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Foreword

The National Institute on Aging (NIA) has historically been
concerned with the protection of human subjects. In July 1977,
the NIA sponsored a meeting to update and supplement guide-
lines for protecting those participating in Federal research pro-
jects. Although the basic guidelines had been in effect since
1966, it had been neglected to include the elderly as a vulnerable
population. In November 1981, the NIA organized a conference
on the ethical and legal issues related to informed consent in
senile dementia cases.

The present volume offers the latest and best thinking on
Alzheimer’s Dementia to have emerged from the dialog that was
first embarked upon at the NIA meeting. Indeed, the issues and
concerns it treats now seem even more relevant than they
appeared historically because of the vastly greater awareness in
the community of the entire spectrum of problems Alzheimer’s
disease confronts us all with.

Our interest and concern is both humanitarian and self-
serving. Clearly older people must be protected from in-
appropriate research and careful attention must be paid to the
circumstances under which research is conducted on those older
persons who have given anything less than full consent. It is
equally necessary, however, for the research enterprise to be
protected so that today’s elderly and those of the future can
benefit from the fruits of research.

The focus of the discussion that follows—the dementing
disorders of later life—complicates the issue even further since
the diseases themselves affect the capacity of the individual to
give informed consent. How are we to design sound protocols—
from both a scientific and an ethical perspective—for research
related to understanding or treating the dementing illnesses,
but also for research not related to dementia that nonetheless
might be conducted in patients suffering from such diseases?
How clear is our knowledge base concerning the degree to
which the capacity for informed consent is affected? What are
the possibilities for consent being given long prior to develop-
ment of the disease (predisease consent) or by a family member
or advocate (proxy consent)?

Xiii



Xiv Foreword

Perhaps it is necessary to remind ourselves of the profound
nature and devastating impact of the dementias. Senile demen-
tia is a disease or a set of diseases that destroy the individual
and, more often than not, the emotional, social, and financial
lives of that individual’s family. In terms of their impact on the
culture as a whole, these conditions often produce abhorrence
and negativism toward the elderly by those who are fearful of
senility. The costs to individuals and society-at-large are stag-
gering. There are now more than 1.3 million persons in nursing
homes, including 1 million over age 65. Perhaps as many as half
of the elderly in nursing homes suffer from some degree of
senile dementia, although they may have other disease in addi-
tion.

At present, the population rises at a rate of 1600 older
persons per day, or some 600,000 per year. It is not surprising,
then, in this century of old age, that Lewis Thomas has called
senile dementia the “disease of the century.” In the not-too-
distant future, the post-World War II “baby boom” generation
will grow gray, adding to the impact of declining mortality rates
on the US demographic profile. Obviously, new forms of care,
but most of all new knowledge, will be essential to offset the
expanding numbers of people suffering from senile dementia.

America is not alone in experiencing this demographic rev-
olution. There is a worldwide graying of nations and a concom-
itant anticipation of the potential impact of senile dementia in
the near future. The World Health Organization’s Advisory
Committee on Medical Research has identified senile dementia
as an issue of global concern.

Sound scientific research on the dementias of aging requires
an interdisciplinary approach. So, too, does the development of
ethical guidelines. We must have clinicians, investigators,
lawyers, ethicists, and older persons themselves join forces in
developing appropriate research protocols. It is essential that
this multidisciplinary team also include family members of per-
sons suffering from senile dementia. I am pleased that the
Alzheimer’s Disease and Related Disorders Association—a
voluntary organization of victims, families, and friends and a
new development on the national scene—has chosen to play an
active role in this discussion.

The National Institute on Aging takes some pride in the
strides we have made in encouraging new research on senile
dementia. Together with the National Institute of Neurological
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and Communicative Disorders and Stroke, the National Insti-
tute of Mental Health, and the National Institute of Allergy and
Infectious Diseases, we have sponsored a major research effort
to this end. We have initiated epidemiological studies to provide
us with a greater knowledge of the incidence and prevalence of
the dementias of aging.

We have also developed a new grant mechanism, the
Teaching Nursing Home, that will begin to open the door to a
previously sequestered population. Many of our public policies
have led to the exclusion of victims of senile dementia of the
Alzheimer’s type from state mental hospitals and academic hos-
pitals. Many are in nursing homes. It is important that academic
investigators enter the nursing home, not only to improve
health care, but to learn more about senile dementia and the
various other conditions found among the elderly.

In our efforts to encourage research in nursing homes, we
have been cognizant of the dangers of inappropriately using this
vulnerable population for scientific gain. We have also been
among the first to focus attention on the need to protect elderly
research subjects. This fine volume, edited by Dr. Vijaya Mel-
nick and Ms. Nancy Dubler, should help all of us, professionals
and lay persons, in this country and abroad, to develop the kind
of guidelines that will ultimately lead us to the scientific answers
that we seek—within an ethical framework.

Robert N. Butler, MD



Preface

Senile Dementia of the Alzheimer’s Type (SDAT) is a devas-
tating condition affecting millions of American patients and
their families. It is a disease that inexorably diminishes and
ultimately destroys the ability of individuals to comprehend
their condition and survive in their prior environment. It re-
quires Herculean physical and emotional efforts from family
members who choose to keep patients at home. It may require
the impoverishment of families who select institutionalization
for the patient. Grief, suffering, guilt, and endless mourning are
the constant companions of spouses, siblings, and children of
these patients.

The costs to society are equally weighty. Long-term institu-
tional care now approaches forty thousand dollars per year. The
costs of lost productivity of patients and families are incalcul-
able.

At present, SDAT is difficult to diagnose and impossible to
cure. Prevention is a future dream. However, certain avenues of
research are promising. Society must grapple with how this
research can be pursued, given the particular disabilities of these
potential research subjects.

In November 1981, the National Institute on Aging (NIA)
sponsored a conference on “Senile Dementia of the Alzheimer’s
Type (SDAT) and Related Diseases: Ethical and Legal Issues
Related to Informed Consent.” The conference was convened to
explore the values, conflicts, and competing interests that must
be accommodated if research is to continue on the pathophy-
siological processes and psychosocial aspects of dementia.

The papers presented at the conference and the discussions
that followed pointed to a clear need for research to go forth.
However, what type of research may be acceptable, in the con-
text of present Federal regulations governing research on hu-
man subjects, was not at all clear. Questions were raised as to:

1. Who might or should be permitted to speak on behalf of or
as a substitute for the patient, if the patient is not capable of
giving competent informed consent? SDAT patients most
often are in a progressive state of declining competence.

2. How could protocols be designed, in the most ethical
context, that are scientifically acceptable and that will per-
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xviii Preface

mit research to further the knowledge on the understand-
ing and treatment of dementing illnesses?

3. Can patients afflicted with such diseases ever grant effec-
tive informed consent to participate in a research protocol?

4. Can patients ever be morally admitted to protocols in the
absence of their own consent or the adequate consent of
others? How is the role of the family and close friends
defined in this context?

5. What are the possibilities for obtaining consent prior to the
development of the illness, or to record consent at an early
stage of the illness for later research intervention?

6. What are the additional constraints that are placed on
researchers attempting to address the complex problems
of dementing illnesses?

7. Can society make a claim, however minimal, on the sup-
posed altruism of patients if the intervention poses minim-
al risk and the possible benefit is great?

These were the major questions posed to participants at the
conference. The articles especially expanded and updated for
this volume were created in response to those questions.

Whereas the tone and tenor of the discussion was clearly in
support of continued research, all agreed that the legal and
moral uncertainties surrounding continued efforts are substan-
tial. Research on SDAT patients must confront society with
uncomfortable choices. One choice is to disregard previously
clear prerequisites for participation in research by ignoring the
requirements for individual contemporaneous informed con-
sent. Another option is to define and develop new moral and
legal principles to support third party consent; these alternatives
could be mandated in regulation. A third path is to proceed as
we now are with gerrymandered logic and procedures, which
may compromise patient rights and often place investigators in
morally compromising situations. It is the hope of the editors
that this volume and the guidelines developed as a result of the
analyses it presents will aid in devising new routes through
these thorny thickets.

The guidelines, with which the volume ends, are not reg-
ulations. They do not create law. They attempt, given the pre-
sent state of our legal and moral analysis, to direct researchers to
more clear routes of planning and action.

We hope that these articles and guidelines will be of both
theoretical interest and practical importance.

Vijaya L. Melnick
Nancy N. Dubler



CONTRIBUTORS

RoBERT N. BUTLER * Department of Geriatrics and Adult Develop-
ment, Mt. Sinai Medical Center, New York, New York

EpwARD W. CampioN * Geriatrics Unit, Massachusetts General Hos-
pital, and Spaulding Rehabilitation Hospital, Boston, Mas-
sachusetts

CHRISTINE CASSEL * Department of Geriatrics and Adult Develop-
ment, Mt. Sinai Medical Center, New York, New York

Nancy NEVELOFF DUBLER ¢ Department of Social Medicine, Monte-
fiore Medical Center, Bronx, New York

ALLEN R. DYER * Department of Psychiatry, Duke University Medical
Center, Durham, North Carolina

SteveN H. Ferris ¢ Department of Psychiatry, New York University
Medical Center, New York, New York

Berty GorDON * Department of Psychiatry, New York University
Medical Center, New York, New York

PaMEeLA B. HoreMAN ¢ Department of Geriatric Medicine, New Hyde
Park, New York

ANDREW JAMETON * Department of Medical Jurisprudence and Huma-
nities, University of Nebraska Medical Center, Omaha, Nebraska

RoBERT KAaTZMAN * Albert Einstein College of Medicine, Bronx, New
York

ROBERT J. LEVINE ¢ Department of Medicine, Yale University School
of Medicine, New Haven, Connecticut

LesLIE S. LiBow * Department of Geriatrics and Adult Development,
The Jewish Home and Hospital for Aged, New York, New York

CHARLES R. McCarTHY * Office for Protection from Research Risks,
National Institutes of Health, Bethesda, Maryland

MARTIN MCCARTHY * Department of Psychiatry, New York University
Medical Center, New York, New York

ALAN MEISEL * Department of Law, University of Pittsburgh School of
Law, Pittsburgh, Pennsylvania

XiX



XX Contributors

Vuaya L. MELNICK * Department of Biology and the Center of Ap-
plied Research and Urban Policy, University of the District of
Columbia, Washington, DC

Bruce L. MILLER * Medical Humanities Program, Michigan State
University, East Lansing, Michigan

HARRY R. Mooby * Brookdale Center on Aging, Hunter College, New
York, New York

Nancy C. PAscHALL * Patient’ s Rights and Advocacy Section, Mental
Health Services Development Program, NIMH, Rockville, Mary-
land

HiLba PrRIDGEON ¢ Alzheimer’s and Related Diseases Association,
Bloomington, Minnesota

RicHARD M. RaTtzaN ¢ University of Connecticut School of Medicine,
Farmington, Connecticut

BARRY REISBERG * Department of Psychiatry, University Medical
Center, New York, New York

BARBARA STANLEY * Department of Psychiatry, Wayne State Uni-
versity School of Medicine, Detroit, Michigan
LANCE TiBBLES * Capital University Law School, Columbus, Ohio

ALAN WEISBARD * Cardoza Law School, Yeshiva University, New
York, New York

HARRY YEIDE, JR. * Department of Religion, George Washington Uni-
versity, Washington, DC



Part 1

Legal and Science Background



Current Frontiers in Research on
Alzheimer’s Disease

Robert Katzman

Risks and Benefits of Research

Implicit in the discussion of bioethical issues in regards to
Alzheimer’s disease is the question of the relationship of possi-
ble risk and expected benefit from further investigations. The
most significant benefit to the person, the family, and to society
would be a breakthrough in our understanding of a disease
process that is at present not treatable and not preventable—a
disease that is as malignant in its own way as cancer.

We do not understand the causes or the etiology of
Alzheimer’s disease, but within the past 20 years, remarkable
progress has been made in defining the disease clinically and in
understanding what happens in the brain. Alzheimer’s disease,
as a characteristic clinical-pathological entity affecting a small
number of individuals in the presenium, was readily accepted
following the description of the pathological changes in cerebral
cortex and hippocampus by Alois Alzheimer in 1907. The con-
sensus that the same disorder is in fact the major cause of senile
dementia, and therefore one of the most important and frequent
diseases today from a public health point of view, has only
developed in the past 15 years.

The key to this recognition of the role of Alzheimer’s disease
as a major affliction of the seniors has been clarification of the
nature of senile dementia, the recognition that senile dementia
is not part of “normal aging,” that it is a specific symptom
complex—<linically separable from affective disorders—a symp-
tom complex always associated with diseases that affect the
brain either primarily or secondarily. Senile dementia has been
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reported to be associated with over 50 diseases, but just over
50% of cases are caused by Alzheimer’s disease alone, 20% by
vascular diseases resulting in multiple stroke (so called multi-
infarct dementia), and 10 to 15% by a mixture of Alzheimer’s
disease and vascular dementia. The remaining 15 to 20% of cases
are associated with 45 or more other disorders. Though some of
these are at present progressive, irreversible brain diseases (e.g.
Huntington’s disease, Pick’s disease, progressive supranuclear
palsy), others are quite treatable—including vitamin deficien-
cies (e.g. Korsakoff’s disease with thiamine deficiency, pellagra
with niacin deficiency, vitamin B12 deficiency), systemic dis-
orders such as endocrinopathies (e.g. hypothyroidism), infec-
tions (e.g. neurosyphilis), hydrocephalus, and brain tumors.
Thus, a thorough workup of every patient with dementia is
essential in order to identify treatable disorders, but alsoin order
to provide a rational basis for management of those conditions
for which we do not have a specific treatment.

Testing and Measurement of
Alzheimer’s Dementia

Having recognized that not all elderly individuals with de-
mentia need have Alzheimer’s disease, one may inquire further
as to relationship of the microscopic changes seen in the brain
post mortem and the degree of dementia manifested during life.
This question was addressed in the late 1960s by Blessed, Tom-
linson, and their colleagues in a classic prospective study carried
out in Newcastle. In this study, Blessed evaluated older patients
to determine whether dementia was present, and if present, its
degree as manifested by a score on a mental status test and by a
score on a functional disability scale. Seventy eight of these
individuals died and were autopsied. Tomlinson counted the
number of neuritic plaques (disordered tangles of neurons) in
microscopic sections of specified areas of cerebral cortex and
demonstrated that this number correlated well with the degree
of dementia measured both by the functional scale (r = 0.7) and
the mental status test score (r = 0.6). These investigations also
demonstrated that the same degree of dementia occurred in
patients with vascular disease of the brain when more than 50 to
100 grams of brain tissue were destroyed by strokes.
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The correlation of clinical and postmortem findings in
Alzheimer’s disease has recently been further extended by dem-
onstration of a similar relationship between loss of the enzyme
choline acetyl transferase and dementia scores obtained during
life. This correlation of clinical findings and pathological and
biochemical changes suggests that detailed investigations of
such changes should be fruitful. Indeed, major advances in our
understanding of Alzheimer’s disease have resulted from study-
ing what is happening in the brain and relating this to clinical
findings.

In 1964, Terry in the United States and Kidd in England
described the electron microscopic features of the neurofibrillary
tangle and the neuritic plaque. Their pictures were indeed
dramatic. The neurofibrillary tangle consists of arrays of
thousands of submicroscopic fibrils, which are pairs of abnormal
filaments wound around each other in a spiral or helical pattern,
the bihelical filament. Each individual filament contributing
to the bihelical pair is only 100 Angstroms in width. These
filaments differ from normal filaments present in neurons, fila-
ments that are also 100 Angstroms in width, but which are
linear, not twisted, and which have numerous side arms not
present in the abnormal bihelical filament.

The neuritic plaque consists of degenerating nerve endings,
but surprisingly in many plaques, these endings, although de-
generating, have intact membranes, sometimes even with intact
synaptic thickenings, complete with presynaptic vesicles that
are believed to store neurotransmitters. There is also a prolifera-
tion of glial cells (the supporting cells in the brain) within this
neuritic plaque. The central core of the plaque contains a mesh
work of another fibrous protein that has the appearance of
amyloid protein, a form of protein often found in chronic dis-
eases elsewhere in the body. In some instances, amyloid pro-
teins represent the result of an immunological reaction to the
disease state, whereas in other instances, they represent a par-
ticular pattern of protein breakdown in local tissue.

Fibrous Proteins Changes

Thus, changes in fibrous proteins are an important part of
the Alzheimer’s brain changes. What is the molecular nature of
these proteins? This is difficult to study since the Alzheimer
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pathology, in particular the bihelical filament, is uniquely hu-
man and does not occur in animals. In order to study the protein
chemistry of this fibrous material, one must apply biochemical
and immunological techniques to brain tissue obtained at au-
topsy. Major advances have been made in the past several
years because of the development of new monoclonal anti-
bodies, specific antibodies that enable one to begin to identify
the molecular nature of the protein and that may provide a
basis for isolating the protein in a fashion suitable eventually
for analysis. The bihelical filamentous protein has been difficult
to isolate and characterize chemically, in part because of its
insolubility. But this very insolubility may provide clues to its
nature. Is the bihelical filament protein in normal protein secon-
darily altered and polymerized? Do the bihelical filaments
accumulate because of overproduction or because they cannot
be broken down?

Several laboratories have now obtained monoclonal anti-
bodies to paired helical filament preparations. These antibodies
react with neurofibrillary tangles in Alzheimer brains, but do not
react with other normal nerve cells or other proteins of normal
nerve cells, suggesting, but not proving, that this protein may be
novel protein not expressed by the mature neuron. Such a
finding, if true, might be an important clue to the etiology of
Alzheimer’s disease.

Monoclonal Antibodies

Similarly, the availability of various monoclonal antibodies
should permit investigators to look at the molecular nature of
the amyloid in the neuritic plaque. Does it represent a blood
constituent and therefore indicate that an immune type of reac-
tion has occurred? Does it represent a breakdown product of a
normal brain protein? Congophilic angiopathy, reflecting the
presence of amyloid sometimes occurs in blood vessels in the
Alzheimer brain; is this fibrous protein analogous to neuritic
plaque amyloid?

At present, work on the abnormal fibrous proteins of
Alzheimer’s disease can be continued using autopsy brain tis-
sue. One can conceive, however, the situation in which major
advances are made in determining the nature of the protein,
following which specific questions about the presence or ab-
sence of, for example, an enzyme accounting for the accumu-
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lation of these abnormal filaments. This enzyme may be particu-
larly labile and therefore could not be studied in post mortem
tissue; brain biopsy material might be necessary. At this stage,
would this procedure be justified?

Neurotransmitter Systems

Another major area of advance has been in the discovery of
abnormalities in specific neurotransmitter systems in the brain.
This is particularly exciting because it affords the possibility of
treatment of symptoms during life and because it also points the
way to identification of neuronal systems with important be-
havioral aspects whose existence had not been suspected in the
past. Ten neurotransmitters have been studied so far in the
Alzheimer brain. For eight of these transmitters, there were
either no changes or small, but inconsistent, changes observed
in postmortem Alzheimer’s brains compared to brains of age-
matched normals. Two transmitters, however, have shown
quite consistent changes. Choline acetyltransferase (CAT), the
enzyme required for the biosynthesis of the neurotransmitter
acetylcholine, is decreased from 50 to 90% in Alzheimer brains.
One neuropeptide, somotostatin, is also decreased by about
50% in the cortex of Alzheimer’s brains. This change in choline
acetyltransferase occurs in brains in which the muscarinic recep-
tor in the cerebral cortex, the receptor upon which acetylcholine
acts, is present in essentially normal amounts in Alzheimer
brains. Moreover, the loss of choline acetyltransferase observed
at autopsy in Alzheimer brains roughly parallels the degree of
dementia measured during life. Thus, these changes in the
cholinergic system, and probably also somotostatin, appear to
be fairly specific to the Alzheimer brain.

A surprising finding has been that most of the choline
acetyltransferase in the cerebral cortex is not found in nerve cell
bodies, but rather in nerve endings in the cerebral cortex. These
cholinergic terminals arise from nerve processes projecting from
a subcortical nucleus to the cerebral cortex. The cell bodies in this
cholinergic projection system lie ventral to the basal ganglia in
the region of the substantia innominata or nucleus basalis of
Meynert. It should be noted that the discovery of the presence of
the cholinergic projection system from nucleus basilis to cerebral
cortex resulted from the interest in cholinergic systems that
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developed because of the marked changes in choline acetyl-
transferase in the Alzheimer brain.

The cholinergic system in the hippocampus is also involved
in Alzheimer’s disease. This too is a projection system with
choline acetyltransferase found within nerve terminals in the
hippocampus. These nerve terminals arise from nerve process
projections from cell bodies located near the diagonal band of
Broca, the remnant of the septal region in the human brain.

What are the behavioral functions of the cholinergic septo-
hippocampal and the basocortical systems? Several years ago,
Drachman and Levitt discovered that persons given a drug,
scopolamine, that blocks the cholinergic receptor developed
confusional states that in many ways resembled the changes
seen in Alzheimer’s disease, including loss of short-term mem-
ory, disorientation, the presence of intrusions, and other
psychological changes. Thus, a fruitful area of investigation has
been opened up for experimental psychologists, physiologists,
and neurologists interested in the relationship of these newly
defined brain systems to specific behavior in animals and man.
The discovery of the cholinergic system deficit has also led to
trials of therapy; first with the precursors, choline and lecithin,
compounds that have not produced consistent improvement in
memory or other functions in Alzheimer patients; but also with
other drugs that act on the cholinergic system, such as physo-
stigmine, which blocks the breakdown of acetylcholine, a drug
that produces memory improvement in some patients in the
early stages of Alzheimer’s disease.

Recent studies have begun to delineate the specific areas of
the brain affected by the Alzheimer process. Although there is
atrophy of the brain in Alzheimer’s disease, the degree of atro-
phy overlaps that seen in the course of normal aging, since nerve
cell fallout is one of the consequences of the normal aging
process. However, it has been found using quantitative mor-
phometric computer-assisted techniques that within the cere-
bral cortex, the degree of loss of large neurons, particularly in
layers 3 and 5, in the cerebral cortex is much greater than the loss
of smaller neurons in the Alzheimer brain when compared to
age matched controls. The pattern of involvement of neurofibil-
lary tangles within the hippocampal formation is moderately
selective, involving entorhinal cortex, CAl, and subiculum.
Neurofibrillary tangles and neuritic plaques are also found in a
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half dozen subcortical nuclear regions in Alzheimer brains.
Thus, Alzheimer’s disease is a diffuse, but not random, process
that attacks specific groups of nerve cells.

Etiological Factors

Genetic Factors

With these major advances in understanding of what is
happening in the brain in Alzheimer’s disease, there has been
increased interest in searching for etiological factors. One area of
major concern is the role of genetics. In a small subgroup of
families, constituting perhaps only a few hundred families with-
in the United States, Alzheimer’s disease afflicts members down
through many generations, apparently as a straightforward
autosomal dominant inheritance. The majority of cases, howev-
er, are sporadic, with only moderate evidence of familial predis-
position. Existing estimates suggest that the chance of getting
Alzheimer’s disease at any given age (Alzheimer’s is a very
sharply age-dependent disease in terms of its incidence) is in-
creased fourfold if one has a first-degree relative, that is, a
father, mother, brother, or sister with the disorder. Concord-
ance in identical twins is variously reported to be between 40
and 60%, indicating that environmental or other nongenetic
factors play a major role.

Down’s Syndrome

An interesting finding is that Down’s syndrome, a condi-
tion produced by the presence of a third chromosome-21, is
regularly associated with pathological changes in the brain iden-
tical to Alzheimer’s in individuals who live past the age of 40.
These brains contain neurofibrillary tangles, neuritic plaques,
and loss of choline acetyltransferase in the cortex and the hippo-
campus. In this regard, it should be noted that the patients
studied have almost always been severely retarded Down’s
patients, institutionalized in various state facilities. It is difficult
to determine whether or not clinical dementia occurs in this
group of Down’s individuals, since cognition cannot be tested in
a usual fashion, but behavioral disturbances in older Down’s
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patients frequently do occur, whereas the young Down’s child is
sociable and pleasant. There are however, Down’s individuals
with higher IQs who are in the community. It is not known
whether these individuals develop dementia in their 40s or 50s,
or, in fact, whether the pathologic changes observed in the
institutionalized cases also occur in those in the community.
However, existing evidence does suggest a very strong linkage
between some kind of abnormality produced by the extra
chromosome, and therefore altered genetic information and the
presence of the pathologic lesions identical to those in Alzheim-
er’s disease.

Chromosomal Abnormalities

There are further relationships in this regard. Abnormal
chromosomes in some Alzheimer’s patients have been reported,
but the pattern of chromosomal abnormalities is not consistent
from study to study. Relatives of Alzheimer probands more
often have children with Down’s syndrome than do those indi-
viduals in the normal population. Down’s syndrome occurs
more frequently in individuals whose mothers at the time of
their birth were past the age of 30; a recent study of Alzheimer
probands in the state of Washington have shown that their
average maternal age was 31, as opposed to an average maternal
age in a general population for persons of the same chronologic
age at of about 23 years. This finding has not yet been replicated.
Thus, there are suggestive pieces of information that require
further epidemiological and cytological studies of possible chro-
mosomal abnormalities that may increase the risk of Alzheim-
er’s disease.

Transmissibility of Alzheimer’s
Dementia

Is Alzheimer’s disease transmissible? The slow virus group
at the National Institutes of Health has reported two instances of
familial Alzheimer’s disease in which a dementing illness was
passed into primates by implantation of Alzheimer tissue in the
brain of these primates. However, this group has not been able
to replicate this finding even with additional tissues that had
been stored from the same patients. Moreover, the pathology
produced in these chimpanzees was that of Creutzfeld-Jakob
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disease rather than Alzheimer’s. Thus, this finding may have
been an artifact. However, the very discovery that Creutzfeld-
Jakob disease, previously assumed to be a degenerative disease,
was caused by a latent viral-like agent does provide a model that
might be applicable to Alzheimer’s disease. There are now
several viral infections known to persist in the body for many
years and to flare up in a neurotropic phase. Thus, Herpes
Zoster, or shingles, is produced by the same virus that produced
chicken pox in childhood after it has lain dominant for many
years. Subacute sclerosing panencephalitis, a devastating dis-
ease often occurring in late adolescence or early adult life, is a
late sequela of measles, the virus again remaining dormant for
many years. Could Alzheimer’s disease also be caused by a
transmissable agent? This is an area where investigation almost
certainly requires the availability of fresh brain tissue and where
cerebral biopsy might be sought by investigators with cell cul-
ture or other systems in which to test the transmissability of an
agent in Alzheimer’s disease.

Environmental Factors

Another approach to etiology is to seek environmental fac-
tors that mightincrease the risk for or precipatate the occurrence
of Alzheimer’s disease. Aluminum sometimes accumulates in
the Alzheimer brain, especially in relationship to the neurofibril-
lary tangle. Does exposure to aluminum predispose to Alzheim-
er? Are there abnormalities in parathyroid metabolism hormone
that regulates aluminum metabolism? Do stress factors such as
menopause, operations, and loss of spouse help incite the onset
of the disease? These kinds of questions can best be studied
epidemiologically either by use of case control studies, or pro-
spectively in longitudinal studies of suitable populations. Such
studies require the cooperation of volunteers participating in
epidemiological interviews, in clinical histories and examina-
tions, in neuropsychological examinations, blood sample pro-
grams CT scan studies, and, in some instances, lumbar puncture
studies. Several such studies now have begun, and there is now
preliminary data identifying specific risk factors.

These risk factors for Alzheimer’s disease at present in-
clude—in addition to age and familial history—the occurrence of
(up to 30 years before the onset of symptoms) significant head
trauma with a period of unconsciousness.
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Alzheimer’s disease is malignant. It is malignant in the
sense that the patient is stripped of his individuality as he or she
loses all cognitive functions. It is also malignant in that life span
is shortened. Patients with Alzheimer’s may live from one to
twenty years. In general, remaining life expectancy is reduced in
half from time of onset, although duration for an individual
patient cannot be predicted. An important prospective study of
the malignancy of dementia was that of Nielsen, who studied
the elderly population (average age in the mid-70s) on an island
in Denmark in 1960 and then followed the subjects for 15 years.
Mentally intact subjects survived for up to 15 years, those with
severe dementia had all died within 5 years, and those with mild
dementia had an intermediate life span. Improvements in
medical care in 1980 may now prolong lives of severely de-
mented individuals, but life span remains reduced.

What causes death? The proximate causes listed on death
certificates are usually mundane—bronchopneumonia, myocar-
dialinfarct, and so on. But do these terminal events occur simply
because of inanition, or are they related to the brain changes
more specifically? Thus, we have found that community-
residing Alzheimer patients have an increased degree of im-
munosuppression compared to age-matched normals, making
them more liable to infections. An increase in immunosuppres-
sion occurs in animals after hypothalamic lesions and Alzheim-
er’s disease often affects the hypothalamus. The Alzheimer pro-
cess damaging central control of important body functions
might specifically increase liability to fatal terminal events.

Summary

Thus, there has been considerable increase in our under-
standing of Alzheimer’s disease, but we have a long way to go.
Since Alzheimer’s is a purely human disease, all investigations
require participation of patients either for clinical evaluation,
drug trials, availability of fluids such as blood and spinal fluid,
and in some instances, cerebral biopsy. Availability of brains
from autopsy is absolutely critical to continuing research.
Among the problems that must be dealt with is the question of
how one is to decide upon the risk and benefit of any particular
research protocol, and how informed choice is to be obtained
from the patient. Continuation of research progress is essential
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if we are to deal with this malignant degenerative disease, but
such research must be carried out under conditions that protect
the rights of the impaired patients. This is a dilemma that is
clearly a most difficult one.
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Current Regulations for the
Protection of Human Subijects

Charles R. McCarthy

The research community in this country has at last begun to
move beyond the fundamental questions concerning the rights
and welfare of human subjects involved in research. Already,
the fundamental questions pertaining to persons known to be
competent have been answered with sufficient clarity to provide
a framework that now allows us to begin to address the more
difficult questions involving persons whose capacity to provide
informed consent may be limited, intermittent (in the case of
Alzheimer’s patients), or gradually decreasing. In order to
approach the difficult questions associated with research on
Alzheimer’s patients, [ think itis important to historically review
how some of the current ethical views about the protection of the
rights and welfare of human subjects developed.

In order to do so, I should like to present a skeletal historical
framework that is intended to set current problems in their
context and to examine some of the sociopolitical forces that
have shaped this development.

The recent history of the development of ethical and legal
policies for the protection of human subjects falls rather neatly
into four periods of development, though of course the larger
history can be traced all the way back to pre-Christian Greek and
Mesopotamian cultures. My remarks here are confined to the
contemporary period beginning with the revelations at Nurem-
berg of atrocities committed in the name of science. I have
chosen to identify the periods as follows:

I.  The Period of Growing Awareness: 1947-1959.
II. The Period of Policy Establishment: 1959-1966.
IIl. The Period of Regulatory Growth: 1966-1981.
IV. The Period of Implementation: 1981-19—.
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The Period of Growing Awareness:
1947-1959

Period I includes the period from the revelations at the
Nuremberg trials to the Kefauver hearings beginning in 1959.
The Revelations of atrocities committed in the name of science
by Nazi-controlled research investigators led to the publication
of the Nuremberg Code in 1947. This code dealt almost exclu-
sively with the dignity of competent human adults and the
ethical imperative to obtain informed consent from them before
involving them in research. It was immediately accepted by the
world community. The Nuremberg Code was confined primari-
ly to questions of informed consent by competent adults and
therefore did not address questions of consent faced by those
concerned chiefly with Alzheimer’s patients, namely: How can
informed consent be obtained from persons whose competence
is lacking, questionable, or diminishing?

The period of growing awareness was characterized by
voluntary action on the part of a small number of pioneering
institutions that set out to establish mechanisms, including the
first Institutional Review Boards (IRBs), for the protection of
human subjects. Perhaps the most significant characteristic of
this period was the general agreement with the principle that
review procedures can best be carried out locally, and that
governmental decision-making, if any, should be restricted to
procedural requirements. This principle persists to the present
time.

The Period of Policy Development:
1959-1966

The second period between 1959-1966 began and ended
with writings by Dr. Henry Beecher, who put an end to the
complacent view that abuses of human subjects cannot occur in
this country. He presented numerous case histories in support
of his position. It was during this period that the Kefauver-
Harris amendments to the Food, Drug, and Cosmetic Act intro-
duced new requirements for informed consent in drug testing. It
was also in this period that several investigators created a scan-
dal at Jewish Chronic Diseases Hospital when they injected live
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cancer cells into terminal cancer patients who were not given the
opportunity to, or were not competent to, consent.

This period was characterized by a number of studies seek-
ing to develop appropriate mechanisms for the protection of
human subjects. Studies by the Boston University Center for
Law and Medicine, policy papers developed by an NIH Com-
mittee, and recommendations by the National Health Advisory
Committee all sought appropriate procedures for bringing the
ethical principles that had been widely accepted since Nurem-
berg into some workable procedural framework.

The Period of Regulatory Growth:
19661981

During this period the Public Health Service (PHS) pub-
lished a policy that was revised in 1966, 1967, 1969, and adopted
as a Health, Education, and Welfare (HEW)-wide policy in 1971.
In 1974 this policy was published in regulatory form for the first
time. It was carefully examined by the National Commission for
the Protection of Human Subjects of Biomedical and Behavioral
Research which was created by P.L. 93-348 only six weeks after
the regulations came into existence. During the four years of its
existence, the National Commission issued a series of reports
relating to the protection of human subjects culminating in the
1978 report on IRBs.

The HHS policies and regulations have always been char-
acterized by three major features:

1. They require review of research by a local committee
(which later came to be known as an IRB) before an investi-
gator is permitted to carry out research with PHS (later
HEW and still later Health and Human Services [HHS])
funds.

2. They require a careful risk-benefit assessment by the IRB.
Research is permitted only in cases in which benefits out-
weigh risks. Assessment of benefits includes both poten-
tial advantages for the subjects and the value of the know-
ledge to be gained.

3. They require legally effective informed consent which has
been described with increasing specificity as the regula-
tions have evolved.



16 Charles R. McCarthy

The Commission’s IRB report was published in the Federal
Register for public comment. In August 1979 the HEW and the
FDA issued simultaneous proposals that were congruent in all
matters pertaining to the structure and functions of IRBs and
informed consent, and that sought to implement the recom-
mendations of the National Commission. Altogether, the De-
partment reviewed nearly 700 sets of comments, as well as
transcripts of three public hearings on these proposals. Interest
ran high and the proposals were the center of considerable
discussion and controversy. In 1980 the President’s Commission
for the Study of Ethical Problems in Medicine and Biomedical
and Behavioral Research made its own contribution to the dis-
cussions surrounding the proposed regulations.

The Period of Implementation:
1981—the Present

In January 1981, final regulations were published. They
became effective on July 27, 1981. With respect to IRBs and
informed consent, the new FDA and HHS rules are virtually
identical. The new regulations mark the beginning of a new era
in the protection of human subjects. With the publication of the
new rules, discussion appears to have moved away from consid-
eration of the substantive content of the rules and is concerned
more with their implementation in a fair, efficient, and compre-
hensive manner.

Current efforts center on education, oversight, investiga-
tion, and reporting. Implementation is being carried out in a
time when federal expenditures and personnel are being sharp-
ly cut, when federal regulations are being rolled back, and
when institutional objection to federal intrusion is on the in-
crease.

Consequently, educational efforts on the ethical dimen-
sions of research with Alzheimer’s patients appear to offer the
best hope and opportunity for future development.

Let me turn my attention next to the major characteristics of
the new regulations, with special emphasis on those features
that tend to throw light on approaches to informed consent for
persons suffering senile dementia of the Alzheimer’s type.

The new regulations have four novel features:
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1. They exempt specified broad categories of low-risk or risk-
free research. Most of these categories fall in the areas of
educational and social science research.

2. They provide for expedited review of eight specified cate-
gories of research providing that the IRB reviewers find the
risks to subjects to be no more than minimal.

3. They encompass a common core of regulations shared
with the FDA so that the HHS and FDA regulations are
now virtually identical in all matters pertaining to the
composition, responsibilities and procedures of IRBs.

4. Finally, they contain some interesting new provisions per-
taining to informed consent. These provisions offer con-
siderable discretion to investigators, providing that the
IRB approves the procedures for obtaining informed con-
sent.

Let me elaborate:

The new regulations distinguish between informed consent
procedures and documentation of informed consent. Although
documentation is important, the establishment of sound proce-
dures is considered to be more important, particularly when one
is dealing with patients suffering from Alzheimer’s disease. Sec.
46.116 states:

An investigator shall seek [legally effective informed consent] only
under circumstances that provide the prospective subject or the
[subject’s] representative sufficient opportunity to consider whether
or not to participate and that minimize the possibility of coercion or
undue influence. The information that is given to the subject or the
[subject’s] representative shall be in language understandable to the
subject or the representative.

I should like to comment here that since there may be
situations where the competence of the subject is in doubt, an
IRB would be acting within its authority if it required informed
consent both from the subject to the extent that the subject is
able to provide it, and from the subject’s legally authorized
representative. This would help in at least two ways: (1) If the
subject is not now competent, then at least the subject will be
properly represented; and (2) even if the subject is presently
competent, that competence may diminish or be entirely lost. In
such a case the representative may decide, on behalf of the
subject, whether the subject should continue to participate in
the research or not. The representative is likely to be much more
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effective if he or she is involved in the informed consent proce-
dures from the beginning.

The regulations do not require an IRB to act in this way, but
they encourage this kind of procedure, which would, in my
judgment, provide at least one way to respect the rights of
subjects, meet the requirements of the rules, and both initiate
and complete research with subjects afflicted with progressive
senile dementia.

In Sec. 46.111(b) dealing with criteria for IRB approval of
research, the regulations state:

Where some or all of the subjects are likely to be vulnerable to coercion
or undue influence, such as persons with acute or severe physical or
mental illness [the IRB may require that] appropriate additional
safeguards have been included in the study to protect the rights and
welfare of these subjects.

Such safeguards might include:

Appointment of a consent auditor.

Periodic efforts to assess the competence of the subject.
Including families or next-of-kin or close friends in the
consent process.

Careful monitoring of the research.

Enlisting the aid of the courts in determining who can
function as a legally authorized representative.

I S

None of these procedures is appropriate in every case. All of
them are appropriate in some cases. By raising these possibilities
I'hope to stimulate the reader to think of others and to sensitize
the community of researchers who work in this field to find
ways to advance research while continuing to respect the rights
and welfare of the human beings who, by their participation as
subjects, are partners in the research enterprise.

Note: This article was written by Dr. McCarthy in his private
capacity. No official support or endorsement by the National
Institutes of Health is intended or should be inferred.



Clinical Symptoms Accompany-
ing Progressive Cognitive Decline
and Alzheimer’s Disease

Relationship to “Denial” and Ability to Give
Informed Consent

Barry Reisberg, Betty Gordon,
Martin McCarthy, and
Steven H. Ferris

Introduction

Alzheimer’s disease patients suffer from significant mental
decline, and the capacity of these patients to provide “informed”
consent can appropriately be questioned. Emotional changes
accompany cognitive deterioration in the Alzheimer’s patient,
and further confound the patient’s ability to make “reasoned”
judgments about participation in research protocols. The magni-
tude and nature of these cognitive and emotional changes are of
clear relevance for issues related to informed consent. Accord-
ingly, in this chapter we will review the nature of these cognitive
and emotional changes in mildly impaired, and severely im-
paired Alzheimer’s patients, and explore the relevance of these
changes for issues related to informed consent.

We can divide the syndrome of age-associated cognitive
decline, and progressive Alzheimer’s disease into three clinical
phases. "> The condition is sufficiently common that each of the
phases should be readily recognizable to geriatricians and
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nongeriatricians alike, both from experiences with patients as
well as from experiences with one’s own family members and
acquaintances.

The earliest, very mild phase may be termed the Forgetful-
ness Phase. In this phase, the cognitive deficit is primarily sub-
jective. The individual, and his or her spouse, notice a tendency
to forget where objects have been placed. Also, the individual in
this phase is aware of increased difficulty in recalling the names
of persons and places. The Forgetfulness Phase individual may
also have more difficulty with appointments and finds a need to
write things down more frequently in order to remember them.
These symptoms can frequently be objectified utilizing
psychometric assessments. On these assessments, Forgetful-
ness Phase persons may display a relative deficit for their age in
associative memory tasks. However, in general, the symptoms
do not interfere significantly with employment or daily perform-
ance. The symptoms are accompanied by an increase in anxiety
that is probably adaptive and that in most cases does not require
treatment.

This condition is followed by one of definite impairment in
which mild to moderate deficit becomes clinically evident. This
may be termed the Confusional Phase. The cognitive deficit is
particularly notable for memory of recent events. Deficits in past
memory are less evident, but nevertheless are present as well.
Concentration ability is also frequently affected. Vocabulary is
largely spared; however, the individual may experience difficul-
ty recalling appropriate words. There is often little in the way of
symptomatology apart from the cognitive deficit.

The moderately severe to very severe Dementia Phase may
be defined as beginning at the point at which individuals can no
longer survive if left on their own. Early in this phase, indi-
viduals require assistance in such basic activities as dressing and
shopping. They are no longer able to select the proper clothing,
but remain capable of dressing themselves. They may be able to
travel to the corner grocery and return, but lose track of their
purchases. As this phase progresses, all ability to carry out the
activities of daily living is lost. Individuals lose the ability not
only to dress, but to eat and toilet themselves. Memory suffers to
the extent that they can no longer name the spouse upon whom
they are entirely dependent for survival and, ultimately, De-
mentia Phase patients forget their own names.



Clinical Symptoms Accompanying Alzheimer’s Disease 21

These broad phases of dementia can be further subdivided
into several stages of cognitive decline, from the stage of no
deficit to severe dementia. The Global Deterioration Scale (GDS)
for Age-Associated Cognitive Decline and Alzhelmer s Disease
is based upon these seven clinically identifiable stages® (see Table
1). Previous investigations have shown strong relationships be-
tween assessment on th1s mstrument and 1ndependent
behav1ora1 * neuroradiologic,”® neurometabolic,” electrophysi-
ologic,® and neuroimmunologic’ measures in outpatients with
cognitive decline consistent with normal aging and/or with
Alzheimer’s disease.

Accompanying this process of progressive decline in cogni-
tive functioning are two psychological processes that have clear
relevance with respect to the ability of patients to render knowl-
edgeable, informed consent. One is a progressive decrease in
insight and knowledge with increasing severity of the illness
process. The second is the extent to which the patient denies
illness and, hence, fails to recognize the relevance of attempts to
treat the illness process.

The loss of one’s intellectual and general thinking capacities
is a terrible tragedy, too painful for conscious contemplation. As
with any devastating illness or loss, the psychological mechan-
ism of defense termed “denial” operates to prevent full con-
scious contemplation of a loss that would be emotionally over-
whelming. Psychiatrists define “denial” as “a defense mechan-
ism, operating unconsciously, used to resolve emotional conflict
and allay anxiety by disavowing thoughts, feelings, wishes,
needs, or external reality factors that are consciously
intolerable.”!° “Denial is usually betrayed by the obvious dispar-
ity between the patient’s condition and how he reports it. Many
such patients smilingly insist that all is well or that a symptom
does not exist.”"!

Although denial has been reported to accompany a very
broad spectrum of physical and emotional maladies, the extent
to which this mechanism operates as a concomitant of cognitive
decline in normal aging and in Alzheimer’s disease has only
recently been systematically studied. The dimensions of this
psychological process are of importance to clinicians and investi-
gators for a variety of reasons. One reason is that the validity of
self-assessments of cognitive and functional status has clear
relevance for issues related to informed consent. An individual
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who is unwilling or unable psychologically to accept the exis-
tence of a symptom or illness may be unwilling or psychological-
ly unable to consent to treatment of that condition. If the lack of
recognition of the illness is a product of decreased insight, itself
an invariable symptom of the illness process, that may have
somewhat different implications for issues related to informed
consent than if the lack of recognition is the product of denial or
other so-called “psychological mechanisms of defense.” For ex-
ample, denial may cause patients actively to avoid treatment for
their illness at a stage when they are otherwise capable of under-
standing what is happening to them. Also denial may, in gener-
al, increase patients’ resistance to participation in research that
confronts them with the reality of their illness. This increased
resistance may cause otherwise cooperative, if less aware and
insightful, patients to avoid participation in research.

In a recent study conducted in our laboratory, we attempted
to outline the manifestations of denial with progressive cogni-
tive decline in normal aging and in Alzheimer’s disease. In this
study, 35 community-residing couples consisting of a subject
and a spouse were interviewed. The subjects were 60 to 85 years
of age and consisted of controls (N = 10), subjects with a primary
diagnosis of age-associated cognitive decline consistent with
senescent forgetfulness (N = 5), and subjects with Alzheimer’s
disease (N = 25). Subjects with a history of acute or chronic
illnesses of sufficient severity to interfere with cognition were
excluded from participation. Exclusion criteria included history
of psychiatric hospitalization or significant affective disorder,
alcohol or other drug abuse, an acute or chronic illness of suffi-
cient severity to interfere with cognition, and a history of stroke
or symptomatology indicative of multi-infarct dementia. Sub-
jects were interviewed and asked a series of questions with
respect to their own functioning, and an identical series of
questions with respect to their spouses’ functioning. Spouses
were interviewed separately and asked a series of questions
with regard to their own functioning and an identical series of
questions with regard to the patients’ functioning. Question-
naires utilized for both patients and spouses were the same. The
results for a few representative queries will be reviewed briefly
because they illustrate the process of denial in these patients and
its relationship to progressive lack of insight. We will then
discuss the precise relevance of these findings for issues relating
to informed consent.
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When asked about memory problems (Fig. 1), very mildly
impaired Forgetfulness Phase patients (GDS 2) rated their prob-
lem as being somewhat worse than did those patients with no
impairment (GDS 1). Similarly, the mildly impaired, Early Con-
fusional Phase patients (GDS 3) rated their problems as being
considerably worse than the Forgetfulness Phase patients.
However, after this Early Confusional Phase, patients with
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Fig. 1. Questions in reference to the patient’s status: Category 1:
Memory functioning. Query 1: What kinds of problems do you (does
your spouse) have with memory?
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progressively increased levels of objectively rated impairment
assessed the magnitude of their memory problems as progres-
sively less severe. Spouse assessments of the magnitude of the
patients’ memory problems, in contrast, continued to increase,
more or less regularly, with increments in objectively assessed
deficit.

With respect to difficulty in recalling recent events, we
observe a pattern very similar and equally dramatic to that
which we have described in response to the general question
with respect to memory problems in Fig. 1. Patient assessments
of difficulty in recalling recent events peaked in the Late Con-
fusional Phase (GDS 4) and thereafter, more severely impaired
patients assessed their difficulties in recalling recent events as
virtually nonexistent. Once again, spouse assessments of diffi-
culties in this area tended to rise steadily with increments in
objectively assessed impairment in the patient.

When queried with respect to emotional problems experi-
enced as a result of memory difficulties, patients” assessments of
the emotional concomitants paralleled almost precisely the ex-
tent to which they had rated the severity of their memory prob-
lem in Query 1. Spouse assessments, however, now appeared to
mirror the patients’” own assessments of emotional difficulties.
The spouse appeared to appreciate the fact that psychological
mechanisms were acting to prevent the patient from experienc-
ing emotional upset, although they recognized that the patient’s
memory problem continued to worsen. However, the patients
with moderate (GDS 4) to severe (GDS 6) memory impairment
continued to rate the magnitude of their emotional difficulties
considerably less than their spouses. This would seem to indi-
cate either that these patients were denying emotional problems
as well as memory problems, or that the spouses failed to
appreciate the extent to which psychological mechanisms of
defense were acting to prevent the patients’ conscious experi-
ence of emotional upset.

In contrast to our findings with respect to queries relating to
memory and cognitive functioning, we find that patients” and
spouses’ assessments of their ability to communicate with each
other follow each other closely throughout the course of the
illness, indicating insight on the part of the patient in this area.
However, we also note a slight increase in anxiety with respect
to communication within the marital relationship on the part of
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the Forgetfulness Phase patient. Patients and their spouses were
also not far apartin their assessments of the patients’ satisfaction
with their mutual sexual relationships.

Although it is difficult to separate, in a definitive fashion,
the lack of insight associated with the illness process from the
psychological defense mechanism that we term denial, we
attempted to further separate these factors by asking both the
patient and the spouse an identical series of questions, this time
relating to the spouse’s condition. Regardless of how they had
assessed the magnitude of their own memory problem, patients’
recognized that their spouses did not have significant problems
in this area. Similarly, patients and spouses were in complete
agreement with respect to the absence of “a sense of confusion
or loss of orientation,” or difficulties with recent memory on the
part of the spouse.

Hence, patients appeared to continue to display insight
with respect to their spouses’ status throughout the course of
the illness studied. Their “lack of insight” appears to have been
selective for processes affecting themselves, and thus appears to
have been the product of a defense mechanism, specifically,
denial.

Relevance of Findings for Issues Related
to Informed Consent

The results indicated that the earliest symptoms of cogni-
tive decline (the Forgetfulness Phase) are fully recognized both
by the patient and by those with whom they are in most intimate
contact—their spouses. In a sense, the observational powers of
the spouse are validated by the remarkable concordance of both
patients and their spouses with respect to the onset and severity
of these very subtle early cognitive symptoms. Emotionally,
these early symptoms evoke a sense of alarm on the part of both
patients and their spouses. Both recognize increased emotional
difficulties that noticeably affect their family relationship.

Both patients and their spouses become somewhat more
irritable as a result of these symptoms. The spouses, in particu-
lar, are somewhat ashamed of the patients’ forgetfulness;
however, neither the patient nor the spouse feels at all helpless
at this early stage. Interestingly, at this early stage the patient
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becomes not only acutely aware of a personal cognitive problem,
but also acutely, or perhaps hyperacutely, sensitive to slight
cognitive problems in the spouse.

These processes have direct effects on the willingness of
patients with these early Forgetfulness Phase symptoms to par-
ticipate in research. We find that not only are these patients and
their spouses very aware of their symptoms, but they are anx-
ious to do whatever they can to alleviate them. As we have seen,
the symptoms are met not with a sense of helplessness, but of
appropriate concern. Our experience with thousands of patients
over the course of nearly a decade of research in this area has
been that the Forgetfulness Phase subjects are the most avail-
able, and perhaps the most willing, to participate in research
that might ameliorate their symptomatology. Since their insight,
judgment, and general cognitive abilities are not seriously im-
paired at this stage, these patients are fully capable of weighing
comprehensible research consent forms in terms of their bene-
fits and risks, and of giving knowledgeable and informed con-
sent. Their increased anxiety and shame, as a result of their
symptomatology, is likely to increase their readiness to partici-
pate in research, but is not likely to significantly affect intellec-
tual judgments.

In general, the patients’ awareness of their problem tends to
peak in the Confusional Phase (mild to moderate impairment).
Spouses’ awareness of memory problems in the patient tend not
to differ markedly from the patients” assessments at this phase.
Patients and their spouses continue to experience some emo-
tional problems as a result of the patients’ memory difficulties.
However, increased irritability and shame are transient phe-
nomena that the patient is able to suppress at this phase. A sense
of helplessness on the part of both the patient and the spouse
also develops for the first time in this phase. Confusional Phase
patients and their spouses appear to be capable of adjusting
socially to the patients’ memory problems and somewhat isolat-
ing the cognitive symptomatology in terms of its marital and
social manifestations. Denial of specific cognitive problems does
occur in the Confusional Phase, however. Specifically, patients,
but not their spouses, are unwilling to accept that they might be
less capable of carrying out their basic activities of daily living.

Several of the above factors are relevant with respect to the
ability of the Confusional Phase subject to give informed con-
sent. Since the patients recognize their memory deficit and can
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somewhat adequately assess its seriousness, they should be
capable of making informed decisions regarding useful or ex-
perimental treatments. However, the sense of helplessness on
the part of both the patient and his or her spouse with respect to
the patient’s memory problem, which replaces the former irrita-
bility and sense of shame, undoubtedly affects decisions to enter
into research projects. In general we find that patients at this
phase do tend to be willing to participate in research with re-
spect to their illness, but are less eager participants than the
Forgetfulness Phase subjects. Also, their sense of helplessness
makes patients at this phase somewhat less likely to volunteer
for participation.

Another issue is whether the patient’s illness itself (in the
Confusional Phase) with the clinically evident decrease in cogni-
tive functioning, and necessarily impaired insight and judg-
ment, itself makes informed consent for participation in re-
search impossible. The answer appears to be “no.” Since pa-
tients do appear to be capable of “reasonable” assessments with
respect to their cognitive functioning, they are probably capable
of reasonably assessing their participation in projects to amelio-
rate the deficit. Undoubtedly, clarity of presentation of the re-
search protocol and research design become particularly impor-
tant in informing the Confusional Phase subject.

The one exception to the above rule is with respect to
programs designed to enhance the ability of the patient to carry
out the complex activities of daily living. Since patients, but not
their spouses, deny deficits in this area, they might be less likely
than their spouses to accept participation in cognitive training or
other programs designed to increase their functional capacity.
Indeed, in our own research, we have found patients reluctant
to participate in such cognitive training programs. However, the
reasons for the patients’ reluctance are multiple, and include
such elements as the frustration engendered by cognitive and
functional exercises, as well as denial of deficit. Since the pa-
tients” active and enthusiastic participation in such activities is
absolutely essential for their success, the question of participa-
tion with anything other than a patient’s fully informed consent
is probably moot at this phase.

A final issue in the Confusional Phase is whether it is
necessary to obtain the informed consent of the spouse as well as
that of the patient. The research just described has indicated that
patients at this phase are capable of insight with respect to their
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cognitive deficit and emotional status. It should be recalled that
in the Confusional Phase, many patients continue to be able to
function in nondemanding job settings. Patients at this phase
are always legally competent as well, in the sense of understand-
ing the nature and extent of their possessions. Hence, requiring
the consent of the spouse for participation in relevant research
protocols, in addition to that of the patient, could constitute
denial of legal and social status and rights that the patient
continues to possess. However, investigators undoubtedly have
aright to set their own criteria and standards for a patient’s entry
into voluntary research endeavors. By definition, patients in the
confusional phase suffer from decreased cognitive capacity.
Apart from denial, this decreased cognitive capacity is certainly
accompanied by decreased insight and judgment. Hence, it is
probably both proper and desirable for investigators to obtain
informed consent from spouses as well as patients in this phase
of the illness process. In general, the rule that we have followed
is to require the spouse’s consent as well as the patient’s in those
cases where the spouse finds it necessary or desirable to accom-
pany the patient to the clinic.

In the Dementia Phase, patients develop a profound denial
of cognitive and emotional deficit. The denial appears to occur in
precisely those areas of cognition and emotional functioning
that are most severely affected. For example, the denial appears
to be somewhat less marked when patients are asked relatively
oblique questions, such as “do you feel a sense of confusion or
loss of orientation?” in comparison to that exhibited in response
to direct questions such as regarding problems with memory.
Despite the profound denial, even in the Early and Mid-
Dementia Phases, patients do appear to display insight with
respect to the functioning of their spouses in cognitive and other
areas.

In a practical sense, denial affects participation in research
in a variety of ways. Although such patients are probably in a
minority, some patients in the Dementia Phase find any evalua-
tion of their memory that forces them to begin to confront their
deficit as too painful an experience for voluntary participation.
Some such patients refuse to see physicians in general, and
physicians or other professionals who will be evaluating their
cognitive status in particular. Other such patients who are
brought in for an evaluation become acutely anxious. They may
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develop an actual anxiety attack or exhibit conversion or dis-
sociative symptomatology (i.e., in lay terminology, “hysterical
behavior”). For example, one woman responded to all questions
that were put to her by panting and grunting. Other patients
simply refuse any evaluation of their memories and literally run
out of the office or testing room. Agitation, of course, is a
common occurrence, particularly in Mid-Dementia Phase
patients.’” This agitation is a result of a variety of interacting
processes including changes in brain chemistry in general, and
brain neurotransmitter changes in particular, as well as the
result of cognitive and psychological processes that make a
formerly benign environment suddenly profoundly threaten-
ing. Nevertheless, even patients who are not profoundly agi-
tated prior to cognitive assessments often become agitated in the
course of such evaluations. This increased agitation in many
instances appears to be a direct result of patients being con-
fronted with knowledge of their profound intellectual losses.

Many Dementia Phase patients, although they display
marked denial symptomatology, do not exhibit the extreme
symptoms described above. For example, a typical patient when
asked “who is the President of the United States?” will, not
knowing the answer, simply respond “I don’t follow politics
very closely.”

With respect to participation in research protocols, it is
probably unwise and counterproductive to include patients
from whom minimum tacit cooperation has not been obtained.
All of our protocols at the Geriatric Study and Treatment Pro-
gram include the subject exclusion criterion of “hostility or re-
fusal to cooperate.” Hence, ethical issues need only be raised for
those patients in the unlikely event that a study specifically
required uncooperative patients.

For the majority of Dementia Phase subjects, tacit and ex-
plicit cooperation with research protocols and study designs is
obtainable. In the case of all Dementia Phase subjects, we follow
the rule of always getting permission and informed consent
from the spouse as well as from the patient for participation. We
follow this rule because, by definition, Dementia Phase subjects
are no longer as capable of caring for themselves as formerly. It
should be noted that we obtain informed consent from the
spouse, regardless of the legal status of the spouse as a guardian
for the patient. We believe that the insight that patients continue
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to evidence with respect to less- and nonthreatening cognitive
and emotional areas demonstrates this ability to comprehend
their participation in a research project that has been properly
explained to them. In a pragmatic sense, we find that although
Dementia Phase patients are not willing to confront their cogni-
tive and emotional difficulties directly, participation in prog-
rams designed to further physicians’ and scientists’ understand-
ing and treatment of cognitive and emotional problems associ-
ated with aging is sufficiently indirect and nonthreatening for
the majority of patients such that both cooperation and in-
formed consent are obtainable.

One other pragmatic concern with respect to informed con-
sent documents is the extent to which they should discuss
specific diagnoses, such as Alzheimer’s disease, and issues re-
lated to the diagnoses, such as prognosis and treatment. We
believe that discussions between the physician, the patient, and
family members or caregivers of the patient should occur at the
time at which a diagnosis is arrived at. In all instances, patients
should be diagnosed prior to being placed in research proce-
dures or protocols. Furthermore, the procedures and purposes
of the specific research project or protocol should be explained to
the patient in detail prior to their being given a consent form.
Hence, the consent form should contain only information that
has been previously discussed with the patient and their accom-
panying family members, guardian, or caregiver. In the case of
patients whose reading comprehension is impaired (patients in
the Late Confusional or Dementia phases), the document
should be read aloud in the presence of both the patient and
other responsible persons. The consent form should contain all
of the following;:

The purpose of the study.

A description of the study.

A statement regarding participation in the study.

A statement of possible benefits and risks.

A statement regarding discomforts.

A statement regarding alternative therapies or proce-
dures.

A statement regarding confidentiality.

A statement regarding research-related injury.

SN PO

® N

An example of such a consent form can be found in Table 2.
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Table 2 SAMPLE CONSENT FORM

CONSENT FORM: INVESTIGATIONAL DRUG TREATMENT
STUDY

Purpose of the Study

You are volunteering to participate in a research project to determine
whether this investigational drug is effective in the treatment of Prim-
ary Degenerative Dementia (Alzheimer’s Disease). This is a new com-
pound which is similar to both antidepressants and stimulants, and
which seems to improve memory in animals. It is not a marketed drug
in the United States, and its use for the treatment of dementia is not
approved. Preliminary studies have shown this compound to be safe
for use by elderly patients. This study will provide further evidence for
the effectiveness and safety of this drug.

Description of Study

All patients will receive the drug in dosages ranging from 1 mg, twice a
day to 10 mg, twice a day. The effects of this treatment will be evalu-
ated. The study will require your participation for 16 weeks. You will
be asked to come to the clinic once a week for 6 weeks and then once
every 2 weeks for 10 weeks. At the beginning, you will receive a
thorough medical and neurological examination, including chest X-
ray, electrocardiogram (EKG), and the taking of blood (90 cc or 2.7 0z),
and urine for laboratory evaluations. You will also receive a CT scan, a
special test that takes X-ray pictures of the brain. At your weekly or
biweekly visits, changes in your condition will be evaluated by inter-
view, psychological tests, and rating scales, and periodically, by addi-
tional medical and laboratory examinations.

Participation in the Study

Your participation in the study is voluntary. You may refuse to partici-
pate, and you are also free to withdraw from the study at any time.
These actions will not prejudice your further treatment or participation
in our program. However, if you withdraw from this study you will be
asked to have a final examination to evaluate the effects of your
treatment. Your participation in the study may also be ended if the
physician decides that this is in your best interest. The investigational
drug will not be available to you at the end of the study, but alternative
treatment may be provided.

Benefits and Risks

Your condition may improve as a result of your participation in this
study. However, since this drug for the treatment of dementia is still in
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the testing stages, it might not be better than other treatments that may
be available. Although there are currently no known risks associated
with the investigational drug, some undesirable side effects may
occur. These may include . During the study the doctor will
question you carefully about possible side effects and take steps to
minimize them.

Discomforts

Punctures of a vein will be done to obtain blood samples. These will
cause a pinprick sensation where the needle is inserted.

Alternative Therapies

Youwill be asked to avoid any other treatment for your dementia while
you are in this study. While there is no generally recognized adequate
treatment for your illness, Hydergine is sometimes used to provide
relief of symptoms. Hydergine is believed to improve blood circulation
in the brain.

Costs
You will not incur any costs as a participant in this study.

Confidentiality

Your identity in this study will be treated as confidential. However, in
order to meet obligations of federal laws, records identifying you may
be inspected by representatives of the sponsor of the study and/or
representatives of the Food and Drug Administration. By signing this
form, you consent to such inspection and disclosure.

Research-Related Injury

The Medical Center will provide essential medical care for

any physical injury resulting from participation in this research pro-
ject. Neither financial compensation nor long-term medical treatment
for such injuries will be provided.

Information concerning your rights as a research subject or on the
availability of treatment for physical injury resulting from participation
in the research project may be obtained from , M.D,,
telephone or from the Medical Center Office of
Grants Administration and Institutional Studies, telephone
.Dr. will also be available at all times during the
course of the study to answer any questions which may arise.
[ voluntarily consent to participate in the study described above.
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Patient Date
Relative* Date
Witness Date
INVESTIGATOR Date

*Please note that if the patient has been declared legally incompetent, then the
kinsman cosigner must be properly qualified to authorize the patient’s parti-
cipation.

Conclusion

In conclusion, we find that the ability of patients to recog-
nize cognitive and emotional deficits and to render informed
consent for their participation in research protocols is profound-
ly affected by the magnitude of their cognitive deficit. The de-
gree of cognitive deficit in turn results in changes not only in the
patients’ understanding, but also in emotional and psychologic-
al changes that in part compel a patient to deny their deficit even
as it becomes more profound. These processes have both prac-
tical and theoretical implications for obtaining patients’ consent
for participation in research protocols.

Practically, denial of the illness will lead many severely
impaired patients to resist participation in research studies that
force them to confront their memory deficits. Pragmatically,
such patients should probably be excluded from most research
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programs. Another pragmatic approach is to obtain consent
from spouses or other legal guardians, as well as patients,
wherever patients are diagnosed as having suffered significant
cognitive impairment. One pragmatic definition of “significant
cognitive impairment” is if the spouse, caregiver, or legal guar-
dian is required to accompany the patient to the research setting.
In addition to obtaining consent from responsible family mem-
bers, guardians, and/or caregivers, all consent documents
should be explained in detail to both the patient and the re-
sponsible person. In the case of patients in the Late Confusional
phase, or of those with more severe impairment, the document
should be read aloud by the physician or investigator to the
patient in the presence of the responsible persons. Naturally,
any and all questions should be answered at that time. Follow-
ing these procedures we find that the majority of patients,
including those with severe impairment, although they may not
be willing to admit verbally to suffering from a severe loss of
memory and intellectual ability, tacitly recognize deficits. This
tacit recognition of deficit permits the investigator to obtain
explicit consent for participation in research protocols from the
majority of severely impaired patients, as well as from mildly
and moderately impaired patients.
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The Physician—Researcher
Role Conflicts

Robert J. Levine

What is the role of the physician? What is the role of the
researcher? Are these roles inherently in conflict with each
other? If so, are they so much in conflict that when one profes-
sional attempts to play both roles simultaneously we should
impose special procedural protections for the rights and welfare
of the patient—subjects? Or is the conflict so threatening and so
incorrigible that we should forbid any professional to play both
roles simultaneously?

Professional Roles

Let us begin with a deliberately simplistic examination of
the roles of physician and researcher. They are, respectively, to
practice medicine or to conduct research. The following defini-
tions of these two enterprises are compatible with those adopted
by the National Commission for the Protection of Human Sub-
jects of Biomedical and Behavioral Research (the National Com-
mission):

The term “research” refers to a class of activities designed to
develop or contribute to generalizable knowledge. By generalizable
knowledge is meant theories, principles or relationships (or the accu-
mulation of data on which they may be based), that can be corrobo-
rated by accepted scientific observation and inference.

The “practice” of medicine or behavioral therapy refers to a class
of activities designed solely to enhance the well-being of an individual

41
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patient or client. The purpose of medical or behavzoral practice is to
provide diagnosis, preventive treatment or therapy.”

According to these definitions, then, when a physician is
practicing medicine, he or she is performing activities that are
designed solely to enhance the well-being of an individual pa-
tient. Superficially, at any rate, it appears that he or she has no
competing or conflicting interests. This is not necessarily the
case. The physician who is not doing research may have various
sorts of conflicting interests. For example, in considering
whether to recommend surgery or various diagnostic tests, the
judgment of some physicians may be influenced by the fact that
positive recommendations yield greater financial rewards for
the physician. Thus, particularly when other considerations do
not clearly indicate the making of a positive or negative recom-
mendation, the financial interests of the physician may, in some
cases, “tip the balance” toward the positive recommenda-
tion.

How do we safeguard the interests of the patient against
such competing interests? In my view, the most powerful safe-
guard is and ought to be a reliance on the professional respon-
sibility of the physician. By this I mean a reliance on the in-
tegrity of each individual physician as well as a reliance on
the social pressure that can be brought to bear by his or her
colleagues. There is, of course, a second line of defense. This
is reflected in various laws and institutional policies requiring
second opinions for certain sorts of elective surgery and in PSRO
requirements for continual review of ongoing activities.

Rather than attempt to develop an exhaustive or extensive
list of potential conflicts of interest in the practice of medicine, let
us just agree that there are some. What is different in research is
that, by definition, there is invariably something being done that
is designed to benefit someone or ones other than the subject.
Thus, when an professional assumes the dual role of physician—
researcher in relation to a patient-subject, there is an inherent
conflict. Although this conflict is not necessarily different in
kind from those present in the practice of medicine,? it differs in
that in medical practice, the usual presumption should be that
there is no important conflict of interest. In research, on the
other hand, there is no presumption; there is invariably the
knowledge that there is a conflict.
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Some Considerations of the Conflict

Most of the published commentary on this conflict centers
on the issue of informed consent. Who should negotiate in-
formed consent with the patient-subject? Should it be the per-
sonal physician, the researcher, or the physician-researcher?
Should there be in some cases another agent involved, such as a
consent auditor or an advocate? Although federal regulations
are silent on this matter, the leading ethical codes are not.
According to the Nuremberg Code:

The duty and responsibility for ascertaining the quality of the consent
rests upon each individual who initiates, directs or engages in the
experiment. It is a personal duty and responsibility which may not be
delegated to another with impunity.

The Nuremberg Code, of course, is not concerned with
such complicated roles as physician-researcher or patient-sub-
ject. It is designed to provide guidance to researchers who are
using nothing but nontherapeutic procedures. Though they
might also be physicians, when they are acting according to the
guidance provided by Nuremberg, they are performing exclu-
sively in the role of researcher.

Many commentators on the practice of medicine have ex-
pressed concern about the imbalance of power between the
physician and the patient. Many of these commentators have
drawn upon Talcott Parsons’ perspectives on the social role of

“sick person,” the privileges and responsibilities of the role, and
the dependency of the sick person upon the physman to “legiti-
mate” that role.’ Thus, when a “sick person” is invited to per-
form also in the role of subject, there is great concern about the
potentialities for exploitation of this imbalance of power.

There has been considerable debate about whether a physi-
cian who is involved in a physician—patient relationship can
negotiate fa1r1y for informed consent with the patient to become
a subject.? Spiro, for example, asserts that a physician having a
close relationship with a patlent can usually persuade that pa-
tient to do almost anything.® Unlike most commentators, be-
cause Spiro emphasizes the importance of the closeness of the
relationship, he feels the problem is greater in prlvate practice
than it is with ward or clinic patients. Henry Beecher® reviewed
the literature on this subject; in his conclusion he suggests that
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consent might not be either the only or the most important
: 7
issue

An even greater safeguard for the patient than consent is the
presence of an informed, able, conscientious, compassionate, re-
sponsible investigator, for it is recognized that patients can, when
imperfectly informed, be induced to agree, unwisely, to many things.

A considerable safeguard is to be found in the practice of having
at least two physicians involved. . . . First there is the physician
concerned with the care of the patient, his first interest is the patient’s
welfare; and second, the physician—scientist whose interest is the
sound conduct of the investigation. Perhaps too often a single indi-
vidual attempts to encompass both roles.

Beecher was not clear about which of these two physicians
he would have negotiate informed consent. The Declaration of
Helsinki requires the following (Principle 1.10):

When obtaining informed consent for the research project, the doctor
should be particularly cautious if the subject is in a dependent
relationship to him or her or may consent under duress. In that case
the informed consent should be obtained by a doctor who is not
engaged in the investigation and who is completely independent of
the official relationship.

In its report on IRBs, the National Commission suggests in
its commentary under Recommendation 3D that the IRB should
be aware of the advantages and disadvantages (for patient—
subjects) of having one individual perform the dual role of the
physician-researcher. At its discretion, the IRB may require a
“neutral person” not otherwise associated with the research, or
the investigator may be present when consent is sought or to
observe the conduct of the research. This “neutral person” may
be assigned to play a role in informing subjects of their rights
and of the details of protocols, assuring that there is continu-
ing willingness to participate, determining the advisability of
continued participation, receiving complaints from subjects,
and bringing grievances to the attention of the IRB. Federal
regulations developed in response to the recommendations
of the National Commission do not reflect these considera-
tions.

The National Commission was more explicit on this point in
its Report on those institutionalized as mentally infirm; of the
various Reports of the National Commission, this Report seems
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most particularly relevant to the problems we are discussing at
this Conference. Recommendation 1H states that the IRB must
determine that:

Adequate provisions are made to assure that no prospective subject
will be approached to participate in the research unless a person who
is responsible for the health care of the subject has determined that the
invitation to participate in the research and such participation itself
will not interfere with the health care of the subject. . . .

I have argued that in general, one should not invite patients
to become research subjects without authorization of the physi-
cian responsible for their care.® However, this is the only recom-
mendation made by the National Commission for a regulation
that would require such consultation.

In the commentary under this recommendation, the
National Commission further elaborates that when the potential
subject’s physician or other therapist is involved in the proposed
research, independent clinical judgment should be obtained
regarding the appropriateness of including that patient in the
research. This is intended to reduce conflicts of interest between
the objectives of health care and those of research, while still
permitting clinicians, who may be especially knowledgeable
regarding promising avenues of research, to apply their exper-
tise in both enterprises. Though this recommendation is ad-
dressed to the same problem as Principle 1.10 of the Declaration
of Helsinki, it does not require that a third party obtain informed
consent.

The National Commission recommended that in various
situations there should be third parties in addition to the re-
searcher and subject involved in the consent negotiations; in
some circumstances they should also be involved in the con-
tinuing negotiations during the course of the research to see
whether the subject wishes to withdraw from the protocol,
among other reasons. In the National Commission’s several
reports, the third parties are variously called “consent auditors,”
“advocates,” “neutral persons,” and so on. Except for some
types of research on those institutionalized as mentally infirm,
the National Commission recommended that the need for such
third parties be determined as a discretionary judgment of the
IRB.

In my survey of the conditions under which third parties
should be intruded into the relationship between researcher and
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subject, L used the following generic terms.” “Trusted advisor” is
a term applied to those who act in an advisory capacity and who
are or are not consulted according to the wishes of the prospec-
tive subjects or persons authorized to speak for them. “Over-
seer” is the term I use for agents whose employment is required
by the IRB and who are empowered to prohibit the initial or
continuing involvement of any particular subject.

When appropriate, there should be a suggestion that the
prospective subject might wish to discuss the proposed research
with another. When the proposed research entails a consequen-
tial amount of risk, discomfort, or inconvenience to the prospec-
tive subject, or when there are difficult choices between reason-
able alternative therapies, consultation with a trusted advisor
should be suggested, particularly if there are factors limiting the
prospective subject’s autonomy or capacity for comprehension.

Commonly, the trusted advisor is the prospective subject’s
personal physician when he or she has no involvement in the
research. When the prospective subject has no personal physi-
cian or when the personal physician is involved in the conduct of
the research, it might be appropriate to offer the services of
another physician. In other cases, depending upon the nature of
the problem, the prospective subject might wish to consult a
trusted minister, lawyer, some other appropriate professional
advisor, or even a friend who need not be a professional.

Suggesting consultation with a trusted advisor is quite a
different matter from commanding the presence of an overseer.
The requirement for an overseer should never be imposed frivo-
lously. It is an invasion of privacy. The magnitude of the inva-
sion can be reduced in some cases by allowing the prospective
subject to select the overseer. Moreover, the imposition of such a
requirement is tantamount to a declaration to the prospective
subject that his or her judgment, ability to comprehend, ability
or freedom to make choices, and so on, is to be questioned.
However, in some cases, this will be necessary.

Resolution of the Conflict

I am inclined to agree with the National Commission that
the dual role of physician-researcher should generally be per-
mitted. There are conflicts, but these can usually be resolved. I
shall discuss some approaches to their resolution shortly.
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First, I should make it clear that I have not rejected out of
hand Beecher’s proposal of having at least two physicians in-
volved in the conduct of research—one playing the role of physi-
cian-scientist and the other whose primary concern is the well-
being of the patient. We must take seriously Fried’'s argument
that one of the burdens imposed by participation in most, if not
all, randomized clinical trials (RCTs) is that the subject is de-
prived of a relationship with a physician that is characteristic of
medical practice—a physician whose only professional obliga-
tion is to the well-being of the patient, not complicated by
competing obligations to generate high quality data. In Fried’s
words, the patient-subject is deprived of the “good of personal
care.”’® Thus, I have argued that in programs like RCTs in which
there is a prolonged exposure both to research and therapy—
either validated (standard) therapy or nonvalidated therapy
(e.g., investigational drugs)—one should take seriously the
proposition that there ouglht to be a separation of the roles of
physician and researcher.”’ In such cases though it might be
quite appropriate to rely on the physician-researcher to provide
day-to-day medical care, it might also be of value to offer to the
patient-subject the opportunity to maintain a physician-patient
relationship with a physician not involved in the RCT, but
sufficiently familiar with it to facilitate the integration of its
components and objectives with those of personal care.

I also agree with Beecher that informed consent is not mere-
ly not the only issue, it is not necessarily even the most impor-
tant issue. There must be reasonable assurance that the patient-
subject has ample opportunity to exercise his or her authority to
withdraw without prejudice; moreover, there must be reason-
able assurance that some competent professional will continue
to observe the situation having a primary interest in the well-
being of the patient-subject.

Except in cases involving special problems, which are char-
acteristic of the RCT, it seems reasonable to rely on the physi-
cian-researcher to provide adequate protection of the rights and
welfare of the patient-subject. In the event the researcher
(physician or other type of professional) is not the personal
physician, there should be a general presumption that no pa-
tient will be approached with an invitation to become a subject
without the approval of the personal physician. Any exceptions
to this general rule require justification—e.g., in some studies of
the doctor—patient relationship, though it is essential to get the
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approval of the personal physician for approaching his or her
patients in general, it may also be essential for the personal
physician not to know which patients are being studied.'? For
another example, the intrusion on the doctor—patient rela-
tionship may be so minor that specific approval by the personal
physician for involvement of each and every subject may serve
no interest that justifies the expense and inconvenience—e.g.,
some types of studies of medical records and pathological speci-
mens.

When confronted with a proposal to begin a project in
which professionals will play the dual role of physician—re-
searcher, judgments about whether itis necessary to introduce a
third party into the relationship between the professional and
the patient-subject should be made by the IRB. In general, these
judgments should be made at the discretion of the IRB. We
should refrain from developing regulations that would deprive
the IRB of the flexibility it requires to make sound judgments
that are appropriate to particular cases and to the institution it
serves. In my view there are three factors that should be consid-
ered by the IRB in determining the necessity for special proce-
dural protections. To the extent that any one of these three or
any combination of two or more seems to present a problem, the
IRB should consider it increasingly important to recommend
special procedural protections such as trusted advisors or over-
seers.

1. The extent to which the prospective subjects have im-
paired capacities to consent must be considered. Are there se-
rious limits to their autonomy, capacity to comprehend informa-
tion, or are they legally incompetent?

2. The degree of risk presented by procedures performed in
the interests of research should be taken into account. By defini-
tion, this means the degree of risk presented by maneuvers
performed in the interests of developing generalizable knowl-
edge. It does not mean the degree of risk presented by therapeu-
tic, diagnostic, or prophylactic maneuvers—their status as “in-
vestigational” or “standard and accepted” notwithstanding. In
considering whether the degree of risk is high enough to call for
the consideration of special procedural protections, DHHS and
FDA Regulations identify “minimal risk” as a threshold. The
concept of “minimal risk” was developed by the National Com-
mission as a threshold for determining the necessity for special
procedural protections for children and those institutionalized
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as mentally infirm. As such, it is too low a threshold for auton-
omous adults. I have argued that a more suitable threshold for
such persons would be a burden greater than what I have
termed “mere inconvenience.”'® Research presenting mere in-
convenience is characterized as presenting no greater risk of
consequential injury to the subject than that inherent in his or
her particular life situation. The risks that are relevant to these
considerations are those of physical or psychological injury.

3. In protocols designed to introduce, test, evaluate, or
compare therapeutic, diagnostic, or prophylactic maneuvers,
there may be a need for special procedural protections to assure
that: there is a clear and accurate statement of alternatives; the
prospective subject will be afforded ample opportunity to make
a valid choice between alternatives; and the prospective subject
will be fully apprised of the consequences of choosing the dual
role of patient—subject.

Summary

Inherentin the dual role of physician-researcher is a conflict
of interest arising out of the competing objectives of research
and medical practice. Most commentary and policy recom-
mendations on this conflict of interest have focused on the
problems that arise in negotiations for informed consent.
However, these are not the only problems presented by this
conflict; they are not necessarily even the most important. In
order to deal with these problems, several commentators have
suggested various procedural safeguards to protect the interests
of the patient-subject—e.g., separating the roles of physician
and researcher, introducing third parties into the relationship to
assist in the initial or continuing negotiations for informed con-
sent.

In my view, the necessity for special procedural protections
for patient-subjects’ interests should be a discretionary judg-
ment of the IRB. In determining the need for special procedural
protections for any research protocol, the IRB should consider
three factors. To the extent that any one of these three or any
combination of two or more seems to present a problem, the IRB
should consider it increasingly important to recommend special
procedural protections:
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1. There are serious impairments of the prospective subjects’
capacities to consent.

2. The risk of physical or psychological injury presented by
procedures done in the interests of research is greater than
“mere inconvenience.”

3. The protocol is designed to introduce, test, evaluate, or
compare therapeutic, diagnostic, or prophylactic man-
euvers.
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Part 2

Personal Perspectives



Impact of Alzheimer’s Disease
and the Role of the Patient’s
Family

Hilda Pridgeon

Introduction

Alzheimer’s disease. How prevalent is it? We are told there
may be 1.5 to 2 million patients in this country. But let’s take a
broader look at how it affects families. Multiply 1.5 million or 2
million patients by 4, a conservative family size. That equals 6 to
8 million Americans who are closely involved as family mem-
bers. Family members close enough to be deeply hurt by one of
the most insidious and vicious diseases ever encountered by the
human race. Humans have amazing recuperative powers. We
can survive and even overcome major physical handicaps and
go on to live triumphant lives. But what happens when the very
tool needed to fight such disease and handicaps—the brain—is
the first organ to fail? The Alzheimer’s patient cannot fight it and
the dismayed family must watch helplessly for years the all-too-
slow decline of mental, then physical, capacity . . . some for as
long as 12 to 14 years. We are all aware that the grieving process
at the death of a loved one is a necessary passage, but what
happens to families when grief becomes a daily companion over
such extended periods of time? Indeed, the damage done by this
monstrous disease may be more widespread than any of us
realizes!

Case Histories

Although Alzheimer’s disease happens most often to peo-
ple over 65, let me give you some examples of families in Minne-
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sota where we organized one of the first support groups for
families of Alzheimer’s patients.

In one family, the mother was about 35 when the first
symptoms appeared for her. She has been diagnosed as an
Alzheimer’s victim and her husband has tried to continue life as
the wage earner, be both mother and father to several young
children, and cope with a wife and mother who is changing
constantly on a downward course. The confusion for the chil-
dren was a constant problem and family stress finally reached a
point where the wife had to be placed in a nursing home.

The father of another family was 42 when a neurologist
identified his strange forgetfulness, disorientation, and anger as
Alzheimer’s disease. His wife and two young sons went
through a long series of bizarre behavioral episodes before final-
ly seeking help from the Veteran’s Administration Medical Cen-
ter where he is now hospitalized.

Abusiness executive began to miss appointments and show
signs of confusion. His peers covered for him for awhile, but
soon he was quietly moved out of his company to enforced
retirement. His wife and teen-age children faced a bleak future
trying to survive and pay for nursing home care. College plans
may have to be delayed or abandoned.

A man in his late fifties retired early at reduced pension to
care for his wife who is ill with Alzheimer’s disease. He went
through a staunch battle to care for her to the end at home,
but when after five years of intensive 24-hour-a-day care, she
finally needed a tube inserted to her stomach to avoid choking
to death, he placed her in a nursing home where he visits her
daily.

yIn another state, a 68 year-old woman cared for her husband
until he became violent and she was forced to seek nursing
home care for him. His Social Security goes for his care and since
she has never worked outside the home, she was told, “You’'re
on your own—go get a job.” This, in an economy where young
people are finding a scarcity of jobs! Eventually, their home was
sold on a mortgage foreclosure and she worked in the home of a
friend for her room and board.

One unusual and valiant lady is planning to care for her
husband until he dies. He can no longer speak, but only laughs
as a means of communication. She has approached the task in a
matter-of-fact manner. She has special equipment to lift and
move him, and a daily routine for his care. Usually incontinence,
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wandering, or the violence of a patient forces the exhausted
caregiver to seek nursing home or hospital care.

These brief sketches should provide some idea of the range
of families affected by what has been called the “silent
epidemic.” Alzheimer’s disease is not just another “disease of
the month” with which our legislators have become so familiar;
it is most aptly described as “the disease of the century.”

Stages of Family Coping

My own family has been dealing with the changing scene of
my husband’s Alzheimer’s symptoms since diagnosis in early
1974 and before. Always there is that “before diagnosis” time.
Most families will tell you that the gradual onset of memory loss
and other symptoms began some time before a clinical diagnosis
was sought or given. Most go through an initial stage of disbelief
and non-acceptance of the hopelessness of the future for their
patient. They may seek multiple diagnoses. Some may launch
into a recommended health center program of concentrated
vitamins, exercise, and special diets. Perhaps that type of pro-
gram would not hurt any of us, but the tragedy is that the family
is often told that Alzheimer’s can be cured through such a
program.

Families, and especially spouses, may doubt their own san-
ity at times, especially when friends or relatives say such things
as, “But he looks so good and seems so well. Are you sure there’s
anything wrong?” Patients often retain the social skills the
longest and carry off surface conversations for a long time.

I have been asked, “But aren’t you glad for those years and
months you didn’t know what was wrong?” Glad for the times
my husband accused me of lying to him? Glad when he lost his
car repeatedly in large parking lots and we walked miles up and
down rows of automobiles looking for it? Glad for his anger
when he couldn’t find things he had “put away,” and then
accused the family of stealing? Or glad to watch his attempts to
hold onto a managerial job that had always been easy for him?
Glad to watch a cheerful, gregarious, loving man turn into a
confused, angry, withdrawn ghost of himself? No . . . not glad
we didn’t know. Certainly knowing what is ahead is appalling.
Like a black pit at times. But not knowing can lead to such family
distress that knowledge, when it comes, is actually a relief. “Ah,
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that explains why Dad did such strange things” or “That’s why
Mother forgot how to cook and couldn’t find things in her own
kitchen.”

The second stage for families usually involves seeking
others facing the same problems in order to compare coping
techniques or frustrations. During this time, the knowledge of
what the family faces descends upon them, and it can be terrify-
ing. How long will it be before the patient cannot sign his name?
What shall I do about property? Should I get a power of attorney
or a guardianship? Many wives have never handled the family
financial affairs or have never had to negotiate automobile re-
pairs or a new roof on the house. These can loom as major stress
factors in addition to the patient care. Families really need to get
their financial affairs in order early in the course of the illness,
particularly if the patient has been the major wage earner.

Other questions arising during this stage of family accep-
tance include, “Will we be able to care for the patient at home?”
“Will she do damage to herself if left alone?” “Will violence be a
factor?” “How much does Dad really know about what is
ahead?” “Should the patient be told?” “How long should
Mother be permitted to drive?” A major question asked by
spouses and children alike is, “How long will Dad know who we
are?” Those family bonds of love are so important to all of us.
The spouse and children of a patient go through a real grief
experience even in the early stages of the disease.

Another question that always arises is . . . “Is the disease
genetic?” “What is the risk that siblings or children of the patient
will be victims?” Some families have seen multiple cases of
Alzheimer’s disease and the remaining members live in fear as
they approach their 40s and 50s. These families look to research
with almost frantic impatience. Other families look with equal
panic for some drug treatment that will help, and most are
willing and eager to assist with research. Few really hold much
hope for their current patient, but look to research to provide
answers for the new generations.

Current Research

To all of us it seems incredible that only $10 million is being
spent on research into a disease that kills so many. Or that
research funds are less than 1/2000th the annual cost of caring for
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Alzheimer’s sufferers. If two million young people between the
ages of 18 and 26 were dying with a disease, I feel sure this
country would marshall a much greater force to find answers to
the cause and a possible cure or treatment.

But let’s not mislead ourselves . . . this nation is already
paying a huge price in not attacking Alzheimer’s disease with
more research resources. It is a little like a commercial on televi-
sion some time ago in which the auto mechanic points out the
need for proper maintenance and repair and ends with a shrug,
“Pay me now or pay me later,” with emphasis on how much
bigger the bill will be if the auto owner waits. We, as a nation, are
paying nursing home care costs for Alzheimer’s disease esti-
mated in the range of $12.5 billion annually. This cost goes up
each year as more patients are admitted and inflation tak<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>