were efficacious in the treatment of BPSD.

Antipsychotics have an elevated risk of stroke and death in dementia patients because 
of a 1.6–1.7 increased risk of mortality that led the FDA to issue a black box warning 
against the use of all antipsychotics in elderly patients with dementia-related psychosis. 
Canada, which had approved risperidone for severe dementia, restricted its use in 2015 to 
short-term control of aggression and psychosis only in severe AD due to a higher risk of 
cerebrovascular events in patients with mixed or vascular dementia. Fatigue, urinary tract 
infections, incontinence, worsening cognitive test scores, and increased stroke risk are 
among the other deleterious side effects of atypical antipsychotics in dementia. The stroke 
risk may be even higher with atypical antipsychotics than with typical ones (Ballard & 
Howard, 2006; Schneider et al., 2006a). Risperidone and olanzapine are associated with 
abnormal gait and EPSs. EPSs are particularly problematic in patients with DLB.
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SSRIs have fewer side effects and can improve agitation, likely because there is  
disturbed serotonin metabolism in dementia. Sertraline and citalopram have been 
shown to reduce agitation in dementia, though more safety and efficacy studies are 
needed (Seitz et al., 2011). A 16-week multicenter double-blind + open study (Nyth & 
Gottfries, 1990) of 98 patients with various types of dementia looked at the efficacy of 
citalopram in the “emotional disorders” of dementia. For patients with AD, citalo-
pram at 20–30 mg improved confusion, irritability, emotional bluntness, depressed 
mood, and restlessness with few and mild side effects. However, there was no benefit 
for those with VaD. Porsteinsson et al. (2014) reported on the efficacy of citalopram 
on agitation from the CitAD study. Patients randomized to citalopram (target dose = 
30 mg) had reduced agitation and caregiver distress, though they also had worsening 
cognition and QTc prolongation. In a 6-week RCT of 40 patients with AD (Barak, 
Plopski, Tadger, & Paleacu, 2011), escitalopram had similar efficacy to risperidone in 
reducing agitation. Although SSRIs are better tolerated than antipsychotics, they also 
have side effects that may include hyponatremia, headaches, sleep changes, and gas-
trointestinal bleeding.

AChEIs improve behavioral symptoms in AD, and their use is supported by theo-
ries linking cholinergic deficits to behavioral problems. In a 2003 meta-analysis 
(Trinh, Hoblyn, Mohanty, & Yaffe, 2003) of 29 RCTs, AChEIs showed modest benefit 
for neuropsychiatric and functional outcomes in AD after at least 1 month of treat-
ment. In a more recent meta-analysis (Campbell et al.,  2008) that included nine 
RCTs, after 3–12 months of treatment AChEIs showed a statistically significant ben-
efit in reducing NPS in AD. Not all the evidence has been positive. In a 12-week RCT 
of 272 patients (Howard et al., 2007), donepezil was not more effective than placebo 
for agitation in AD. In another multiyear RCT of 565 patients with mild-to-moderate 
AD (Courtney et al., 2004), donepezil was no better than placebo in behavioral or 
psychological outcomes after 48 weeks of treatment. However, an RCT (Mori  
et al., 2012) found that donepezil did improve BPSD and lessen delusions and hallu-
cinations in DLB.

Memantine may have a small beneficial effect on behavior in moderate-to-severe AD, 
though not in mild-to-moderate AD, and has shown a small but clinically undetectable 
benefit on behavior in mild-to-moderate VaD (McShane et al., 2006). In an analysis of 
two RCTs (Gauthier, Wirth, & Möbius, 2005), memantine improved behavioral symp-
toms, particularly agitation and aggression, in moderate-to-severe AD.

Some have postulated the antiagitation benefits of antipsychotics and citalopram 
come from antagonism of the alpha-1 adrenoreceptor (Raskind & Wang, 2014). In an 
RCT of 22 patients with AD and agitation or aggression (Wang et al., 2009), prazosin, 
an alpha-1 blocker, was well tolerated and improved aggression and agitation over pla-
cebo after 8 weeks of treatment.

For stereotypies or repetitive behaviors, small studies have reported benefit from flu-
voxamine, buspirone, trazodone, donepezil, and galantamine. However, a 2013 review 
(Cipriani, Vedovello, Ulivi, Nuti, & Lucetti, 2013) found that there had been no system-
atic studies about this phenomenon. For example, no medications have been found to 
be efficacious for wandering in dementia (Cipriani, Lucetti, Nuti, & Danti, 2014).



12 Treatment of Depression, Dementia, and Dementia-Related Disorders in the Elderly306

In a 2008 meta-analysis (Konovalov, Muralee, & Tampi, 2008) of the efficacy of  
anticonvulsants in BPSD, five RCTs showed no benefit of valproic acid. Carbamazepine 
showed modest benefit for agitation but only in two small studies of short duration and 
suboptimal methodologies. Benzodiazepines have not shown benefit in controlling 
dementia-related behaviors, and should be avoided except in REM sleep behavior dis-
orders (Hugo & Ganguli, 2014).

Psychosocial Therapy of Behavioral Disturbances Concomitant with Dementia

Most guidelines recommend the use of nonpharmacological interventions, including 
psychotherapeutic strategies, as the treatment of choice for BPSD, except in emergen-
cies. These interventions cause less harm, provide more attention and care to patients, 
and curb the use of psychotropic medications. Unfortunately, data about the efficacy of 
psychotherapeutic interventions are inconclusive due to lack of RCTs, underpowered 
studies, and studies that focus only on people with severe dementia in nursing homes. 
Given the heterogeneity of behaviors, there is no standard psychotherapeutic approach 
to managing behavioral problems in dementia. Lack of training and familiarity, as well 
as reimbursement and time limitations, are also obstacles to the use of nonpharmaco-
logical methods, despite guidelines recommending them.

Psychotherapeutic interventions should stem from an assessment of behavioral prob-
lems, including triggers, and the characterization of the behavior with its repercussions 
on the patient and caregiver. Treatments should be patient-centered and individualized, 
and address unmet needs like boredom, loneliness, and physical discomfort that often 
underlie agitated behavior. The needs of most patients with dementia are psychosocial: 
being respected, having social contact, and coping with their illness.

Caregivers, often stressed, tired and depressed, can provoke agitation by yelling, 
being confrontational, or underestimating patients’ impairments. A systematic review 
by Livingston et al. (2005) included nine studies (seven RCTs) looking at psychoeduca-
tion of caregivers to change their interactions with patients with dementia. The authors 
concluded that there is compelling evidence for this type of intervention, and that the 
positive effects can be sustained over several months. Another systematic review using 
three high-quality RCTs (Olazarán et al., 2010) confirmed this finding: interventions 
work best when individualized.

In the systematic review noted above (Livingston et al., 2005), there was good evi-
dence that behavioral management strategies focusing on individual behaviors can 
reduce BPSD. Examples of such efficacious strategies include manualized-guided treat-
ments focused on pleasant events, progressive muscle relaxation, social skills training, 
and a functional analysis of patient-centered bathing. Educating staff on nonpharmaco-
logical management of BPSD is also important in reducing the unnecessary use of 
antipsychotic medication in nursing homes.

Cognitive stimulation uses information processing rather than factual knowledge to 
address problems in functioning in patients with dementia. Livingston et al. (2005) 
looked at four RCTs using cognitive stimulation to treat BPSD. Three showed positive 
results, although there was variability in how they were implemented and assessed. 
Olazarán et al. (2010) reviewed three RCTs examining the efficacy of group cognitive 
stimulation sessions over 4–11 weeks in improving behavior in demented patients and 
found evidence to support its use.
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Some analyses have found short-term benefit from music and Snoezelen therapy, 
which use relaxation techniques and sensory stimuli such as light and sound to create 
a pleasant nonverbal environment for patients with more severe dementia (Cohen-
Mansfield, 2001; Kverno, Black, Nolan, & Rabins, 2009; O’Neil et al., 2011). A meta-
analysis of 21 nonpharmacological therapies (Kverno et al., 2009) found some evidence 
for aromatherapy with lavender and lemon balm oils. Hand massage and touch might 
be options for short-term agitation and eating problems, though more RCTs are 
needed (Viggo Hansen, Jørgensen, & Ørtenblad, 2006). Systematic reviews have found 
insufficient data of good quality for any of these nonpharmacological treatments 
including Snoezelen rooms (Chung, Lai, Chung, & French, 2002), aromatherapy 
(Forrester et al., 2014), and music (Vink, Bruinsma, & Scholten, 2004). There is also 
insufficient evidence to recommend the use of reminiscence therapy, validation ther-
apy, simulated presence therapy, therapeutic activity programs, reality-orientation 
therapy, enforced social interaction, and family counseling to treat BPSD (Livingston 
et al., 2005).

Practice Guidelines for Behavioral Disturbances Concomitant with Dementia

Nonpharmacological interventions should be the first treatment tried for BPSD. These 
approaches should be directed toward patients, the environment, or caregivers. Sensory 
modalities like music and massage, as well as interventions targeted at family caregiv-
ers, have the most evidence, and should be attempted before medication is used.

If nonpharmacological interventions fail, AChEIs, especially donepezil, and the SSRI 
citalopram should be used next. These medications have fewer side effects than antip-
sychotics and can reduce agitation. Of note, the FDA issued a warning that citalopram 
should not be dosed at more than 20 mg in patients over age 60 due to cardiac conduc-
tion risks. For moderate-to-severe AD, memantine should be prescribed next as it 
might prevent NPS and protects memory.

Atypical antipsychotics, while somewhat effective for agitation, should be avoided 
except as a last option due to their risk of stroke and death. These medications should 
be prescribed on a short-term and emergency basis for dangerous agitation. If used, 
risperidone, aripiprazole, and olanzapine are recommended; there is no reason to use 
quetiapine in AD.

Typical antipsychotics and anticonvulsant medications should not be used as there is 
no evidence of their general efficacy and they have potentially harmful side effects. 
Benzodiazepines should be avoided in elderly patients with dementia, given the risk of 
falls and cognitive impairment.

 Conclusions

Treating mental disorders in older adults can be a challenge. Problems are often multi-
factorial and syndromes can result from overlapping diagnoses. As a result, clinical tri-
als have led to a large number of possible treatments to consider. However, the evidence 
substantiating the efficacy of these treatments is variable. We have examined the treat-
ments currently available, and have rated them based on the strength of the evidence. 
Our findings are presented in Table 12.1.
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Table 12.1 Integrative biopsychosocial intervention with depression, dementia, and dementia-related 
disorders in the elderly: Summary of best-practice recommendations by level of confidence derived 
from strength of evidence.

Late-life depression

Level A Recommended  ● Antidepressant for major depressive disorder (MDD) if ≤ 75 years 
and no executive dysfunction; 8–12 weeks of treatment

 ● Augmentation with aripiprazole
 ● Cognitive-behavioral therapy (CBT), problem-solving therapy 

(PST), or brief psychodynamic therapy (BPD)
Level B Suggested  ● Antidepressant for severe MDD > 75 years if no executive 

dysfunction
 ● PST if MDD and executive dysfunction
 ● Interpersonal therapy (IPT) or reminiscence therapy

Level C May be 
considered

 ● Methylphenidate
 ● Augmentation with lithium
 ● PST for dysthymia or minor depression

Cognitive deficits of dementia
Level A Recommended  ● Acetylcholinesterase inhibitors (AChEIs) for Alzheimer’s disease 

(AD), up to 2 years
 ● Memantine + AChEI for moderate-to-severe AD
 ● Reality-oriented therapy

Level B Suggested  ● AChEIs for AD, past 2 years
 ● Donepezil or galantamine for vascular dementia (VaD)
 ● Donepezil for dementia with Lewy bodies (DLB)
 ● Memantine + AChEI for VaD
 ● Pioglitazone (if diabetic)
 ● Cognitive stimulation or rehabilitation for early stages

Level C May be 
considered

 ● Cognitive training for early stages

Depression concomitant with dementia
Level A Recommended  ● Antidepressants if MDD criteria

 ● Behavioral therapy groups
 ● Teaching behavioral approaches to staff
 ● Enhancing social engagement of patients

Level B Suggested  ● Antidepressants if depressive symptoms
 ● CBT, IPT, or counseling

Level C May be 
considered

 ● Personalized recreational activities
 ● Activities of daily living (ADL) interventions
 ● Validation group therapy

Psychotic symptoms concomitant with dementia
Level A Recommended  ● No interventions meet this level of evidence
Level B Suggested  ● AChEIs

 ● Citalopram
Level C May be 

considered
 ● Atypical antipsychotics
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Table 12.1 (Continued)

Behavioral symptoms concomitant with dementia
Level A Recommended  ● Caregiver training and psychoeducation
Level B Suggested  ● Behavioral management strategies

 ● Cognitive stimulation groups
 ● Music therapy
 ● Snoezelen therapy
 ● AChEIs
 ● Memantine
 ● Citalopram

Level C May be 
considered

 ● Aromatherapy
 ● Hand massage
 ● Atypical antipsychotics

Illustrative Case Study of the Clinical Practice of Biopsychosocial Integration with 
Late-life Depressive and Cognitive Symptoms

Ms. P is a 69-year-old woman who was referred for psychiatric consultation by her internist for 
worsening of depression. Ms. P is college-educated and had retired 7 years previously from her 
administrative job in municipal government. She lives with her husband of 46 years, who is 
also retired. They have two grown children. Since retirement, Ms. P has been volunteering at a 
local cat rescue and adoption group. She has always loved animals; at home, they have three 
cats and a dog.

Ms. P has no history of psychiatric problems. Her medical problems include hypertension 
and hypercholesterolemia, both being treated. She is overweight, but not obese. She has not 
smoked cigarettes for 30 years, has no significant use of illicit drugs, and uses alcohol 
moderately.

Ms. P’s problems started 8 months previously. One of her duties as a volunteer was to deliver 
a cat to the home of the person who had been approved to adopt it. On this occasion, in the 
process of delivering a cat, she found herself lost. Even though she had been in the area many 
times, she was unable to determine the direction to the address. She was overwhelmed and 
confused. She called for assistance and another volunteer came to complete the delivery. 
Subsequently, she refrained from making deliveries. The leaders of the group, concerned 
about Ms. P’s safety, told her that she needed to take a “break” from the group.

Ms. P became saddened by the loss of her volunteer responsibilities. Her husband noticed 
her low mood and the growing difficulty which she had doing some routine household chores. 
At his insistence, she visited her internist. Her medical condition was stable. As Ms. P was 
coherent and able to recount her history, the internist assessed Ms. P as being cognitively 
intact. He acknowledged her low mood and prescribed duloxetine for depression. Ms. P took 
three doses of the duloxetine, but was unable to tolerate it because of side effects of jitteriness 
and sweating. The internist discontinued the duloxetine and started escitalopram. Ms. P was 
able to tolerate the medication, but its effect on her mood was minor.

In the succeeding months, Ms. P did household chores and socialized with her husband and 
their friends. Her husband noticed that she would repeat the same questions and would often 

(Continued)
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claim to have lost items that invariably resurfaced later. Two weeks before psychiatric consul-
tation, Ms. P and her husband were preparing to attend a dinner party. On the day before the 
party, Ms. P called the hostess and asked her that since they were to be there at 7:30 pm, how 
could she determine whether it was am or pm? The hostess became concerned and contacted 
Ms. P’s husband. He contacted the internist who referred her for psychiatric consultation.

During the assessment by the psychiatrist, Ms. P was a polite, well-dressed woman who was 
easy to engage in conversation. She reported no significant difficulties with her husband or 
their children. Her speech was normal and her thoughts were logical and coherent. There was 
no evidence of psychosis. She was clearly distressed at the events that had been happening to 
her, but described her mood as “okay.” She acknowledged becoming anxious and over-
whelmed at times, but could not provide further insight into these episodes. She retained a 
desire for social activities and wished to resume volunteering. She admitted to occasionally 
forgetting things, but did not see this as that much of a problem. There were no problems with 
her sleep and appetite. There was no hopelessness or thoughts of suicide.

Her husband reported that he became annoyed with her at times because of her repeating 
herself. He had always handled the finances, but reported that, to his knowledge, Ms. P had no 
problems buying things at local stores. However, he felt that Ms. P was “different”: more pas-
sive and more easily overwhelmed.

GDS (15-item) was 3; MMSE was 23 with major difficulties in short-term recall. The provi-
sional diagnosis was that this was an early stage of dementia, probably AD. There was insuf-
ficient evidence to diagnose MDD or a clinically significant depressive syndrome. Laboratory 
tests were unremarkable, and an MRI of the brain showed moderate atrophy of the medial 
temporal and parietal lobes. These findings ruled out a reversible cause of dementia and are 
typical findings in AD.

The findings were discussed with Ms. P and her husband. The psychiatrist offered to con-
tinue to see Ms. P regularly to help her through this difficult time. Ms. P wished to continue 
taking the escitalopram, but did not want to take an AChEI. The plan of therapy included two 
approaches: PST and cognitive rehabilitation. The psychiatrist planned weekly sessions of PST 
and a referral to a neuropsychologist for cognitive rehabilitation. Ms. P refused the latter. She 
was then offered a referral to the local Alzheimer’s Association, which had a free cognitive 
training program for early-stage dementia. Ms. P also refused this.

Ms. P did participate in the PST sessions. A major goal of these sessions was to help Ms. P 
recognize her cognitive strengths and weaknesses—taking advantage of the former to com-
pensate for the latter. After 2 months, Ms. P acknowledged, and was proud of, her cognitive 
strengths (intelligence, persistence in effort, using categories to organize information). She 
agreed to see the neuropsychologist as a way of building on her strengths. She continued to 
refuse AChEIs and a referral to the Alzheimer’s Association. Her husband reported that she 
seemed more confident and was “losing” things less often. Future treatment goals in therapy 
will be directed toward helping her decide if she would be able to volunteer again and, if so, 
under what circumstances, exploring her refusal to accept evidence-based treatments (i.e., 
AChEI, cognitive training), and helping her and her husband plan for a possible deterioration 
in her functioning.
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It is becoming clear, moreover, that targeted alterations of neurotransmitter 
 balances in specific brain regions can lead to the same kinds of synaptic changes as 
those associated with learning experiences. The effects of psychopharmacological 
interventions would be massively improved, however, if they were not applied as 
indiscriminately …

Klaus Grawe, 2007, p. 4

Perhaps the most overlooked yet potent psychosocial component to medication  
dispensing is its reinforcing qualities: the way in which a drug is taken can reinforce 
therapeutic goals, or undermine them (Muse, 2008; Muse & McFarland, 1994).

Psychologists have long studied the reinforcing qualities of temporal parings in classi-
cal conditioning and of reward/punishment contingencies in operant conditioning para-
digms.1 These are not theoretical postulates, but verified laws of behavior (Salamone & 
Correa, 2002). Behavioral pharmacologists have recognized for decades that drugs affect 
animal and human behavior by acting as functional stimuli in the context of operant and 
respondent conditioning (Thompson & Pickens, 1971). The temporal assignment and 
reinforcing circumstances in which medication is used inevitably become significant 
components in the outcome of such interventions.

The agoraphobic patient who carries around a single dose of benzodiazepine in her 
purse, “just in case” she feels panic coming on, is an example of poor outcome to a treat-
ment in which the use of medication reinforced a sense of vulnerability and the need to 
avoid anxiety/panic, as is the example of a patient with generalized anxiety disorder who 
has been on a selective serotonin reuptake inhibitor (SSRI) for more than a decade because 
he is apprehensive of an increase in anxiety if the medication were discontinued. Neither 
of these patients is anxiety-free, and both rely on medication not as a temporary coping 
strategy that at one point may have facilitated recovery but, rather, as a defense mecha-
nism which engenders psychological dependency and, in some cases, physical addiction.

There are numerous examples of how medication can be scheduled behaviorally to 
further reinforce therapeutic gains (Muse, 2010; Muse & Moore, 2012; Sudak, 2011), 
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but none more convincing than in the treatment of chronic pain. Wilbur Fordyce 
(1976,  1984) outlined the operant contingencies of therapeutic interventions 
(Sigal, 1967) for patients suffering from chronic benign pain syndromes, giving exam-
ples of how PRN pain medications, improperly prescribed, can lead to an increase in 
pain behavior (Berni & Fordyce, 1977). The question of whether malprescribed medica-
tions actually increase the phenomenological perception of pain does not need to be 
answered in order to appreciate an increase in dysfunctional pain behavior such as 
moaning, rocking, pacing, complaining, and movement restriction, all of which are 
associated with poor practices in prescribing. If the patient “needs to be in pain” in 
order to justify dispensing a reinforcing narcotic agent, then, quite predictably, for the 
behaviorist anyway, pain-related behavior will reappear at the instrumental time. On 
the other hand, properly dispensing relief by administering an analgesic after complet-
ing prescribed exercises is an example of using a pharmacologic agent to support thera-
peutic direction: pain relief is associated with greater activity. In one instance, narcotic 
agents extend dependency and other dysfunctional pain behaviors, acting as a detour to 
recovery, whereas in the second example the propitious administration of the same 
agent reinforces and rewards more functional behavior, and promotes progress toward 
the therapeutic goal of greater mobility and greater independence. Similarly, the agora-
phobic patient who is given a benzodiazepine long enough to become physically 
dependent on the drug may find his or her phobia perpetuated as an instrumental 
behavior for obtaining further prescriptions of the drug. In contrast, the housebound 
patient who follows a behavioral program to manage agoraphobia, and who is pre-
scribed a benzodiazepine to use only when making behavioral efforts to reverse the 
condition by venturing outside of the house, is likely to make greater progress as a result 
of the reinforcing nature of this contingency.

Juxtaposed to the medical model that views psychiatric illness and its remedy as stem-
ming largely from biological processes, the cognitive-behavioral model of acquired 
 dysfunctional syndromes, while acknowledging biological components to mental health 
and mental illness, spells out the link between learned behavior and psychopathology, and 
demonstrates how cognitive-behavioral strategies, properly applied, provide a powerful 
therapeutic tool in the recovery from emotional disorders. Within this biopsychosocial 
paradigm, the potential reinforcing characteristics of various psychotropics may be appre-
ciated (Salamone & Corea, 2012; Salamone, Correa, Nunes, Randall, & Pardo, 2012), and 
their enhanced use, emphasizing their inherently reinforcing properties, may be elaborated 
within the cognitive-behavioral paradigm for the treatment of an array of mental health 
conditions. This approach I have called “cognitive-behavioral psychopharmacology” (CBP).

CBP accepts a biopsychosocial orientation in the diagnosing and treatment of mental 
illness and, as such, embraces the idea that psychopathology may include biological as 
well as psychosocial components; it is the interplay of these components that argues for 
a judicious balance of biopsychosocial interventions to properly address a variety of 
mental health conditions. In this respect, medications and psychotherapies represent 
the vast majority of the mental health field’s therapeutic options at the present. While 
there are certainly times in which psychotherapy is indicated without the use of medica-
tions, our focus is on those cases where medication is prescribed for more efficacious 
management. Some form of psychosocial intervention is assumed to be involved when-
ever psychotropics are recommended (Tasman & Riba,  2000; Tasman, Riba, & Silk, 
2000), and the specific cognitive-behavioral implication for the use of medication with 
those cases where pharmacotherapy is employed is our special concern.
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An understanding of the specific cognitive-behavioral implications of the use of psycho-
tropic medication provides the possibility of an added effect in the interplay of integrated 
interventions, and contributes to a growing awareness toward the “science of prescribing.”

The connection between illness and learning mechanisms involved in symptom 
acquisition is apparent to students of psychology, who have observed that each of the 
major learning modalities (classical, operant, social modeling, and cognitive) is impli-
cated in the acquisition of psychiatric syndromes such as anxieties, depressions, psy-
choses, and impulse control disorders, to name a few. The special role of “incentive 
learning,” as promoted through biochemical reinforcement (Ikemoto & Panksepp, 1999; 
Salamone, Cousins, & Snyder, 1997) of dysfunctional behavioral responses, is high-
lighted in the cognitive-behavioral model of symptom acquisition, as is the importance 
of temporal pairings of injurious events with unconditioned aberrant responses and 
their subsequent solidification through habit formation.

 Cognitive-Behavioral Learning Theory  
and Acquired Psychopathology

Classical conditioning is unquestionably involved in the acquisition of anxiety disor-
ders, especially the phobias. A case in point is John Watson’s documentation in the early 
part of the last century of Little Albert’s induced rabbit phobia, and the subsequent 
treatment and recovery from the same through behavioral techniques (Watson & 
Rayner, 1920). The mere temporal pairing of an innocuous rabbit with a loud and fright-
ening noise gave rise to the acquired symptom of fear in the infant Albert while in the 
presence of furry objects. Along these same lines, posttraumatic stress disorder (PTSD) 
acquisition, with associative flashbacks, shows a strong relationship between amount of 
temporal exposure to trauma and subsequent severity of symptoms (Rudd, 2003), while 
the emotional state created at the time of trauma may act as a conduit posttraumatically, 
as predicted by the state-dependent learning paradigm of respondent conditioning 
(Overton, 1978, 1983; Weingartner, 1978; Weingartner, Miller, & Murphy, 1977); that is, 
PTSD symptoms may not only be elicited by environmental stimuli similar to those 
present at the time of the traumatic event, but an emotional state reminiscent of the 
original state (anxiety) may also elicit traumatic material through association 
(Muse, 1984; Overton, 1964).

The role of learning in creating and maintaining psychopathology is also evidenced in 
instrumental conditioning’s influence on the acquisition and maintenance of symptoma-
tology: the acquisition of compulsions secondary to anxiety-related obsessions in obsessive-
compulsive disorder (OCD) exemplifies the negative reinforcing properties of anxiety 
reduction in the maintenance of the compulsive symptom. In this case, compulsions allow 
the patient to mitigate or escape the heightened anxiety and obsessions, the unintended 
outcome of which is to negatively reinforce further compulsive behavior; seemingly 
meaningless behavior serves the purpose of avoiding unwanted anxiety-provoking obses-
sion. Self-mutilation in the form of “cutting,” and the use of alcohol as “self-medication,” 
fall within this same category of reinforced escape behaviors from anxiety. Learned  
helplessness in depression, with its concomitant symptoms of anergia, anhedonia, and 
withdrawal, can be conceptualized as a lack of environmental reinforcement for problem-
solving effort, resulting in reduced effort over time. In the same vein, the reduction in an 
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aversive internal state of boredom or frustration through cathartic acting out serves as an 
obvious reinforcer in the maintenance of impulse/behavioral disorders; if such inappro-
priate acting out receives greater attention, it may additionally provide secondary gain for 
the adolescent in need of, albeit negative, affirmation.

The interplay of cognitive-behavioral-social learning in the acquisition and  
maintenance of psychopathology is assumed to be present in nearly all psychiatric diag-
noses. Anxiety syndromes such as OCD and phobias, for example, not only have their 
behavioral components (compulsions in the case of OCD, and avoidance in the case of 
phobias), which presumably exist because they alleviate anxiety and perpetuate the 
behavior through negative reinforcement, but they most certainly have cognitive 
aspects as well (egodystonic ruminations in the case of OCD, and belief in one’s immi-
nent vulnerability in the case of phobias) that promote internal conditioned stimuli which 
elicit and sustain anxiety (Muse, 1996). Moreover, the likelihood that one might develop 
an anxiety disorder rather than, for example, depression is augmented by social mode-
ling and exposure to covert learning at an earlier age; by observing salient or repetitive 
behaviors in childhood models, such as parents, the developing adolescent/young adult 
who has acquired a repertoire of latent behavioral patterns is predisposed, under envi-
ronmental conditions akin to those previously observed in childhood, to manifest 
vicariously learned dysfunctional responses of the past. The reverse of this is the influ-
ence of functional social conditioning, which promotes beliefs of self-efficacy, which 
moderate anxiety and feelings of vulnerability (Bandura, 1997) and ultimately provide 
resiliency, as evidenced in studies of PTSD (Benight & Bandura, 2004). The child who 
has witnessed adult models successfully respond to adversity will be better equipped to 
bounce back from life’s challenges, even extreme challenges as in the case of trauma.

Along these same lines, the experimental cognitivist Edward Tolman (1949) main-
tained that there are many ways of acquiring problematic behaviors, and that instru-
mental and respondent learning are but two forms. The acquisition of cognitive maps 
(Tolman, 1948), as well as the avoidance of cognitive dissonance (Festinger, 1957) as a 
special form of negative reinforcement, bring the cognitive—alongside the behavioral—
within the realm of learning via conditioning. Even the radical behaviorist B. F. Skinner 
allowed that the “black box,” or cognitive awareness of one’s actions, is a force to be 
reckoned with in psychotherapy, when he acknowledged that it is essential that humans 
believe that they make choices in therapy, even when the choices are largely determined 
by the person’s nature and circumstances (Skinner, personal correspondence, 1986). To 
believe in oneself is, arguably, the ultimate goal in mental health therapy; to trust in the 
therapist during psychotherapy (transference) or believe in medication in pharmaco-
therapy (expectancy) is but an intermediate stage to the patient gaining confidence in 
him or herself. The initial powerful belief in the outside agent (placebo), when it occurs, 
is short-lived, and it is incumbent upon the practitioner to make the most of this 
uniquely reinforcing dynamic.

To summarize, nothing in the cognitive-behavioral approach precludes biological 
predisposition and interplay in the formation and maintenance of psychopathology. 
Psychosocial learning principles of symptom acquisition, however, and the ultimate 
remediation of such symptoms through learning new ways of behaving and of thinking, 
hold true for anxiety syndromes, depression, schizophrenia, bipolar disorder, behavio-
ral problems, psychosomatic syndromes, and drug dependency.
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This case is not unlike many seen in clinical practice in which a multitude of reinforc-
ers, largely social, tend to support and eventually contribute to the prolongation and 
augmentation of an original unconditioned response that was, in its day, elicited by 
stimuli which may have long since become irrelevant. The subsequent development of 
conditioned dysfunctional cognitive and behavioral components then forms the base of 
prolonged maladaptive syndromes.

 Reinforcing and Aversive Properties  
of Pharmacological Agents

Awareness of the reinforcing potential of different psychotropics in the acquisition of 
new learning, both pathological and healthy learning, plays a significant role in the opti-
mum management of pharmacotherapy. Quite apart from psychiatric medications’ 
mechanism of action and intended pharmacological impact on the target symptoms of 
a given condition under treatment, the nature of collateral reinforcing effects of psycho-
tropics may be linked to their secondary role in the inadvertent maintenance of pathol-
ogy or, conversely, in the furtherance of recovery. Aversive agents and undesirable side 
effects can also be linked to their impact on new learning within the context of therapy. 
Just as humans and other animals have evolved to seek healthy and pleasant stimuli, 
animated organisms are predisposed to avoid harmful and unpleasant stimulation. The 
pairing of reinforcing pharmacological agents that reduce unpleasant sensations, and 
enhance pleasant ones, to therapeutic thoughts, emotions, and behaviors furthers the 
acquisition of new functional learning. Along this same line, pairing aversive agents 
with undesirable behavior tends to reduce the unwanted behavior.

In classical or respondent conditioning, learning occurs when a contextual stimulus 
acquires informational value (by becoming a conditioned stimulus, or CS) through 

Carla, at the age of 7, was experiencing stress over her parents’ temporary separation. She felt 
tense and fearful a good deal of the time as a result of family insecurity and parental argu-
ments, and she had sensations of anxiety in the pit of her stomach. One day, at school, she 
observed a classmate who had stomach flu vomit in class, and Carla immediately felt an iden-
tification with the other girl, and vicariously experienced her predicament. She interpreted the 
queasiness of her own anxiety as imminent vomiting, and she was overcome with the convic-
tion that she was about to vomit. She became increasingly anxious and finally felt a gag 
response that, indeed, precipitated reflux. She had never vomited, and the taste horrified her.

In the ensuing years, her fear of vomiting increased. She began to feel sick in the morning 
before going to school, and she begged to be allowed to stay home, which was intermittently 
consented to by her parents. By the age of 9, she now found herself highly sensitive to stomach 
queasiness or anything reminiscent of it, and she became convinced that riding on the school 
bus, sitting for quizzes, or participating in competitive sports would result in vomiting. She 
became increasingly avoidant as she was excused from these activities or accommodations 
were made to work around them. Her parents, who had since worked out their marital differ-
ences, now spent more time with their daughter because of her disability.
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associational pairing with an original (desirable or undesirable) unconditioned stimulus 
(UCS). An example of this is the acquired value of pornography as a CS through pair-
ings with sexual feelings of arousal (unconditioned response, or UCR) produced by 
masturbatory stimuli (UCS). Relearning or counterconditioning occurs with a new 
pairing of the CS with a different UCS that is linked to an antagonistic UCR, creating a 
competing stimulus–response association that attenuates or extinguishes the original 
pairing. Within the therapeutic context, an example of the process of acquiring desirable 
avoidant behavior through classical conditioning would be the viewing of pornography 
while sniffing smelling salts, thus creating an associational bond between the pornogra-
phy (CS) and smelling salts (UCS) that now links pornography to physical distress (the 
new UCR) and results in avoidant behavior in the form of reduced accessing of porno-
graphic material.

In operant or instrumental conditioning, learning occurs when approach or avoidant 
behavior is rewarded with obtaining or averting a desired or undesirable stimulus, such 
as in the case of reducing pain with an analgesic after the patient has exercised. Although 
the exercise may increase pain somewhat, the overall pain level is improved by admin-
istering an opioid postexercise that will not only suppress the exercise-related pain, but 
will also reduce the more chronic, pre-exercise pain. In operant conditioning, a response 
that reduces an undesired effect or increases a desired one is strengthened by the result 
produced. In strict behavioral terms, a reinforcer, by operational definition, is anything 
that increases the likelihood of a given behavior being repeated. A positive reinforcer 
increases instrumental behavior to obtain the reinforcer, whereas a negative  
reinforcer increases a particular behavior that results in escaping from an aversive  
situation. Reinforcers certainly play a role in psychotherapy, and social reinforcement 
within the counseling setting may account for much of the common factor (Grencavage 
& Norcross,  1990; Laska, Gurman, & Wampold, 2014) found in the effectiveness of 
psychotherapies across the various schools and approaches.

Reinforcers, ultimately, derive their potency from their ability to access and stimulate 
the motivational areas of the brain. Much research has lately centered on identifying the 
neurophysiology and neurochemistry behind motivation (Schultz, 2000); and, to under-
stand the physiological reinforcement potential of drugs in general, it is opportune to 
revisit the neurophysiology of drugs of abuse (Cannon & Palmiter, 2003), which act as 
powerful rewards by exerting direct influence over dopaminergic neurons in the mes-
olimbic pathway (Adinoff, 2004; Beninger, Hoffman, & Mazurski, 1989; Ikemoto, Glazier, 
Murphy, & McBride, 1997;), which includes the medial forebrain bundle, the ventral 
tegmental area, and the nucleus accumbens. Alternatively, other drugs, such as the 
majority of prescribed psychiatric medications, alter the activity of adjacent receptors 
through gabanergic, opioidergic, oxytocinergic, endocannabinoidergic, serotonergic, 
cholinergic, and noradrenergic transmitters that indirectly exert modulatory influence 
over the mesolimbic dopaminergic pathway (Hernandez, et al., 2006; Salamone, 2006, 2010; 
Salamone & Corea, 2002; Salamone, Correa, Farrar, & Mingote, 2007; Tomlins & 
Sellers, 2001) and, thus, enhance learning and/or extinction (Lutz, 2007).2 Of particular 
interest here is mounting evidence (de la Fuente-Fernandez & Stoessl,  2004) that the 
placebo effect also involves the ventral loop of the basal ganglia circuitry (de la Fuente-
Fernandez, 2009), with the release of substantial amounts of endogenous dopamine in 
both the dorsal and ventral striatum (de la Fuente-Fernandez, Lidstone, & Stoessl, 2006), 
ultimately activating the nucleus accumbens (de la Fuente-Fernandez & Stoessl, 2002). 
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Once again, one is tempted to speculate about a “common factor” within the context of 
pharmacotherapy (Kirsch, 2011), just as within the psychosocial context. Such a com-
mon factor is derived from different means of evoking the same motivational/reinforcing 
centers of the brain, thereby ensuring a repetition of the behavior that resulted in mes-
olimbic stimulation of dopaminergic and other participating circuits. The common 
denominator might very well be activation of the motivational system, and the behaviors 
and cognitions that are instrumental in this activation are the ones that are reinforced.

Psychopharmacologically, it is interesting to consider placebo and nocebo responses as 
prototypes of reactions found to all psychotropics. The placebo can be thought of in a 
classical conditioning sense as an originally inert stimulus capable of eliciting a learned 
response, emanating, perhaps, from expectation of a forthcoming effect. That is, the pla-
cebo is a substitute stimulus that elicits a previously experienced response, and therefore 
is a form of second-order conditioning. The placebo effect may also be appreciated as “an 
evolutionarily adaptive trait and part of a healing mechanism operating across many  
levels-from genetic and cellular to social cultural” (Thompson, Ritenbaugh, & Nichter, 
2009). That is, the placebo potential exists before it manifests itself, and reflects the 
switching on of an innate circuit (Colloca & Miller,  2011).3 In this respect, placebo 
response is initially a UCR to social–cultural stimuli, presumably stimuli that increase 
expectation of a positive effect. Drug effects are significantly modulated by nonpharam-
cological factors (Siegel, 1989), and endogenous biological and psychological circuits may 
become activated by environmental stimuli, especially psychosocial stimuli, in a positive 
feedback loop that is further augmented by acquired conditioning bonds.

While the underlying biological structures for motivation exist innately and vary to 
some degree according to the sensitivity to reinforcement of any given individual 
(Smillie, 2008), it is important to acknowledge that sustained behavior derived from 
drug-induced motivation is not innate but acquired (Siegel & Ellsworth, 1986; Siegel, 
Marco, & Baptista, 2000). Indeed, innate biology is only a starting place, as biology itself 
is subject to modification through mechanisms of neuroplasticity and neurogenesis 
(Arden, 2010), and sustained behavioral modification is likely to be the result of internal 
gratification through the activation of the pleasure center, combined with supporting 
environmental stimuli and subject-initiated responses, reinforced by consequent-
dependent effects (Geller & Seifter, 1960), all of which may result in biochemical and 
even structural changes in the nervous system. Drugs can enhance new associations by 
initially providing motivation through the reinforcement inherent to the dopaminergic 
activation of specific structures within the limbic system. In this respect, therapeuti-
cally reinforcing drugs, when administered behaviorally, tend to increase hitherto low 
frequency healthy behavior, but not high frequency pernicious behavior, which might 
be demonstrated as a rate dependency effect (Dews,  1958; Dews & Wenger,  1977; 
Sanger & Blackman, 1976).

Common factors inherent to drug administration notwithstanding, all drugs are not 
equally reinforcing. Drug preference varies according to the nature of the drug, and 
procedures for determining the comparative reinforcement potential of different drugs 
on humans have been developed along the lines of behavioral economics (Bickel, 
DeGrandpre, & Higgins, 1993; Bickel, Marsch, & Carroll, 2000; Heinz, Lilje, Kassel, & 
de Wit, 2012), which refers to methodology for experimentally quantifying relative 
pharmacological reinforcing efficacy. With the exception of hallucinogens, there is little 
difference between other mammals’ and humans’ preference for reinforcing 
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psychoactive drugs (Griffiths, Bigelow, & Henningfield, 1980; Griffiths et al.,  2016). 
Nonetheless, humans are complex subjects, and drugs do not necessarily have a homo-
geneous effect across all ages, genders, races, and socioeconomic/cultural groupings 
(Simoni-Wastila, 2000; Simoni-Wastila & Strickler, 2004). Hence, the need to be aware 
of patient variables—most notably novelty/sensation seeking tendencies (Stoops  
et al.,  2007) and propensity for impulsivity (Bechara,  2005)—when determining the  
reinforcing potential for any given drug.

Some drugs have a strong reinforcing component and are prone to abuse, such as ben-
zodiazepines and opioids, while others, such as the SSRIs, derive a subtler reinforcing 
property by, presumably, accessing the same dopaminergic pathway via indirect routing, 
either through a cascade effect of other neurotransmitters or through the placebo effect. 
In either case, the initial drug effect has a differential influence on learning, depending 
on the nature of the learning that is taking place. In classical conditioning associations, 
the pairing of respondent behaviors with environmental and proprioceptive stimuli 
enhances the bond between UCR and CRs within the stimulus context; for example, with 
cigarette consumption associated with listening to music, or beer drinking associated 
with social interaction within the context of a public bar (Perkins & Karelitz, 2013), envi-
ronmental conditioned stimuli are capable of eliciting a biological response similar to 
that derived from smoking and drinking within psychosocial settings, even when the 
person has sworn off such substances. In the case of instrumental learning, behavior 
becomes an operant that allows access to the reward, and can be taken advantage of 
therapeutically by proper sequencing, such as in the case of making a cup of coffee con-
tingent upon first completing an unwanted task, like studying (Battig, 2013).

Operant Reinforcers

Positive reinforcers are stimuli or responses that increase a specific behavior to obtain 
more of the same reinforcer; that is, the subject exhibits an increase in behavior that is 
instrumental in accessing the reinforcer. In our previous example, Fordyce demon-
strated that groaning, which is rewarded with narcotics, may result, for some subjects, 
in further groaning.

The neuroanatomy of reinforcement was established by James Olds and Peter Milner 
(1954) in their proposal of a “pleasure center” within the septal region of the brain. 
Subsequent research has shown that drugs that act as positive reinforcers directly or 
indirectly activate the mesolimbic dopaminergic system and lead to increased activa-
tion of the nucleus accumbens (Wise, 1998). Certain drug-based reinforcers are fast-
acting and present an immediate feeling of well-being or euphoria, such as barbiturates 
and benzodiazepines, which have different receptor sites on the gamma-aminobutyric 
acid (GABA) receptor–chloride ionophore complex; beyond their anxiolytic effect, 
they produce pleasure (Mintzer & Griffiths, 1998; O’Brien, 2005; O’Brien, Childress, 
McLellan, & Ehrman, 1992; Rosenbaum, 2005; Uhlenhuth, Balter, Ban, & Yang, 1999). 
Quetiapine, when administered intranasally, also has a rapid onset, and may demon-
strate a pleasure-based reinforcing potential (Erdogan, 2010; Morin, 2007; Pinta, 2007; 
Reeves & Brister,  2007), whereas stimulants (analeptics/sympathomimetics) release 
dopamine directly within the nucleus accumbens of the mesolimbic system and act as 
powerful reinforcers (Boyd, McCabe, Cranford, & Young, 2006; Kalix, 1994). Of interest 
is that phasic (spike) release of amphetamine is more reinforcing than tonic (constant) 
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release (Covey, Juliano, & Garris, 2013; Grace, 2000). Opioids are also powerful  
reinforcers, producing euphoria (Bieber et al.,  2008) through mu, kappa, and delta 
receptors found within the nucleus accumbens or adjacent structures that communi-
cate with the nucleus accumbens (Mansour et al., 1994).

Tobacco, alcohol, caffeine, and marijuana are all fast-acting drugs. Tobacco stimulates 
nicotinic cholinergic receptors that are found in cell bodies in the basal ganglia, ventral 
tegmental area, and nucleus acumens, where they in turn trigger the release of dopa-
mine and norepinephrine when stimulated (Balfour, 1991; Levine, 1992). Alcohol acti-
vates receptors that lead to release of dopamine in the nucleus accumbens (Ma & 
Zhu, 2014; Yoshimoto et al., 2000), and caffeine, as an antagonist, activates adenosine 
receptor blockage, which in turn blocks GABA receptors and increases epinephrine 
through adrenal gland release, as well as impacting on dopamine receptors in much the 
same way as amphetamines (Garrett & Griffiths, 1997; McKim, 1980). Marijuana, on 
the other hand, stimulates cannabinoid receptors found in the nucleus accumbens, and 
may further act as a presynaptic signaler that potentiates the release of endogenous 
opioid peptides that, in turn, act as neuromodulators which increase dopamine levels in 
the mesolimbic reward system (Gardner, 1992; Tanda, Pontieri, & Chiara, 1997).

Not all drugs are reinforcers, or they are only partially reinforcing, and some drugs 
are quite the opposite and actually “dissuade” further drug-seeking behavior or compli-
ance with therapeutically indicated consumption. Slow-acting psychotropics, for exam-
ple, may eventually provide reinforcement in symptom relief, but they rarely provide a 
sense of euphoria or pleasure, and they oftentimes deliver unpleasant side effects.  
A case in point are antipsychotics, which do not produce pleasure; on the contrary, they 
work by blocking dopaminergic pathways, including the mesolimbic pleasure center, 
and are therefore not only inherently nonreinforcing but may be “amotivating” 
(McKim, 2007; Meltzer, 1990). What is more, neuroleptics tend to reduce aversion to 
noxious stimuli (Couvousier et al., 1953), thereby reducing negative reinforcing poten-
tial inherent in avoidant behaviors that lead the person away from dangerous or 
unpleasant situations. Equally as nonreinforcing, antidepressants and mood stabilizers 
do not directly motivate through providing enjoyment, but can actually act to mitigate 
pleasure/euphoria (Spiegle & Aebi, 1981). Some tricyclic antidepressants also reduce 
aversion avoidance (McMillan & Leander, 1976). The potential for both antipsychotics 
and antidepressants to serve as long-term reinforcers by acting over time as negative 
reinforcers that lessen distress and dyscontrol (Judd, Squire, Butters, Salmon, & Paller, 
1987) can be offset by their interference with the normal mesolimbic pleasure/ 
motivation centers, and noncompliance with these classes of medications due to their 
immediate negative effect on motivation can preclude the drug ever achieving the more 
distant reinforcing properties of symptom reduction.

And then there are a series of drugs that reinforce in a less direct fashion than agents 
that access the mesolimbic system directly. For example, hallucinogens, which act pri-
marily as selective agonists of 5-HT2A within the central nervous system, especially 
within the locus coeruleus and medial prefrontal cortex (Marek & Aghajanian, 1999), are 
reinforcing for sensation seekers. One might speculate that the reinforcing potential of 
the hallucinogens preys on curiosity and discovery, to eventually reward through second-
ary access to the nucleus accumbens. Socially reinforcing drugs, which provide reward in 
the form of assurance/social competence, include the cyclic guanosine monophosphate 
(cGMP)-specific phosphodiesterase type 5 inhibitors (sildenafil, etc.), which enhance 
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sexual relating, and the entactogens (3, 4-methylenedioxy-methamphetamine (MDMA) 
as an oxytocinergic), which heighten empathic responding and act as social reinforcers. 
Along this same line, alcohol and marijuana may also potentiate secondary social rein-
forcement through lowering inhibition within a social context. The special case of condi-
tioned compensatory responses to a drug within a familiar context (Siegel, Hinson, & 
Krank, 1982) illustrates how a drug can potentially reinforce social behavior through 
operant conditioning while the environmental context in which the drug is consumed 
acts to increase or decrease the effects of the drug through classical conditioning 
(Gerevich, Bácskai, Farkas,& Danics, 2005).4

Negative reinforcement increases the appearance of instrumental behaviors (e.g., drug-
taking) that facilitate escape from an aversive situation. Fast-acting negative reinforcers 
include what might be called “distress-easers” such as the benzodiazepines, barbiturates, 
and alcohol, which allow escape from anxiety/fear (DeMartini & Carey, 2011). Marijuana 
use has been linked to facilitating escape from emotional memories (Mariscano & 
Lafenetre, 2009), and alcohol may be analogous to an emotional “anesthetic” in promoting 
escape from emotional pain through enhancement of GABA as well as enhanced inhibi-
tory effect of glycine, and the additional attenuation of the N-methyl-D-aspartate (NMDA) 
receptor of the excitatory neurotransmitter glutamate (Balster,  1998; Kennedy & 
Longnecker, 1996). Along this same line, beta blockers can serve as negative reinforcers by 
providing a chemical escape from social anxiety and embarrassment, which is further rein-
forced by enhanced social competence and resulting social reward.

While the apparent negative reinforcing qualities of the slower-acting psychotropics 
is not as readily apparent, their ability to ease long-term emotional suffering places 
them in the category of “malaise-easers,” and serves to motivate their continued use 
through compliance when there are few associated side effects and when the patient is 
not ambivalent about giving up targeted symptoms. In the long run, antipsychotics 
avoid emotional dyscontrol and thought disorder, antidepressants ease dysphoric mood 
and/or chronic anxiety, and mood stabilizers avert catastrophic consequences of hypo-
manic behavior. In this sense, all have the potential to act as negative reinforcers.

Respondent Conditioners

Apart from the recent use of “cognitive enhancers” for therapeutic learning, which we 
will take up momentarily, classical conditioners—not technically reinforcers, per se—are 
UCSs that provoke a reflexive response that can, subsequently, become conditioned to a 
set of neutral stimuli. This works in two directions: drugs, as UCSs, can produce UCRs 
that are subsequently associated with environmental stimuli; environmental stimuli, on 
the other hand, can modify a drug’s impact by conditioning the response to it.

For example, a stimulant, at higher dosing, triggers the UCR of dopamine-related 
pleasure, which can be secondarily conditioned to surrounding stimuli present during 
the response. Hence, amphetamine taken while a student is studying has the potential 
to associate the feeling of well-being produced by the drug with the activity of studying. 
Studying, at a future date, would then elicit the now conditioned feeling of well-being 
without the presence of amphetamine. Paradoxically, a drug may interact with learning 
in a reciprocal manner. That is, the effect of the drug can be conditioned by the context 
in which it is taken: the same dose of amphetamine used for studying but now taken 
recreationally at a party where everyone is happy can provide double the effect, and 
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result in feelings of euphoria. The chemical effect of the drug is mixed with endogenous 
reactions to pleasurable social context, and the drug-taker now experiences “twice the 
high.” This reaction may account for a person becoming surprisingly “tipsy” at a party 
after consuming no more than his usual nightcap, which he normally consumes in the 
privacy of his home.

Just as there is no “reinforcer” per se in the classical conditioning paradigm, there is 
no “punishment” as such. Nonetheless, pairing aversive agents with unwanted CRs has 
been used therapeutically (Wolpe, 1973) to countercondition undesirable behavior by 
promoting a competitive escape behavior that displaces the original approach response. 
The use of disulfiram is a prime example of how pairing the UCR of flushing and 
vomiting to alcohol conditions drinking to a newly acquired feeling of nausea. The 
nausea is subsequently escaped by the CR of withdrawing from alcohol, setting up a 
segue for additional operant negative reinforcement. Smelling salts have been used in 
the same way (Muse & Frigola, 2003) through in vitro pairing of primitive olfactory 
repulsion with paraphilic ideation and impulse. One-trial learning has been demon-
strated to be favored when pairings evoke primitive UCRs such as vomiting (Garcia, 
Kimeldorf, & Koelling, 1955), which are presumably innately wired to a survival 
mechanism.

Social/Cognitive Reinforcers/Conditioners

Social learning follows many of the tenets of operant and respondent conditioning inas-
much as social cues and reactions can be reinforced through reward or association; yet, 
social learning also has the unique component whereby conditioning can occur vicari-
ously through observing a model receive reinforcement for his or her behaviors. 
Aggressive behavior such as that found in physical abuse can oftentimes be traced back 
to the initial learning of such behavior by observing a perpetrator rewarded for victim-
izing someone else (Bandura, 1973). Drug-taking and drug-experimenting is also inex-
tricably related to early childhood exposure to drug behavior observed on the part of 
parental models and/or peer models during adolescence (Zucker, Donovan, Masten, 
Matson, & Moss, 2008). And social context can further play a prominent role in modu-
lating the functional effects of the drug or medication used (Hughes, Gulliver, Amori, 
Mireanlt, & Fenwick, 1988): the social environment in which drugs are consumed has 
long been identified (Goode, 1972) as impacting on the subjective drug experience as 
well as on drug-induced behaviors (Bardo, Neisewander, & Kelly, 2013). Social learning, 
beyond mere vicariously acquired reinforcement, may also contribute a major cognitive 
component whereby social rules and regulations are applied to future/novel situations, 
and thus may condition the subject’s future response by way of expectation of results 
generalized from previous learning. An example of this is the placebo response elicited 
from counterfeit cocaine, marijuana, or nicotine, when the substance is actually inert 
(Hughes et al., 1989; Poling & Byrne, 1992; Poling, Byrne, & Morgan, 2000). Finally, the 
effect of the interplay of drugs upon social behavior and, vice versa, the influence of 
social context upon the effect of the drug, is complex and worthy of further study. At 
least one study (Bershad, Seiden, & de Wit, 2015) has demonstrated how opioid recep-
tors are involved in modulating social stimuli, by demonstrating that buprenorphine 
increases the rewarding effects of positive social interactions while reducing the puni-
tive impact of negative social interaction.
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Cognitive Enhancers in Classical, Instrumental and Social Therapeutic Learning

Cognitive enhancers have traditionally included neuromodulators such as acetylcho-
linesterase inhibitors (donepenzil, rivastimine) and NMDA receptor antagonists 
(memantine) for the treatment of neurodegenerative disorders such as Alzheimer’s dis-
ease, Parkinson’s disease with dementia, and dementia with Lewy bodies (Husain & 
Mehta,  2011). More recently, neuromodulators have been used to boost cognitive-
behavioral rehabilitation through enhancing learning, and other cognitive enhancers 
have been added to the traditional neuromodulators to obtain these same effects; the 
list of agents used to this end now includes dopamine/noradrenaline reuptake inhibi-
tors (methylphenidate and amphetamine), nonselective adenosine receptor antagonist 
(caffeine), nicotinic cholinergic receptor agonist (nicotine), orexin modulation 
(modafinil), noradrenaline reuptake inhibitors (atomoxetine, reboxetine), and a host of 
other agents (Gualtieri, 2004).

The use of cognitive enhancers in psychotherapy is being increasingly explored, and 
this is now considered a hopeful line of inquiry (Singewald, Schmuckermair, Whittle, 
Holmes, & Ressler, 2015), if actual clinical protocols are still experimental. The ability to 
separate pharmacologically induced neurocognitive enhancement of therapeutic learn-
ing from motivational reinforcement factors intertwined with the use of these drugs has 
proved difficult; nonetheless, that motivational factors have a role to play among cogni-
tive enhancers is becoming explicit (Ilieva & Farah, 2013). The possibility of placebo as 
an active cognitive enhancer needs also to be recognized. The expectation that medica-
tion creates in many patients may carry over into the therapeutic learning situation and 
act as a powerful therapeutic enhancer. If this is true, nearly any psychoactive substance 
that provided proprioceptive cues of “something happening” could enhance the thera-
peutic material through classical conditioning association (Colloca & Miller,  2011; 
Siegel,  2002), as well as through operant-reward mechanisms. The neurobiological 
mechanisms of the placebo effect have been studied extensively (Benedetti, Mayberg, 
Wager, Stohler, & Zubieta, 2005), and in many ways these mechanisms parallel the path-
ways known to form part of the motivation-pleasure center; that is, dopaminergic mes-
olimbic projections to the nucleus accumbens, and parallel endogenous opioid activity 
(Finniss, Kaptchuk, Miller, & Benedetti, 2010).

Unintended Conditioning Outcomes of Medication Side Effects

Inadvertent adverse reactions to medications can lead to antitherapeutic effects if the 
prescriber is not aware of emotional/behavioral, and not just physical, side effects of 
psychotropics. The unwanted side effects of antipsychotics, antidepressants, anxiolytics, 
sympathomimetics, and mood stabilizers can outweigh therapeutic reinforcement: 
drug-induced problems with sexual arousal and performance, cognitive blunting, retro-
grade amnesia, akathisia, emotional deadening, and induced paranoia (Breggin, 2008; 
Veselinovic et al., 2013) can erase the long-term negative reinforcement in the form of 
symptom reduction that psychotropics pretend to provide. Paradoxically, however, 
unwanted medication side effects provide the astute clinician with a unique opportunity 
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to capitalize on a new form of negative reinforcement, and harness it in benefit of accel-
erating progress toward therapeutic goals. Offering strategies for “getting off” medica-
tion can provide the patient with motivation to work toward this eventual escape. Once 
the patient has achieved reduction or discontinuation of the offending medication, pre-
vious efforts toward improved functioning are rewarded by negative reinforcement 
inherent in avoiding the original side effects of the discontinued drug.

Nocebo effects—that is, adverse effects following placebo administration—are well 
known, and confound many clinical trial interpretations (Mitsikostas, Mantonakis, & 
Charlarakis, 2010), and may contribute to lack of adherence to clinical treatment sched-
ules (Colloca & Miller, 2011). Curiously, nocebo has also been correlated with greater 
therapeutic effect (Ciaramella, Paroli, & Poli, 2013), begging the question, again, of 
second-order conditioning in which side effects of past medications are associated with 
overall improvement (Häuser, Hansen, & Enck, 2011); subsequently, the associational 
expectation of improvement is transferred to the new therapeutic setting. Such an 
explanation might account for both the appearance of nocebo in the therapeutic setting, 
and its subsequent correlation with therapeutic improvement.

Mr. McLean was noncompliant with a large part of his treatment plan for bipolar disorder and 
attention deficit hyperactivity disorder (ADHD). He stopped his mood stabilizer because he 
felt it took away the fun in his life, and he smoked heavily to reduce the effectiveness of his 
neuroleptic for the same reason. He tended to rely on stimulant medication to pick him up, 
and did not take it as prescribed. The patient appeared to be in a constant search for feelings 
of pleasure, and found gambling to be his main source of excitement. He frequented casinos 
until early morning, and his sleep regulation was, at best, irregular. He self-medicated with 
alcohol and benzodiazepines to be able to sleep.

A behavioral contract was subsequently drawn up in which staying off the mood stabilizer 
(negative reinforcement) was made conditional upon completing other aspects of his ther-
apy. His access to nicotine was made contingent upon getting up on time, and going to bed 
on time, and he was dispensed a daily allotment of cigarettes according to the night’s previ-
ous “lights out–lights on” performance (positive reinforcement schedule). His neuroleptic was 
increased slightly to compensate for the initial cigarette consumption, and scheduled to be 
reduced if cigarette consumption were decreased. An immediate-release stimulant was dis-
pensed during his most onerous moment of the day, which was bathing his invalid mother, 
and this activity was eventually associated with a degree of complacency if not gratification 
(classical conditioning). The excitement he derived from gambling was transferred to super-
vised stock market investing, and his ingestion of alcohol was limited to those Friday nights 
when he had completed his behavioral program (Premack principle5), which included staying 
on his neuroleptic medication and abstaining from benzodiazepines. His sustained effort was 
further reinforced by the gradual discontinuation of his mood stabilizer. The patient eventu-
ally voluntarily suggested reducing tobacco intake as a prelude to decreasing his neuroleptic 
medication.
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 Targeting Symptoms with Specific Cognitive-Behavioral 
Psychopharmacology Interventions

Managing the reinforcing nature of biopsychosocial approaches for the optimal integra-
tion of psychotherapy and medication is the thesis of CBP. With CBP, symptoms of each 
of the major conditions (anxiety, depression, psychosis, etc.) can be addressed individu-
ally, and the proper interface of pharmacotherapy with psychotherapeutic techniques 
may be used to treat the specific conditions with a synergy that surpasses the normal 
“combined treatment” approaches.

Anxiety

Using benzodiazepines on an as-needed basis and providing CBT may be the 
worst method of combining treatment because the rapid relief from symptoms 
that ensues after taking benzodiazepines is a potent reinforcer of medication use 
and eliminates the chance of exposure and active coping.

(Sudak, 2011, p. 113)

The possible interference of medication with cognitive-behavioral therapeutic goals 
in the treatment of anxiety has long been recognized, and is perhaps better understood 
than the potential for increasing new learning of functional behavior by intertwining 
medication within a behavioral treatment strategy. With anxiety disorders, such  
new behavior would stem largely from counterconditioning dysfunctional respondent 
behaviors to more functional responses (Jones, 1924), and, in this vein, CBP has the 
potential for accelerating clinical improvement by judiciously and punctually applying 
pharmacology at critical junctures, thus increasing the reinforcing value of subsequent 
pharmacological and psychotherapeutic effects. Such an approach, for example, might 
be kept in reserve for the patient who is otherwise unable to face the fear needed to 
undergo exposure therapy. In the specific case of systematic desensitization, the 
response of paralyzing anxiety is changed to one of competence and self-assurance 
through the use of anxiolytics combined with exposure therapy, conditioning a new 
relaxed response and a sense of self-mastery to the original fearful stimulus (e.g., social 
interaction, large crowds, noisy subways, etc.). Benzodiazepines (Hollister, 1986), beta 
blockers (Khalil, 2013), or even marijuana derivatives (Rabinaka et al., 2013) could be 
administered during in vivo exposure. Rather than desensitizing along a hierarchy of 
graded anxiety-provoking stimuli (situations), the hierarchy is composed of inverse 
graded amounts of an anxiolytic, prescribed during in vivo exposures to the full stimu-
lus. For example, a public speaking phobia might be treated by prescribing 2 mg of 
alprazolam 1 h prior to the delivery of a speech before a group, followed on a separate 
occasion with 1 mg, a third exposure with 0.5 mg, and a fourth exposure with 0.25 mg; 
finally, several further exposures without the benzodiazepine would firm up the now 
established new conditioned response of confidence.6 Such a contingency allows for 
rapid exposure to the highest item on the hierarchy of Subjective Units of Distress 
(SUD), by adding the reinforcing qualities of benzodiazepine just prior to and during 
the initial exposures, and then withdrawing the drug when the experience of compe-
tently delivering a speech becomes self-reinforcing.

On the other hand, implosion therapy for anxiety and phobia would appear to improve 
in certain cases with the use of antidepressant medication, in particular imipramine 
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(Mattick, Andrews, Hadzi-Pavlovic, & Christensen, 1990; Mavissakalian,  1990). 
Imipramine is dosed on a continuous basis rather than only during the exposure trial. 
The exact mechanism of the learning-enhancing effect of imipramine has not been 
adequately explicated, but it is tempting to place it in the category of other “cognitive 
enhancers,” which span many classes of medications with diverse mechanisms of action, 
adding to the impression of a “common factor” component to medication administra-
tion with behavioral therapy (Muse & Moore, 2012). In contrast, an example of single 
trial implosion therapy paired with administration of amobarbital in the treatment of 
PTSD demonstrates how discrete administration of a pharmacologic agent to coincide 
with specific behavioral interventions can increase the effectiveness of exposure tech-
niques (Muse,  1984; Overton,  1964). A novel twist in counterconditioning through 
implosion techniques is the possibility of “extinction-enhancing” compounds like can-
nabis resin in the treatment of traumatic memory. Endocannabinoids exert amnesic 
effect and may facilitate extinction (forgetting) of aversive memories (Marsicano  
et al., 2002; Passie, Emrich, Karst, Brandt, & Halpern, 2012).

The potential use of pharmacological agents to enhance in vitro anxiety during implo-
sion exposure has not been previously explored, leaving one to mere speculation. In the in 
vitro treatment of panic disorder, for example, feelings of hyperarousal—one component 
of anxiety/panic—could theoretically be elicited through the use of epinephrine, either 
injected or sublingual administration, while training for cognitive acceptance of the sub-
jective experience, and while practicing relaxation technique to mitigate tension and fear. 
However, what little research that has been done with epinephrine’s effect on condition-
ing tends to argue against this use since epinephrine itself acts as a powerful UCS for 
eliciting fear and for stamping the fear in through enhanced memory retrieval (Flint, 
Bunsey, & Riccio, 2007; Toth, Ziegler, Sun, Gresack, & Risbrough, 2013; Weinberger, 
Gold, & Sternberg, 1984); the point of implosion therapy is not, of course, to leave the 
patient with more fear than before.7 Nonetheless, therapeutic counterconditioning occurs 
only once the initial fear response diminishes in the face of continued exposure, and so the 
possibility of prolonged sessions in which the patient rides out the initial burst of anxiety 
from epinephrine administration and learns the all-so-important lesson of panic attack 
management, “what (anxiety) goes up must come down,” is not completely beyond pos-
sibility. A different approach to pharmacologically recreating the anxiety response while 
undergoing covert exposure might, for example, use elevated dosing of amphetamine 
during in vitro deconditioning of, say, test anxiety. In such a case, the accelerated “racing 
mind” and physiological correlates of hyperarousal caused in great part by norepineph-
rine may be approximated with this inherently reinforcing (dopaminergic-based) agent, 
while avoiding introducing the unconditioned fear aspect associated with induced epi-
nephrine arousal. To the contrary, one might speculate that in the case of test anxiety, for 
example, contextual conditioning8 (Childs & de Wit, 2013) would render the experience 
of arousal under the influence of amphetamine, while exposed to increasingly competent 
test taking, more rewarding with repetitive exposure.

While clomipramine and the SSRIs as standalones have proved less effective than 
desired with OCD symptom regulation, behavioral therapy with response prevention 
has become first-line treatment (Muse, Moore, & Stahl, 2013). Traditional combining of 
these two modalities does not appear to have much advantage (Franklin, Abramowitz, 
Bux, Zoellner, & Feeny, 2002). Nonetheless, exposure with response prevention in the 
treatment of OCD could theoretically be enhanced by pairing a fast-acting anxiolytic 
such as benzodiazepine, delivered intra-muscularly after successful response prevention. 
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Here, conditioning defies intuition: the anxiolytic, to be a reinforcer of anxiety tolerance, 
is best applied after exposure to increased anxiety, and not in anticipation of it. No such 
studies have been done to date, and so one is left to yearn for randomized controlled 
trials (RCTs) with novel pairings of cognitive-behavioral therapy (CBT) and anxiolytics 
(Pull, 2007).9 Still, rewarding prolonged response prevention in severe OCD would be 
most helpful with those patients who find it exceedingly hard not to succumb to the 
compulsion (Pence, Sulkowski, & Jordan, 2010), and there is likely to be no reinforcer 
more potent in such circumstances than the promise of a rapidly acting anxiolytic after 
response prevention. This contingency is quite different from prescribing an anxiolytic 
pro re nata to avoid anxiety. Such sequencing rewards drug-taking, while dispensing an 
anxiolytic after self-exposure rewards, and reinforces, anxiety tolerance.

Depression

Anergia is a common symptom associated with depression, especially major depres-
sion. Therapeutic approaches to reduce anergia are largely based on the observation 
that increasing the patient’s level of activity breaks a self-reinforcing cycle of inactivity 
and, subsequently, mitigates sedentary-induced feelings of fatigue and boredom. 
Activation techniques such as increased behavioral investment in social and physical 
activities could potentially be reinforced by the use of psychostimulants, administered 
just prior to the prescribed effort. Vegetative signs of depression have been effectively 
moderated with adjunctive stimulants in a variety of populations, including the elderly 
(Emptage & Semla,  1996) and patients with medical conditions (Huffman & Stern,   
2004; Frierson, Wey, & Tabler, 1991; Kaufmann, Cassem, Murray, & Jenike, 1984; 
Rosenberg, Ahmed, & Hurwitz, 1991; Woods, Tesar, Murray, & Cassem, 1986). The use 
of amphetamine and methylphenidate to momentarily overcome depression and, for 
example, allow medical patients to follow rehabilitation exercises is one potential imme-
diate benefit. Apart from providing the depressive patient a sense of relief from anergia,  
stimulant medications affect the nucleus accumbens directly and tend to momentarily 
mitigate dysphoria, thus providing an incentive to work for this reward when stimulant 
medication dispensing is made contingent upon completing a prescribed therapeutic 
activity. A parallel use of caffeine to overcome inertia and lack of motivation associated 
with anhedonia is based upon the well-established “Premack principle” (Premack, 1959), 
in which access to desired behavior normally engaged in by the subject (drinking coffee) 

Barbara routinely spent 2 h getting to and from work by taking several buses, rather than 
brave the subway escalator that she had avoided for the past 5 years. She was able to work 
through a hierarchy of related fears with imagined exposure, and she was eventually able to 
ride small escalators of one-story height in vivo, but she could not get herself to take the 
four-story-high escalator down the Bethesda underground station to the boarding plat-
form. She was prescribed 2 mg of alprazolam,10 taken 60 min before arriving at the station 
escalator, which proved to be sufficient for her to—with difficulty—ride the escalator down. 
At the end of the day’s work, she took the same dose of anxiolytic and was able to ride the 
escalator back up to the entrance of the same Metro station. The dose was successively 
reduced by 0.5 mg per week, until she was able to ride the escalator daily without pharma-
cological support.
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is made contingent upon first completing an undesired behavior such as taking a shower 
(Robinson & Lewinsohn, 1973; Williams, 1984); in such a contingency, the response, 
rather than a stimulus, provides reinforcement.

Procrastination, another ubiquitous symptom associated with depression, may be 
addressed behaviorally with antidepressants when such medications are made to serve 
as “reinforcement enhancers” (O’Donnella, Marekb, & Seidenc, 2005; Seiden, Dahms, & 
Shaughness, 1985), especially when applied to a differential-reinforcement-of-low-rate 
(DRL) operant schedule. Imipramine has been shown to have a reward-enhancing 
effect for depressed patients, who more positively appraise the activity engaged in while 
on the drug (Wichers et al., 2008), and imipramine and citalopram treatment in socially 
stressed rats appears to restore anhedonia and motivational deficits (Rygula et al., 2006; 
Von Frijtag, Van den Bos, & Spruijt, 2002). Antidepressants, then, would appear to have 
the potential to facilitate the learning of new behavior by enhancing the reinforcing 
quality of an obtained reward once an operant behavior has been exhibited. Applying 
DRL, which is an operant contingency that requires behavioral suppression in order to 
gain a reward, reductions in targeted unhealthy behavior such as procrastination may 
be more effectively reinforced with concomitant administration of an antidepressant. 
By the patient withholding a response for a brief period of 1 min (“DRL60s”) such as 
avoiding sitting on the couch, the subject is rewarded with a desired activity such as 
watching TV, whose reinforcing value is now augmented by concomitant use of an anti-
depressant. Administration of antidepressant medication, especially the tricyclic imi-
pramine, with a DRL regimen has the potential of facilitating a decrease in response rate 
of behavioral symptoms associated with depression.

In the treatment of depression, CBP emphasizes time-limited, well-targeted use of 
medication to further the attainment of defined therapeutic goals by reinforcing  
cognitive-behavioral treatment strategies. While there are exceptions, notably with 
bipolar disorder and major depression with psychotic features where long-term phar-
macotherapy may be indicated (Blier, Keller, Pollack, & Dunner, 2007), the great major-
ity of depression, be that major depression, dysthymia, or adjustment disorder, is guided, 
where possible, toward a drug-free goal within the CBP paradigm.

Psychosis

Neuroleptic medications are inherently antireinforcing (Ettenberg, 1989) in the sense that 
they reduce the availability of dopamine and other catecholamines in the mesolimbic sys-
tem (Anscombe, 1987; Cornblatt, Lenzenweger, Dworkin, & Erlenmeyer-Kimling, 1983; 
Fibiger, 1978; Salamone, 1987; Salamone, Correa, Nunes, Randall, & Pardo, 2012), thereby 
producing an antagonistic effect on the motivation centers of the brain, potentially  

Joseph, a 70-year-old retiree, became depressed to the point that he failed to maintain his 
personal hygiene, and would spend all day in bed. He had been on SSRIs for years, but no 
attempt had been made during that period to integrate medication with behavioral therapy. 
A new regime was instituted that left the SSRI in place for its adjunctive reinforcing potential 
while he was rewarded for getting out of bed and showering with a psychostimulant that he 
felt returned some degree of energy. In his case, the stimulant was dispensed 30 min before 
the activities of daily living (ADLs) were attempted. Finally, he was rewarded with his much-
sought-after morning espresso upon completion of the ADLs.
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resulting in a degree of drug-induced anhedonia.11 The cognitive-behavioral psychophar-
macologist is aware of this, and attempts to either offset the drug’s undesirable effect by 
increasing reinforcement to compensate for the higher stimulus threshold needed to 
experience pleasure, or by reducing or discontinuing the neuroleptic when feasible to 
reestablish greater access to the reinforcing nature of unimpeded dopaminergic pathways. 
In other words, the key to overcoming the demotivating influence of neuroleptics is to 
make up for the desensitizing of pleasure by turning up reinforcing input, or by getting the 
patient off this class of medication as soon as possible.

Prescribing minimal doses of neuroleptics (McGorry, Alvarez-Jimenez, & Killackey, 
2013), reducing dosing (Wunderink, Nieboer, Wiersma, Sytema, & Nienhuis, 2013), and 
phasing out antipsychotics (Harrow, Jobe, & Faull, 2012) or interrupting continuous use 
(Harrow & Jobe, 2013) have been found in some cases to be as or more effective than the 
more established practice of continuous, indefinite prescribing (Torrey,  2014) in the 
long-term management of psychosis. What is more, reducing antipsychotic medication 
potentially mitigates negative symptoms of psychosis by allowing for greater access to 
reinforcement derived from social contact, vocational competence, and personal devel-
opment (Isel, 2013), all of which are therapeutic goals in themselves, but which are also 
experienced as rewarding and gratifying (Gumley & Schwannauer,  2006). The CBP 
approach emphasizes blending medications in a reinforcing manner with cognitive-
behavioral goals of treatment, and the reduction in antipsychotic medication, where 
appropriate, can itself be presented as a therapeutic goal that motivates the patient to 
exert effort to avoid the need for medication. It also further reinforces recovery by poten-
tially reducing negative symptoms associated with schizophrenia and by increasing the 
patient’s availability to do therapeutic work, for even the most recalcitrant symptoms of 
schizophrenia are amenable to therapeutic change through behavioral modification 
strategies that increase access to greater reinforcement (Mitchell & Stoffelmayr, 1973).

William, a 50-year-old diagnosed with schizophrenia, had been on neuroleptics since he was 
in his late adolescence. He had not had any active positive signs of psychosis for more than a 
decade, but he was plagued with multiple negative symptoms, including flat affect, cognitive 
blunting, a seeming lack of interest in other people, and an inability to feel pleasure or act 
spontaneously. He was motivated to discontinue antipsychotic medications for years, but 
when he attempted to do so he usually met with skepticism from his treating prescriber, and 
so he would drop out of therapy and stop taking his medication against medical advice, only 
to find that his decision was followed by rough periods in which his blunted affect turned into 
anxiety as he was unable to change his social isolation on his own.

After consulting a CBP-minded practitioner, William agreed to work toward reducing his 
neuroleptic medication to the degree that he was able to keep up an effort to become more 
socially engaged. His belief, and the belief of his provider, that he could remain off psychiatric 
medications under proper conditions allowed him to feel more optimistic, and he found the 
energy and commitment to attend group therapy, and to venture into new social venues. His 
medication was reduced slowly, and several of the negative symptoms improved, allowing for 
more expressiveness and greater social success. Parenthetically, he had no recurrence of posi-
tive symptoms of schizophrenia at a 1-year follow up.12
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Other syndromes

ADHD is remarkably responsive to stimulant medication, which not only increases the 
ability to attend through activating the dopaminergic pathways along the cortico- 
striato-thalamo-cortical loop that runs from the dorsolateral prefrontal cortex to the 
striatal complex and back (Stahl,  2013), but also enhances reward appreciation by 
potentiating the orbitofrontal reward/motivational pathway (Rubia et al., 2009), as well 
as the mesolimbic reward system. The possibility that ADHD is derived in part from a 
reward deficiency syndrome (Blum et al., 2008) that reduces motivation for compliance 
and may even contribute to oppositional defiant disorder (ODD) is corroborated by 
neuroimaging research showing that activity in the nucleus accumbens of the ventro-
striatal dopamine reward system is reduced in children and adults with ADHD (Carmona 
et al., 2009; Volkow, 2009).

The behavioral management of ADHD relies largely on the patient’s motivation to 
make an “extra effort” to overcome the interference of inattention and impulsivity, and 
certain contingencies that activate the dopaminergic-related reward system may better 
reinforce such an effort. Phasic dopamine firing patterns, composed of bursts and 
pauses, are generally found to be more rewarding than equivalent tonic firing. 
Nonetheless, receptor occupancy, ultimately, is dependent on the balance between 
tonic and phasic firing modes (Dreyer, Herrik, Berg, & Hounsgaard, 2010), and 
amphetamine, while eliciting both phasic and tonic release like methylphenidate 
(Covey et al., 2013), tends to favors phasic release over methylphenidate preparations 
(Devilbiss & Berridge, 2007), as methylphenidate may be more disposed to suppress 
phasic firing at clinical doses by augmenting inhibitory autoreceptors (Offermanns & 
Rosenthal, 2008). In this regard, phasic dopamine release creates greater immediate 
reward-seeking behavior (Aboitiz, 2007; Redgrave & Gurney, 2006), while the ultimate 
long-term effect of motivation on instrumental rates of responding is mediated 
through dopamine’s influence on the net reward rate, which predicts sustained moti-
vational states are better enhanced by tonic dopamine release (Niv, 2008). In addition, 
the reward component to psychostimulants is greatly enhanced at doses greater  
than the low clinical doses standardly used in ADHD treatment. Implications for 
therapy of these different firing patterns have not been clarified, but it may be worth 
keeping in mind that the use of low-dose tonic release methylphenidate may be more 
conducive to sustained learning over time, which is, after all, the goal of ADHD man-
agement, while higher-dosed phasic release preparations such as amphetamine may 
provide more of a reward for discrete, extra efforts such as preparing for major exams. 
Also, the greater immediate effect of phasic dopamine release over tonic release is 
likely to have implications for Pavlovian conditioning, where greater appreciable effect 
is more readily bonded in associational pairings. An area for future study may be the 
effect of psychostimulants in Pavlovian-to-instrumental-transfer (PIT) (Talmi, 
Seymour, Dayan, & Dolan, 2008). In this sense, one might speculate that a phasic 
release medication initially paired with studying, to countercondition previous opposi-
tion to studying, might best be followed by a tonic release preparation for greater sus-
tained motivation and effort.
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Chronic Pain is replete with examples of how classical conditioning (Waschulewski-
Floruss, Miltner, Brody, & Braun, 1994) and instrumental learning (Fordyce et al., 1973) 
are involved in the acquisition and maintenance of chronic pain syndromes. Most thera-
peutic recommendations for behaviorally dispensing pain medications are meant to 
avoid or reduce any connection between perceived pain and subsequent drug-seeking 
behavior. Scheduling opioids on a set temporal contingency, rather than dispensing pain 
medicine on demand, is one way to disassociate pain from drug use. Providing CBT to 
reinforce low-abusing drug-seeking behavior (Jamison et al.,  2010) by making future 
access to narcotic contingent upon demonstrated moderate use is another way of man-
aging opioid use in chronic pain. Increasing the rate of administration according to the 
activity level of the patient through “activity-contingent” dispensing is still another way 
of using pain medication to increase activity level. In activity-contingent dispensing, the 
pain-augmenting activity is initially anticipated and pain medication is given prior to 
the activity in order to reduce discomfort during it (Ries, Miller, & Fiellin, 2009). Such a 
regimen has the potential for increasing activity not only because the pain’s interference 
is temporarily reduced by analgesics but also because the pleasant nature of moderately 
high doses of opioids acts as a UCR that is later associated with activity. Respondent 
conditioning notwithstanding, from an operant conditioning vantage, however, it may 
be argued that dispensing the opioid after activity is completed better propels the thera-
peutic goal of increased exercise and activity. In this sense, increase in activity level is 
one of the central behavioral goals in the treatment of chronic benign pain, and pain 
medication can acts as the horse that pulls the cart if it is made contingent upon first 
participating in physical exercise and social interaction. In such a case, it is wise to keep, 
at least initially, the reinforcer–response–cost low in order to motivate effort (Bennett, 
Stoops, & Rush, 2013; Stoops Lile, Glaer, Hays, & Rush, 2011); for, if too much effort is 
required, or the reinforcer is insufficiently strong, patients might very well forego the 
reward, and avoid the activity.

Jordan was prescribed detroamphetamine salt for ADHD without much improvement in his 
school performance. Although he was compliant to the extent that he took the medication, 
when he took it it was more on his terms, and more often than not he took the drug on the 
weekend rather than during hours of instruction or study. He routinely missed his CBT appoint-
ments with his psychologist but kept his psychiatry appointments to renew the amphetamine 
prescription. Subsequently, with coordinated informed consent involving the patient and his 
parents, the formulary and protocol for dispensing his medication was changed in order to 
capitalize on drug-seeking behavior: sequenced in accordance with the Premack principle to 
reinforce behavioral therapy and school attendance, Jordan’s stimulant medication was 
made available only after perfect attendance in behavioral therapy. The medication  
was changed to methylphenidate during the school week, and was then only dispensed by 
the school nurse at the beginning of the school day; his parents subsequently dispensed 
amphetamine on the weekends but only during study periods at home. His therapy and 
school absenteeism fell sharply when he was not given stimulant medication on the days he 
missed school or his behavioral therapy appointment, and his homework improved with the 
aid of extra medication dispensed during times of home study.
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Addictions provide an opportunity to appreciate the interface between biology—espe-
cially pharmacology—and biopsychosocial learning. Incentive sensitization theory of 
addictions (Robinson and Berridge, 2008) suggests that Pavlovian association between 
the abused substance and UCR of pleasure derived in the mesolimbic system can, with 
repeated exposure, potentiate a heightened response to the substance through additional 
learned CRs; what is more, co-occurring instrumental behavior can become resistant to 
change through operant conditioning that increases reward value, and reinforces learned 
drug-seeking behavior through a circular stimulus–response–reward loop.

Treatment based on the classical condition paradigm is perhaps best exemplified by 
cue exposure techniques in which in vivo or in vitro exposure techniques are used to 
reduce craving for drugs/alcohol through extinction strategies for counterconditioning 
CSs that were associated with cravings (Eliany & Rush, 1992). Such cues include the 
smell of alcohol, the sound of music present in clubs where drugs were purchased or 
consumed, etc. Studies have found that patients can maintain cue-reassigned avoidant 
activity after substance abuse treatment (Chiauzzi & Liljegren, 1993), and cue exposure 
has demonstrated improved abstinence (Blakely & Baker,  1980; Hodgson & 
Rankin, 1982), while in vivo exposure has proven more effective than covert exposure 
(Rankin, Hodgson, & Stockwell, 1983).

An example of operant conditioning turned, inadvertently, classical conditioning is 
that of alcohol deterrent therapy with disulfiram, which has been shown to be effective 
in a meta-analysis that included 35,000 patients (Elkins, 1991). Deterrent therapy works 
by negatively reinforcing efforts to avoid the punishing effects of alcohol consumption 
while on disulfiram. Krampe, Stawicki, and Wagner (2007) also showed in a 7-year fol-
low up that supervised administration of disulfiram as an adjunctive to substance abuse 
treatment increased abstinence. Nonetheless, “deterrent therapy” often becomes aver-
sion therapy when the patient consumes alcohol while on disulfiram. To this author’s 
knowledge, there are no controlled studies on programmed aversion therapy in this 
area, where the patient would consume alcohol while on disulfiram in the presence of a 
behavioral therapist. It begs the question of whether the patient is best served by allow-
ing such adverse effects to occur randomly outside of the therapeutic milieu, when 
deterrent therapy inadvertently, and perhaps inevitably, becomes unsupervised aver-
sion therapy.

Operant conditioning approaches in substance abuse treatment emphasize the use of 
reward to increase motivation to avoid substances. Increasing compliance with drug 
management goals (Viswanathan et al., 2012) is a therapeutic challenge that has found 

Joanne’s consumption of pro re nata narcotic analgesics doubled and then tripled over a 
period of 1 month as she continued to complain of severe neuralgia. She was counseled that 
her level of consumption was unsustainable, and she agreed to a gradual reduction to initial 
dose levels, which were dispensed on an invariant time-determined schedule. She further 
agreed to the plan that additional medication would be administered following increases in 
activity, and the level of activity would be increased gradually. In 1 month, she was consum-
ing half as much medication and performing 500% more activity.
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some success in contingency contracting in substance abuse treatment (Higgins, 
Silverman, & Heil, 2010). Stitzer, Bigelow, and Liebson (1980), for example, showed that 
using cash to pay for drug-free urine samples was successful, and in separate studies 
voucher exchange for retail items has been successfully used as reinforcers (Silverman 
et al., 1996a, 1996b). Liebson, Tommasello, and Bigelow (1978) found that dispensing 
methadone contingent upon taking disulfiram among dual addiction patients with 
dependency on alcohol and narcotics resulted in a significant reduction in drinking. On 
the other hand, Soyka and Rösner (2008) found in a metanalysis that the opiate antago-
nist naltrexone reduced pleasure associated with alcohol and may be helpful in absti-
nence management of problematic drinking. Nonetheless, if naltrexone were to 
inadvertently raise the threshold for derived pleasure from other activities, it could, in 
the long run, set the patient up for increased pleasure-seeking behavior that could, ulti-
mately, lead him or her back to substance abuse. Other pharmacological agents that 
show promise for being woven into a behaviorally driven treatment approach for sub-
stance abuse include nalmefene and Suboxone® (buphrenorphine and naloxone).

Sexual disorders can be divided, for the sake of convenience, into performance disor-
ders (dysfunctions) and impulse disorders (paraphilias). Most psychosexual perfor-
mance disorders are anxiety-based and respond to the same desensitization approaches 
used in treating phobias, and are therefore best treated with CBT alone. Nonetheless, 
there is limited use for SSRIs for initially retarding ejaculation in the very anxious male 
with premature ejaculation, just as the initial use of sildenafil may be indicated for the 
otherwise-nonresponsive male with erectile disorder (Muse, 2012). In both cases the 
drug is used in conjunction with cognitive-behavioral approaches, and gradually dis-
continued as therapeutic progress is made. Diazepam has been used in much the same 
way with vaginismus, providing initial anxiolytic and muscle relaxant effects at the 
beginning of an otherwise unresponsive case. For trauma-derived vaginismus, abreac-
tion therapy (Poole, Wuez, & Agrawal, 2010) with the use of amobarbital has been used 
successfully (Mikhail, 1976). While the use of SSRIs and benzodiazepines are incorpo-
rated into a systematic desensitization paradigm, abreaction therapy may be conceived 
of, from a behaviorist’s perspective, as a variety of implosion therapy.

The classical conditioning explanation of paraphilia is based on the assumption that 
whatever stimuli were present during an early sexual experience may become paired 
with the UCR of sexual arousal and orgasm (Atkins, 2004; Marshall, 2007; O’Donohue & 
Plaud, 1994). In the example of fetishism, masturbation (UCS) to orgasm (UCR) while 
wearing lingerie (CS) may later leads to arousal (CR) in the presence of lingerie. Paraphilic 
interest may develop from both a biological predisposition toward risk taking and 

Janet had a drinking problem before she became addicted to oxycodone following a low back 
injury. After detox from both substances, she was placed on naltrexone and disulfiram, con-
current with behavioral therapy. One phase of her treatment consisted of a single trial of cue 
exposure therapy in the prescriber/therapist’s office in which the smell and taste of alcohol 
were counterconditioned by provoking a reaction to disulfiram through ingesting a small 
amount of alcohol; her bottle of oxycodone, as well as the sight of displayed pills, were also 
paired with the nausea generated in the same session.
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sensation seeking (Kafka, 1997; Kafka & Hennen, 1999), plus early exposure to aberrant 
stimuli involved in fetishism, voyeurism, etc. (Wiederman, 2003). Social learning theory 
further suggests that the paraphilic behavior is learned from watching someone else 
model in a similar fashion (Bradford, Bowlet, & Pawlak, 1992).

Aversion therapy for the treatment of paraphilia makes use of induced anxiety, paired 
with CS associated with paraphilic interest, to generate a competing conditioned behav-
ior. Pairings of smelling salts with CS such as pornographic material provides for a new 
conditioned avoidant response. Along these lines, operant conditioning can be added to 
Pavlovian pairing by holding one’s breath for an extended time while viewing porno-
graphic material; such an approach creates the conditions for learning a conditioned 
escape behavior of therapeutic value (looking away from pornography is reinforced 
with escaping the anguish associated with relative oxygen deprivation as the patient is 
subsequently instructed to breathe in).

 Conclusion

CBP is based on the biopsychosocial paradigm in which health and disease/dysfunction 
are conceptualized as balance vs. disequilibrium within and among the major systems 
(biological, psychological, social) comprising the individual. Integrated mental health 
treatment reaps benefits from looking at the whole individual diagnostically, weighing 
the relative importance of the various systems involved in a given presenting problem, 
and from attending to multimodal intervention options, sized to the need of the par-
ticular case. Beyond this integrated approach, however, is the possibility of harvesting 
an even greater therapeutic effect by cultivating the provider’s awareness of not only 
how different therapeutic modalities can complement each other, but also by discover-
ing what such diverse modalities have in common: how do they reinforce therapeutic 
progress and improvement through conditioned learning?

Beyond the occasional use of psychotherapy to reinforce medication compliance 
(Wright, & Thase, 2010),14 and beyond the combination of medication with psychoso-
cial approaches to bolster treatment through a combined, dualistic approach, CBP 

John attempted treatment of premature ejaculation only to experience precipitous orgasm 
with his partner before the behavioral “start–stop” technique could begin. He was placed on 
fluoxetine and experienced a greater latency period to ejaculation, which allowed him to sub-
sequently practice the stop–start technique and to gain confidence as well as competence 
with the technique before fluoxetine was gradually discontinued.

Anthony had a long history of exhibitionism, and he had just lost his security clearance for 
exposing himself to women as he drove next to them on the beltway. He was placed on parox-
etine,13 which reduced his libido and gave him a sense of control over his impulse that he had 
never experienced before. He was then asked to imagine exposing himself to women while he 
held his breath in session with his therapist. He soon found that he lost his arousal after 20 s of 
holding his breath, and that his interest in the exhibitionist fantasy vanished at the same time. 
Still, he was encouraged to hold his breath another 30 s while forcing the fantasy forward. 
Ultimately he found great relief when instructed to breathe again after he was told he could 
drop the fantasy from his mind.
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offers the possibility of a dialectical synthesis, a new outcome that is greater than the 
mere combination of treatments, by fusing psychopharmacology with psychosocial 
treatment through their common basis in conditioning.

Unfortunately, the role of medication as a potential reinforcer for attaining psycho-
therapeutic goals has not received its due attention. In stark contrast to the evidence-
based treatment recommendations of the previous chapters in this book, much of what 
has been presented in the present chapter is extrapolated from serendipitous observa-
tions and deduced from theoretical extensions, rather than derived from inductive 
conclusions based on multiple controlled studies. Herein lies the challenge: how can the 
clinician apply principles of learning to the integration of psychopharmacology with 
psychosocial approaches when the evidence supporting such an approach is scant to 
nonexistent?

Perhaps it is the promise that allures, the promise of something beyond the current 
combinations and permutations of treatment approaches; something that may guide 
research along established principles of learning, to look for effect where one might 
predict it, rather than pairing approaches randomly to see if a discernable difference is 
determined through a posteriori statistical analyses.

For the clinician, awareness of potential conditioning effects, even in the paucity of 
published studies, cannot be a disadvantage. While it is too early for CBP to be guided 
by established best practices, the sagacious clinician, mindful of the potential effects of 
conditioned learning, may be his or her own guide to more effective therapeutic results.

Notes

1  Conditioning paradigms (classical, operant, and social learning) are the foundation 
upon which psychology rests; analogous, arguably, to the theory of evolution for 
biology, or quantum mechanics for physics.

2  There is some evidence that other neural pathways within the brain, independent of the 
mesolimbic system, may also have a reinforcing/motivating component to their 
activation (Ikemoto, 2010; Robertson, 1989). These pathways include the prefrontal 
cortex, among other structures.

3  If placebo is the CS that elicits a conditioned response (feeling better), then the innate 
UCR of feeling enhanced well-being is elicited from the UCS of benevolent human 
contact, directly through talk therapy or indirectly through prescribing, and this, I 
contend, is the “common factor” that has eluded our understanding. That is, the initial 
basis of the common response to therapeutic intervention, including the placebo, is a 
respondent behavior, which may be further potentiated, and directed toward specific 
therapeutic goals, by operant contingencies that subsequently reinforce the healthy 
direction through maximizing rewards that activate the motivational centers of the 
brain.

4  Siegel, Hinson, and Krank, 1982, showed that situation-specific tolerance is capable of 
preventing the fatal consequence of a lethal-sized opiate overdose. When rats were given 
a large dose of morphine following morphine dosing in an environment substantially 
differing from the one in which they experienced the effects related to morphine, signs 
of overdose rapidly appeared, and in a few cases led to death. In contrast, rats given 
lethal-sized morphine doses in the same circumstances where morphine was previous 
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consumed had a substantially smaller effect; presumably, because the substance was 
given in the accustomed environment, the associated environmental cues elicited a 
modulating physical response to the substance. Gerevich et al. (2005) later found 
evidence of the same mechanism within a fatal overdose of a young man.

5 See page 340–341 for further discussion of the Premack principle.
6  Chronic use of benzodiazepines without behavioral therapy in treating social anxiety 

favors the reinforcement–loss hypothesis (Corfield-Sumner & Stolerman, 1978; 
Schuster, Dockens, & Woods, 1966; Wolgin, 1989), which in this case predicts increased 
drug tolerance when the drug interferes with social skills (Smith, 1990). Contingent 
tolerance will emerge in situations where the initial effect of the drug is to produce a 
loss of reinforcement (e.g., sedation causes further social withdrawal), but, when used 
in conjunction with cognitive-behavioral approaches, the drug’s sedating effects can be 
woven into the therapeutic task of increased social interaction, thereby obviating any 
tolerance due to loss of reinforcement through failed social interaction. In fact, one 
might hope that success with social interaction increases reinforcement and, if not 
enhancing the drug effect, makes subsequent reduction in drug dosage less noticeable.

7 Stanley Schachter and Jerome Singer (1962) demonstrated the cognitive component to 
emotional response to epinephrine in which subjects forewarned that the drug was 
arousing were less frightened of the biological correlates of injection. Hence, the need 
to pay attention to the cognitive repercussions of the verbal delivery of any recom-
mended therapeutic approach.

8 That is, experiencing D-amphetamine in a consistent environment produces context-
dependent enhancement of its rewarding efficacy.

9  Until experimental evidence is available on such a novel pairing, I do not advocate 
applying a similar procedure in clinical practice.

10  Alprazolam presents, of the benzodiazepines, the most attractive profile for 
counterconditioning purposes as it is fast acting, early peaking, and short lasting in its 
anxiolytic effects.

11  Hence, the prevalence of nicotine intake by patients on antipsychotic medication in an 
attempt to mitigate the effects of neuroleptics (Šagud et al., 2009): Smoking stimulates 
dopaminergic activity in the brain by inducing its release and inhibiting its degradation, 
and may reduce deficits relative to dopamine hypofunction in prefrontal cortex. 
Cigarette smoke also increases the activity of CYP 1A2 enzymes, thus decreasing the 
concentration of many drugs and, in turn, alleviating cognitive deficit, reducing 
extrapyramidal side effects induced by antipsychotic medication, and rekindling a 
degree of pleasure associated with increased levels of dopamine.

 Paradoxically, there is evidence that some D2-specific neuroleptics administered at a 
lower dose may demonstrate a “prohedonic” property that potentiates reinforcement 
(Guyon, Assouly-Besse, Biala, Puech, & Thiébot, 1993).

12  In discontinuing antipsychotic medication, it is essential that a good deal of patient 
education occur previously, in which the patient is instructed on prodromal signs of 
impeding relapse that argue for reinitiating the medication.

13 Paroxetine, in a meta-analysis, has been shown to be the most sexually deadening 
among the SSRIs (Reichenpfader et al., 2014.)

14 Festinger (1957) might argue compliance is increased if the patient feels he has made 
the choice to start medication, rather than being persuaded or “convinced” by the 
clinician; ergo, informed consent for every medication change is a potent reinforcer of 
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that medication’s effectiveness. Moreover, informed consent is not only ethically 
essential but, as Skinner (1986) states, it is good conditioning practice. While a subject 
does not need to be aware of reinforcement contingencies for them to be effective, the 
patient is not only a subject, but a person, and voluntary participation in any learning 
task is a distinct advantage.
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