Clinical Psycho-Oncology



Clinical
Psycho-Oncology

An International Perspective

Luigi Grassi, MD

Professor and Chair of Psychiatry

Chairman Department of Biomedical and Specialist Surgical Sciences

University of Ferrara;

Director, Clinical & Emergency Psychiatry Unit, Department of Mental Health & Drug Abuse,
Ferrara, Italy

Michelle Riba, MD, MS

Professor and Associate Chair, Integrated Medicine and Psychiatric Services
Department of Psychiatry

University of Michigan Medical School;

Director, PsychOncology

University of Michigan Comprehensive Cancer Center, MI, USA

)WILEY-BLACKWELL

A John Wiley & Sons, Ltd., Publication



This edition first published 2012
© 2012 by John Wiley & Sons, Ltd

Wiley-Blackwell is an imprint of John Wiley & Sons, formed by the merger of Wiley’s global Scientific,
Technical and Medical business with Blackwell Publishing.

Registered office:  John Wiley & Sons, Ltd, The Atrium, Southern Gate, Chichester, West Sussex, PO19 8SQ, UK

Editorial offices: 9600 Garsington Road, Oxford, OX4 2DQ, UK
The Atrium, Southern Gate, Chichester, West Sussex, PO19 85Q, UK
111 River Street, Hoboken, NJ 07030-5774, USA

For details of our global editorial offices, for customer services and for information about how to apply for
permission to reuse the copyright material in this book please see our website at
www.wiley.com/wiley-blackwell

The right of the author to be identified as the author of this work has been asserted in accordance with the UK
Copyright, Designs and Patents Act 1988.

All rights reserved. No part of this publication may be reproduced, stored in a retrieval system, or transmitted,
in any form or by any means, electronic, mechanical, photocopying, recording or otherwise, except as
permitted by the UK Copyright, Designs and Patents Act 1988, without the prior permission of the publisher.

Designations used by companies to distinguish their products are often claimed as trademarks. All brand names
and product names used in this book are trade names, service marks, trademarks or registered trademarks of
their respective owners. The publisher is not associated with any product or vendor mentioned in this book.
This publication is designed to provide accurate and authoritative information in regard to the subject matter
covered. It is sold on the understanding that the publisher is not engaged in rendering professional services. If
professional advice or other expert assistance is required, the services of a competent professional should be
sought.

The contents of this work are intended to further general scientific research, understanding, and discussion only
and are not intended and should not be relied upon as recommending or promoting a specific method,
diagnosis, or treatment by physicians for any particular patient. The publisher and the author make no
representations or warranties with respect to the accuracy or completeness of the contents of this work and
specifically disclaim all warranties, including without limitation any implied warranties of fitness for a particular
purpose. In view of ongoing research, equipment modifications, changes in governmental regulations, and the
constant flow of information relating to the use of medicines, equipment, and devices, the reader is urged to
review and evaluate the information provided in the package insert or instructions for each medicine,
equipment, or device for, among other things, any changes in the instructions or indication of usage and for
added warnings and precautions. Readers should consult with a specialist where appropriate. The fact that an
organization or Website is referred to in this work as a citation and/or a potential source of further information
does not mean that the author or the publisher endorses the information the organization or Website may
provide or recommendations it may make. Further, readers should be aware that Internet Websites listed in this
work may have changed or disappeared between when this work was written and when it is read. No warranty
may be created or extended by any promotional statements for this work. Neither the publisher nor the author
shall be liable for any damages arising herefrom.

Library of Congress Cataloging-in-Publication Data
Clinical psycho-oncology : an international perspective / [edited by] Luigi Grassi and Michelle Riba.
p.; cm.

Includes bibliographical references and index.

Summary: “This international primer on psycho-oncology spans settings of care as well as regional
boundaries. Designed to be easy to read, with informaton clearly displayed in concise tables and boxes
accompanied by clinical vignettes, the book provides clear, practical guidance on all aspects of the psychological
care of patients with cancer. Both trainees and practitioners will find it useful in the clinic as well as a resource
for continued professional development”—Provided by publisher.

ISBN 978-0-470-97432-2 (hardback)

I. Grassi, Luigi. II. Riba, Michelle B.

[DNLM: 1. Neoplasms—psychology. 2. Family-psychology. 3. Needs Assessment. 4. Psychology,

Medical. 5. Psychotherapy. 6. Social Support. QZ 200]
616.99'40651-dc23
2012009770

A catalogue record for this book is available from the British Library.

Wiley also publishes its books in a variety of electronic formats. Some content that appears in print may not be
available in electronic books.

Set in 9/12pt Meridien by Aptara Inc., New Delhi, India

First Impression 2012



contents

List of Contributors, vii

Foreword, xi

Acknowledgements, xiii

Part 1 Clinical Issues

1

10

Introducing Multicultural Psycho-oncology, 3
Luigi Grassi and Michelle Riba

Communication in Cancer Care: A Cultural Perspective, 11
Phyllis Butow and Walter F. Baile

Psychosocial Assessment and Screening in Psycho-oncology, 21
Paul B. Jacobsen and Kristine A. Donovan

Sexuality and Gender: Psychosocial Implications in Cancer Patients: A
Multicultural Perspective, 39
Anna Costantini, Chiara M. Navarra, Kimlin Tam Ashing-Giwa and Sophia Yeung

Psychosocial and Psychiatric Disorders, 55
Santosh K. Chaturvedi and Yosuke Uchitomi

Neurocognitive Effects of Anticancer Treatments, 71
Tim Ahles, Sanne Schagen and Janette Vardy

Screening for Distress, the 6th Vital Sign, as the Connective Tissue of Health
Care Systems: A Roadmap to Integrated Interdisciplinary Person-centred Care,
Barry D. Bultz, Matthew J. Loscalzo and Karen L. Clark

Psychological Intervention, 97
Maggie Watson

Psychopharmacological Interventions, 109
Seema M. Thekdi, Maria Elisa Irarrazaval and Laura B. Dunn

Rehabilitation, 127
Anja Mehnert and Uwe Koch

Part 2 Special Populations

11

12

Pediatric Psycho-oncology, 139
Margaret L. Stuber and Elizabeth M. Strom

A Life-stage Approach to Psycho-oncology, 155
Peter Fitzgerald, Rinat Nissim and Gary Rodin

83



vi

Contents

13

Psycho-oncology in Underserved and Minority Populations, 165
Richard Fielding and Wendy W.T. Lam

Part 3 Other Topics

14

15

16

17

18

19

20

21

22

Exploration of Family Care: A Multicultural Approach, 187
Lea Baider and Gil Goldzweig

Bioethical Challenges: Understanding Cultural Differences and Reducing
Health Disparities, 199
Antonella Surbone

Post-traumatic Growth in Cancer Patients Across Cultures, 211
Michael Diaz, Matthew Cordova and David Spiegel

The Need for Psychosocial Support in Genetic Counselling and Genetic Testing, 223
Mary Jane Esplen, Jonathan Hunter and Kathryn M. Kash

Psychosocial and Physical Health in Post-treatment and Extended Cancer
Survivorship, 237
Patricia A. Ganz and Annette L. Stanton

End-of-life Care, 249

William Breitbart, Harvey Max Chochinov and Yesne Alici
Grief and Bereavement, 271

Sue Morris and Susan Block

Spiritual and Religious Coping with Cancer, 281
David W. Kissane, Carrie E. Lethborg and Brian Kelly

Psycho-oncology and Advocacy in Cancer Care: An International Perspective, 297
Luzia Travado, Jan Geissler, Kim Thiboldeaux, Jeff Dunn, Ranjit Kaur and Anne Merriman

Index, 311



List of Contributors

Tim Ahles, PhD

Director, Neurocognitive Research Laboratory, Department
of Psychiatry and Behavioral Sciences, Memorial
Sloan-Kettering Cancer Center, New York, NY,

USA

Yesne Alici, MD
Attending Psychiatrist, Geriatric Psychiatry Treatment Unit,
Central Regional Hospital, Butner, NC, USA

Kimlin Tam Ashing-Giwa, PhD

Professor & Founding Director, Center of Community
Alliance for Research & Education (CCARE), Division of
Population Sciences, City of Hope National Medical Center,
Duarte, CA, USA

Lea Baider, PhD

Full Professor of Medical Psychology, Faculty of Medicine,
Hebrew University Medical School, Hadassah University
Hospital, Jerusalem; Director, Psycho-Oncology Unit, Sharett
Institute of Oncology, Department of Radiation and Clinical
Oncology, Hadassah University Hospital, Jerusalem, Israel

Walter F. Baile, MD

Professor, Departments of Behavioral Science and Faculty
Development; Director, Program on Interpersonal
Communication and Relationship Enhancement (I*CARE),
The University of Texas MD Anderson Cancer Center,
Houston, TX, USA

Susan D. Block, MD

Chair, Department of Psychosocial Oncology and Palliative
Care; Co-Director, HMS Center for Palliative Care, Professor
of Psychiatry and Medicine, Harvard Medical School;
Dana-Farber Cancer Institute and Brigham and Women's
Hospital, Boston, MA, USA

William Breitbart, MD

Chief, Psychiatry Service, Department of Psychiatry and
Behavioral Sciences, and Attending Psychiatrist, Pain and
Palliative Care Service, Department of Medicine, Memorial
Sloan-Kettering Cancer Center; Professor of Clinical
Psychiatry, Department of Psychiatry, Weill Medical College
of Cornell University, New York, NY, USA

Barry D. Bultz, PhD

Director, Department of Psychosocial Resources; Program
Leader: Psychosocial Oncology, Supportive, Pain and
Palliative Care, Tom Baker Cancer Centre; Adjunct Professor
and Chair, Division of Psychosocial Oncology, Faculty of
Medicine, University of Calgary, Alberta, Canada

Phyllis Butow, BA(Hons)Dip Ed, MClinPsych, MPH, PhD
Chair in Psychology, Co-director Centre for Medical
Psychology and Evidence-based Medicine (CeMPED) and
Chair, Psycho-Oncology Co-operative Research Group,
University of Sydney, NSW, Australia.

Santosh K. Chaturvedi, MD, FRCPsych

Professor of Psychiatry, Department of Psychiatry, National
Institute of Mental Health and Neurosciences, Bangalore,
India

Harvey Max Chochinov, MD, PhD, FRCPC

Director and Canada Research Chair in Palliative Medicine,
Manitoba Palliative Care Research Unit, Cancer Care
Manitoba; Professor of Psychiatry and Family Medicine,
Departments of Psychiatry and Family Medicine, University
of Manitoba, Winnipeg, Manitoba, Canada

Karen L. Clark, MS

Program Manager, Sheri & Les Biller Patient and Family
Resource Center; Department of Supportive Care Medicine
and Department of Population Sciences, City of Hope,
Duarte, CA, USA

Anna Costantini, PhD

Director of Psychooncology Unit, Professor of
Psychooncology, Sant’Andrea Hospital, Faculty of Medicine
and Psychology, Sapienza University of Rome; Certified
Group Psychotherapist and Member of the American Group
Psychotherapy Association, President of Italian Society of
Psychooncology, Italy

Matthew Cordova, PhD

Assistant Professor, Palo Alto University, Palo Alto, California
Staff Psychologist, VA Northern California Health Care
System, Martinez, CA

Michael Diaz

Undergraduate student, Human Biology, Stanford
University, Palo Alto, CA, USA

vii



viii List of Contributors

Kristine A. Donovan, PhD, MBA

Assistant Member, Psychosocial and Palliative Care Program,
Department of Health Outcomes and Behavior, Moffitt
Cancer Center, Tampa, FL, USA

Jeff Dunn, PhD

Griffith Health Institute, Griffith University, Australia; School
of Social Science, University of Queensland, Australia;
Viertel Centre for Research in Cancer Control, Cancer
Council Queensland, Australia

Laura B. Dunn, MD

Associate Professor and Director of Psycho-Oncology,
Department of Psychiatry, University of California, San
Francisco, San Francisco, CA, USA

Mary Jane Esplen, RN, PhD

Professor, Department of Psychiatry, Faculty of Medicine,
University of Toronto; Director, de Souza Institute; Head,
Program of Psychosocial & Psychotherapy Research in
Cancer Genetics, University Health Network, Toronto,
Canada

Richard Fielding, PhD, CPsychol, FFPH

Director, Centre for Psycho-Oncology Research & Training,
Professor of Medical Psychology in Public Health, School of
Public Health, The University of Hong Kong, Hong Kong,
China

Peter Fitzgerald, MD MRCPysch (UK)
Fellow in Psychosocial Oncology, Princess Margaret Hospital,
Toronto, Canada

Patricia A. Ganz, MD

Professor, UCLA Schools of Medicine & Public Health;
Director, Division of Cancer Prevention & Control Research,
Jonsson Comprehensive Cancer Center,

Los Angeles (UCLA), CA, USA

Jan Geissler
Founder and CEO, Patvocates; Co-founder, CML Advocates
Network; Chair, LeukaNET

Gil Goldzweig, PhD
Medical and Clinical Psychologist; Senior Lecturer, The
Academic College of Tel-Aviv — Yaffo, Tel Aviv, Israel

Luigi Grassi, MD

Professor and Chair of Psychiatry, Chairman Department of
Biomedical and Specialist Surgical Sciences, University of
Ferrara; Director, Clinical & Emergency Psychiatry Unit,
Department of Mental Health & Drug Abuse, Ferrara, Italy

Jonathan Hunter, MD, FRCPC

Associate Professor; Head, Consultation/Liaison Division,
University of Toronto Department of Psychiatry; Mount
Sinai Hospital, Toronto, Canada

Maria Elisa Irarrazaval, MD
Chief, Mental Health Unit, Fundacion Arturo Lopez Pérez
Oncologic Center, Santiago, Chile

Paul B. Jacobsen, PhD
Chair, Department of Health Outcomes and Behavior,
Moffitt Cancer Center, Tampa, FL, USA

Kathryn M. Kash, RN, BS, MPhil, PhD

Associate Professor, Program Director, Masters in Chronic
Care Management, Jefferson School of Population Health,
Thomas Jefferson University, PA, USA

Brian Kelly, BMed, PhD, FRANZCP, FAChPM
Professor of Psychiatry and Head, Discipline of Psychiatry,
University of Newcastle, NSW, Australia

David W. Kissane, MD, MPM, FRANZCP, FAChPM
Jimmie C. Holland Chair of Psycho-Oncology, Attending
Psychiatrist and Chairman, Department of Psychiatry and
Behavioral Sciences, Memorial Sloan-Kettering Cancer
Center; Professor of Psychiatry, Weill Medical College of
Cornell University, New York, NY, USA

Uwe Koch, PhD, MD

Professor of Medical Psychology; Dean, Medical Faculty,
Hamburg University, University Medical Center Hamburg
Eppendorf, Hamburg, Germany

Wendy W.T. Lam, RN, PhD

Assistant Professor; Deputy Director, Centre for
Psycho-Oncology Research & Training, School of Public
Health, University of Hong Kong, Hong Kong, China

Carrie Lethborg, PhD
Senior Social Worker, Department of Oncology, St Vincent’s
Hospital, University of Melbourne, Victoria, Australia

Matthew J. Loscalzo, LCSW

Liliane Elkins Professor in Supportive Care Programs;
Administrative Director, Sheri & Les Biller Patient and
Family Resource Center; Executive Director, Department of
Supportive Care Medicine; Professor, Department of
Population Sciences, City of Hope, Duarte, CA, USA

Anja Mehnert, PhD

Head, Psycho-Oncology and Palliative Care Research Group,
Department of Medical Psychology, University Medical
Center Hamburg Eppendorf, Hamburg, Germany

Anne Merriman PhD, FRCP, MCommH

Director of Policy and International Programmes, Hospice
Africa in Uganda; Honorary Professor of Palliative Medicine,
Department of Internal Medicine, Makerere University,
Uganda



Sue E. Morris, MPsychol (Clinical) Hons

Director of Bereavement Services, Dana-Farber/Brigham and
Women'’s Cancer Center; Department of Psychosocial
Oncology and Palliative Care, Dana-Farber Cancer Institute,
Boston, MA, USA

Chiara M. Navarra, PhD

Psychooncology Unit, Sant’Andrea Hospital, Faculty of
Medicine and Psychology, Sapienza University of Rome;
Certified Psychotherapist, Member of Italian Society of
Psychooncology, Italy

Rinat Nissim, PhD

Department of Psychosocial Oncology and Palliative Care,
Princess Margaret Hospital, University Health Network,
Toronto, Canada

Michelle Riba, MD, MS

Professor and Associate Chair, Integrated Medicine and
Psychiatric Services, Department of Psychiatry, University of
Michigan Medical School; Director, PsychOncology,
University of Michigan Comprehensive Cancer Center,

MI, USA

Gary Rodin, MD FRCPC

Professor of Psychiatry, University of Toronto; Head,
Department of Psychosocial Oncology and Palliative Care,
Princess Margaret Hospital; University of Toronto/University
Health Network Chair in Psychosocial Oncology and
Palliative Care; Senior Scientist, Ontario Cancer Institute,
Canada

Sanne Schagen, PhD

Department of Psychosocial Research and Epidemiology,
Netherlands Cancer Institute, Antoni van Leeuwenhoek
Hospital, Amsterdam, the Netherlands

Ranijit Kaur Pritam Singh, AMP, MSc
Chief Executive Officer, Breast Cancer Welfare Association
Malaysia, Petaling Jaya, Selangor, Malaysia

David Spiegel, MD

Willson Professor in the School of Medicine, Associate Chair,
Department of Psychiatry & Behavioral Sciences, Director,
Center on Stress and Health, Stanford University School of
Medicine, Stanford, CA, USA

Annette L. Stanton, PhD

Professor, Psychology & Psychiatry/Biobehavioral Sciences;
Member, Jonsson Comprehensive Cancer Center; Senior
Research Scientist, Cousins Center for
Psychoneuroimmunology, Los Angeles, CA, USA

List of Contributors ix

Elizabeth M. Strom
Medical student, University of Illinois at Chicago College of
Medicine, Dixon, IL, USA

Margaret L. Stuber, MD
Jane and Marc Nathanson Professor, David Geffen School of
Medicine, University of California, Los Angels, CA, USA

Antonella Surbone MD, PhD, FACP

Professor of Medicine, Department of Medicine, New York
University Medical School, New York, NY, USA; Faculty,
Interpersonal Communication & Relationship Enhancement
Program (I*CARE), M.D. Anderson Cancer Center, Houston,
TX, USA; Lecturer in Clinical Bioethics and Palliative

Care, Italy

Seema M. Thekdi, MD
Assistant Professor, Department of Psychiatry, MD Anderson
Cancer Center, Houston, TX, USA

Kim Thiboldeaux

President & CEO, Cancer Support Community, Uniting The
Wellness Community and Gilda's Club Worldwide, Washington
DC, USA

Luzia Travado, D. Clin Psych, MSc
Clinical Psychology Unit, Central Lisbon Hospital Centre —
Hospital de S. José, Lisbon, Portugal

Yosuke Uchitomi, MD, PhD

Professor and Chairman, Department of Neuropsychiatry,
Okayama University Graduate School of Medicine, Dentistry
and Pharmaceutical Sciences, Okayama, Japan

Janette Vardy, MD, PhD
Sydney Cancer Centre, University of Sydney, Concord
Repatriation General Hospital, Concord, NSW, Australia

Maggie Watson, BSc, PhD, DipClinPsych, AFBPS
Head, Psychology Research Group, Institute of Cancer
Research; Consultant Clinical Psychologist, Royal Marsden
Hospital; Honorary Professor, Research Department of
Clinical, Health and Educational Psychology, University
College London, UK

Sophia Yeung, RN

Community Interventionist, Center of Community Alliance
for Research & Education (CCARE), Division of Population
Sciences, City of Hope National Medical Center, Duarte,
CA, USA



Foreword

It is an honour and a privilege to write the Fore-
word for this book, which establishes a bench-
mark in the emerging field of psycho-oncology.
It reflects the fact that there is now international
recognition of the importance — and even neces-
sity — of the integration of the psychosocial domain
into routine cancer care in this early part of the
twenty-first century. There have been significant
barriers to reaching this benchmark: the fact that
patients were not told their diagnosis; that the
stigma attached to cancer made it a word that could
not be spoken; that the psychological burden of
the patient with cancer was not acknowledged by
others; and that the study of patient-reported (sub-
jective) symptoms were regarded as not quantifi-
able by the scientific cancer community. Progress
has been quite remarkable in the past 35 years as
these barriers broke down and psychological issues
became the topic of scientific study and research,
particularly the validation of quantitative assess-
ment tools to measure symptoms such as pain,
anxiety and depression. With the development
of reliable tools, the science could move forward
which allowed us to measure changes in symp-
toms based on interventions to reduce distressing
physical and psychological symptoms. Thus, this
book contains the synthesis of global state of the
art research which today constitutes what we now
call the ‘science of care” in cancer — attention to the
humanistic, ethical, psychological, social, cultural,
psychiatric and behavioural issues that contribute
so substantially both to the outcome of the medical
treatment and the quality of the experience of the
patient with cancer and the family.

The fact that this book was developed out of
the Psycho-Oncology and Palliative Care Section
of the World Psychiatric Association is a source

of pride for me since I served as its Founding
Chair. The co-editors of this book, Luigi Grassi and
Michelle Riba, have carried the work of the Section
forward in an impressive way, collaborating with
the International Psycho-Oncology Society (IPOS),
the world’s leading international multidisciplinary
association which addresses the psychological and
social issues in cancer. IPOS has taken a lead role
in establishing standards for psychological care by
engaging the major global cancer organizations.
The IPOS International Standard of Quality Cancer
Care states that

1 Quality cancer care must integrate the psychoso-
cial domain into routine care;

2 Distress should be measured as the Sixth Vital
Sign after temperature, blood pressure, pulse, res-
piration and pain.

The recent endorsement by the International
Union Against Cancer (UICC) and the International
Pediatric Society (SIOP) speaks to the synergy
that comes from these collaborative international
efforts. IPOS has proposed that the World Cancer
Day 2013 should call for global action on support-
ive care, under the banner ‘Declare you care about
cancer support’. These global initiatives have an
immediate effect upon the potential of the national
psycho-oncology societies to have an impact in
their own countries, implementing the goals in
ways that are culturally appropriate.

The authors of these chapters that follow are
the scholars in psycho-oncology from around the
globe. They have truly brought together the infor-
mation that is most relevant and have synthesized
it to provide an overview of the best research in the
area. I am enormously proud of what our field has
accomplished up to now. I am sure that the future
will see major steps forward to ensure that the

Xi



xii Foreword

emotional suffering that has so long accompanied
cancer will be further reduced. Francis Peabody,
thoughttul physician, wrote in 1927 in the JAMA,
‘The secret of the care of the patient is in CARING
FOR the PATIENT'. The clinicians and researchers
in psycho-oncology contribute that ‘caring’ piece
to cancer, through developing the ‘science of care’

combined with attention to the humanistic and
compassionate aspects of care.

Jimmie C. Holland, MD
Wayne E. Chapman Chair in Psychiatric Oncology
April 2012
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PART 1
Clinical Issues



CHAPTER 1

Introducing Multicultural

Psycho-oncology

Luigi Grassi' and Michelle Riba’

!Section of Psychiatry, Department of Medical and Surgical Disciplines of Communication and Behaviour, University of

Ferrara, Italy

2Department of Psychiatry, University of Michigan and University of Michigan Comprehensive Cancer Center, Ann Arbor,

MI, USA

There is one short rule that should regulate human
relationships. All that you see, both divine and
human, is one. We are the parts of one great body.
Nature created us from the same source and to
the end. She imbued us with mutual affection and
sociability, she taught us to be fair and just, to suffer
injury rather than to inflict it. She bids us extend our
hands to all in need of help. Let that well-known line
be in our hearts and on our lips: I am a man: I deem
nothing pertaining to man is foreign to me (Homo sum,
humani nihil a me alienum puto).
Lucius Annaeus Seneca, Epistulae Morales ad Lucilium,
Book XV, Letter 95:52-53 (62—65 AD)

According to the World Health Organization
(WHO) projections, it is estimated that the inci-
dence of cancer will increase by the year 2030, with
new cases of cancer jumping from 13.3 million in
2010 to 21.3 million in 2030 and cancer deaths
rising from 7.9 million to 13.1 million. At the same
time, earlier diagnoses and improvement in cancer
therapies have also noted an increase in survival
for about 25 million people (long-term survivors)
throughout the world.!

It is clear that this epidemiological data has a
specific value if evaluated through a global per-
spective which takes into account the important
issues of quality of life and psychosocial needs

of cancer patients. In fact, cancer is not only a
series of very different diseases needing complex
treatments, from many professionals, but also a
devastating and ‘traumatic’ event with physical,
emotional, interpersonal and social implications
that should be constantly monitored across the
disease trajectory, and into survivorship. Being
affected by cancer means an overall transformation
of the sense of one’s own self, in which the param-
eters of time (the past, the present, the future),
of space (one’s own individual space, one’s own
home, one’s own world context) and of existence
(Umwelt, the biological dimension, my body; Eigen-
welt, the relationship with myself, my-being-in-
the-world; Mitwelt, the relational dimension with
others; Uberwelt, the spiritual dimension, the mean-
ingfulness) are altered by the diagnosis and treat-
ment, recovery and recurrence or transition to
palliative and end-of-life care.

Starting from the work of a small group of
psychiatrists,>® interested in examining the psy-
chophysiological and emotional factors implicated
in cancer and cancer treatment, oncologists quickly
started showing a specific need for more precise
indications about the psychosocial, behavioural and
rehabilitative issues in cancer care. This determined
the rapid growth of the psycho-oncology discipline
in the USA from the 1970s7"!° and subsequently,
from the early 1980s, in many other countries,

Clinical Psycho-Oncology: An International Perspective, First Edition. Edited by Luigi Grassi and Michelle Riba.
© 2012 John Wiley & Sons, Ltd. Published 2012 by John Wiley & Sons, Ltd.



4 Clinical Issues

such as France, Germany, Italy, the Netherlands,
the United Kingdom, to cite just a few.'!

Over the last quarter of a century, a large number
of psycho-oncology studies have in fact indicated
that 30-40% cancer patients fail to adapt, and
present emotional disorders — mainly depression,
anxiety and adjustment disorders according to the
ICD-10 and DSM-IV taxonomic systems — as a
consequence of cancer and cancer treatments.!?
A further 15-25% present other significant psy-
chosocial conditions, such as health anxiety, irri-
table mood, demoralization, or general emotional
distress which are not identified by the usual cat-
egorical systems (e.g. DSM-IV and ICD-10) but by
other systems (e.g. the Diagnostic Criteria for Psy-
chosomatic Research), and which are dysfunctional
and maladaptive symptoms.'>

The implications and the impact of psychosocial
disorders for patients and their families are of
paramount importance in oncology with several
studies demonstrating that clinically significant dis-
tress is associated with maladjustment, reduction
of quality of life and impairment in social rela-
tionships, longer rehabilitation time, poor adher-
ence to treatment and abnormal illness behaviour,
and possibly shorter survival.'* Significant levels
of emotional distress have been reported also to
affect family members and there is evidence that
unrecognized and unmet psychosocial needs are an
important predictor of psychological morbidity in
caregivers in every phase of the illness.!>™!® Various
types of psychosocial interventions have also been
shown to be effective in reducing psychological
symptoms and improving quality of life among
cancer patients.!*2!

Thus, psycho-oncology, as the specialty aiming
at studying the psychological, social and spiritual
factors that affect the quality of life of cancer
patients and their loved ones, has today a specific
and unquestionable role in the multidisciplinary
approach to cancer. This role has been defined,
in several countries, through the development
of psycho-oncology services, programmes and/or
departments with the mission of providing specific
activities in terms of clinical care, education and
research. Furthermore, guidelines and recommen-
dations on psychosocial care in cancer have been

developed and endorsed by national and interna-
tional scientific societies of psycho-oncology as well
as by advocacy movements.*

The National Standards for Psychosocial Oncology
published by the Canadian Association of Psy-
chosocial Oncology (CAPO) (1999) includes today
standards of care, organizational standards, educa-
tional standards and integration of all phases of the
cancer control trajectory, including prevention and
survivorship.?> Several agencies and institutions,
such as the Canadian Association of Provincial
Cancer Agencies, the Canadian Cancer Society,
the Canadian Strategy for Cancer Control, and
the Canadian Council on Health Services Accred-
itation, have endorsed CAPO’s recommendations.
Furthermore, clinical guidelines on the assessment
of psychosocial needs of cancer patients and on
the screening, assessment and care of psychoso-
cial distress in cancer have also been developed
(www.capo.ca).?+%

Comprehensive clinical guidelines are avail-
able in Australia (www.nhmrc.gov.au) where the
first document, Psychosocial clinical practice guide-
lines: information, support and counselling for women
with breast cancer (National Breast Cancer Centre,
1999),%¢ represented the basis for the subsequent
development of the Clinical practice guidelines for the
psychosocial care of adults with cancer, published by
the National Breast Cancer Centre and the National
Cancer Control Initiative.?’

In the United States, the National Comprehen-
sive Cancer Network (NCCN) Distress Management
Panel, consisting of multidisciplinary health care
professionals developed the guidelines on distress,
starting from 1997 to the most recent version
1.2011.%° The work of the panel has been recog-
nized throughout the world, where an ultra-short
tool, the distress thermometer, has rapidly become
one of the ‘gold standards’ for the rapid screening of
distress, identified as the ‘sixth vital sign’, with the
same importance as blood pressure, temperature,
heart frequency, respiratory rate and pain.>>!

In more recent years, at the request of the
National Institutes of Health (NIH), the Institute
of Medicine (IOM) of the National Academies of
Sciences published the conclusions of a specific
working group®? indicating that enough evidence



exists for the inclusion of psychosocial health ser-
vices in cancer care, and stressing that ‘Attending
to psychosocial needs should be an integral part of
quality cancer care [...]’, since ‘It is not possible to
deliver good-quality cancer care without address-
ing patient’s psychosocial health needs.’

Similarly, the conclusions of the European Coun-
cil’® clearly acknowledge the significance of psy-
chosocial aspects in cancer care, indicating that
‘to attain optimal results, a patient-centred com-
prehensive interdisciplinary approach and optimal
psycho-social care should be implemented in rou-
tine cancer care, rehabilitation and post-treatment
follow-up for all cancer’(par. 5), and emphasiz-
ing that ‘cancer treatment and care is multi-
disciplinary, involving the cooperation of onco-
logical surgery, medical oncology, radiotherapy,
chemotherapy as well as psycho-social support and
rehabilitation and, when cancer is not treatable,
palliative care’(par. 11).

Thus the general results of the above-mentioned
reports are that the evaluation and treatment of
psychosocial consequences should be mandatory
in every cancer centre. This is in accordance with
the statement ‘No health without mental health’,>*
which sets out to guarantee the quality of life of
any individual in society to receive optimal medical
and psychiatric care, incorporating attention to
psychosocial needs into policies, practices and stan-
dards of clinical care.>>>¢

This is also the message launched by the
International Psycho-Oncology Society (IPOS) and
the Federation of the Psycho-Oncology societies
through the Statement on Standards and Clinical Prac-
tice Guidelines in Cancer Care, which indicates that
‘quality cancer care must integrate the psychosocial
domain into routine care’ and that ‘distress should
be measured as the 6th Vital Sign after temper-
ature, blood pressure, pulse, respiratory rate and
pain’ (www.ipos-society.org).’” A number of orga-
nizations and associations throughout the world,
including the International Union Against Can-
cer (UICC), the International Society of Paediatric
Oncology (SIOP), the Canadian Cancer Society,
the Clinical Oncological Society of Australia, the
World Psychiatric Association (WPA), as well as
advocacy movements, such as LIVESTRONG and

Introducing Multicultural Psycho-oncology 5

Reach to Recovery International, have endorsed
this statement. The webcast lectures series on
psychosocial aspects of cancer care (communica-
tion, psychological assessment, distress manage-
ment, anxiety, depression, family issues, bioethics,
palliative care, loss and grief, psychological inter-
vention) developed by IPOS and available online
in several languages (Chinese, English, French,
German, Hungarian, Italian, Japanese, Portuguese,
Spanish) is also in agreement with the concept that
account should be taken of multicultural and cross-
cultural relevant issues.

For all these reasons, we have realized that the
time has come for an international perspective on
psycho-oncology, with contributions by specialists
from different parts of the world, sharing their
long-standing experience in the psychosocial care
of patients with cancer, and their families.

More specifically, a first aim of the book is to
discuss contemporary themes in psycho-oncology,
such as genetic counselling, bioethics, advocacy and
to provide practical suggestions for dealing with
special populations, such as children, the elderly,
long-term survivors, or disadvantaged or minority
groups. A second aim of the book is to present the
challenging clinical problems encountered when
caring for cancer patients and their families, by
describing the best responses to these challenges,
including assessment, diagnosis and treatment, and
by summarizing the evidence base and digesting
clinical experience where evidence from clinical
trials is lacking, and noting, through clinical exam-
ples, international and multicultural perspectives.

With respect to this, the book specifically empha-
sizes the possible cultural implications determined
by cultural diversity, particularly where immigra-
tion and other social phenomena have influenced
the creation of multiethnic and multicultural soci-
eties. Specificity and culturally relevant issues on
several topics of psycho-oncology are discussed
throughout the book. It is clear that language,
ethnicity, race and religion have an important role
in affecting patients’ and families” perception of
illness. We need to understand how culture may
influence communication and the doctor-patient
relationship (e.g. disclosure of information related
to diagnosis and prognosis, role of patient and
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family in decision-making), coping mechanisms,
psychological response and psychopathological dis-
orders (e.g. phenomenology of anxiety or depres-
sion, abnormal illness behaviour, somatization),
treatment options and acceptance of psychological
intervention. We also need to better understand
how the culture of the organization and health
care system influence the response of patients and
families to cancer and cancer treatment.

The book consists of three parts. In Part 1,
clinical issues are discussed in detail by experts in
the field. Butow and Baile explore in Chapter 2
how culture impacts on the relationship between
patients, family members and clinicians, and how
communication across cultures can be challenging,
especially if language barriers are present. Chapter
3, by Jacobsen and Donovan, describes the psy-
chosocial instruments commonly used in psycho-
oncology research for the assessment of anxiety,
depression and distress, including a number of brief
tools that could be used for screening purposes, and
summarizes evidence regarding the relative merits
of these instruments. In Chapter 4, Costantini,
Navarra, Ashing-Giwa and Yeung discuss the most
significant aspects related to sexuality and gender
in patients with cancer, by addressing the type
of cancer and treatment influencing a person’s
appearance, body image, sexual functioning, and
the role of cultural variables in ditferent parts of the
world, with comparison between Western coun-
tries, Asia and Africa. Chaturvedi and Uchitomi
(Chapter 5) examine the most common psychiatric
and psychosocial disorders in relation to cancer,
including the challenging situation of somatization
and abnormal illness behaviour in cancer patients,
where cultural determinants can play a particu-
lar role, and the problem of emergency psychia-
try in cancer care. Chapter 6 by Ahles, Schagen
and Vardy focuses on cognitive changes associated
with cancer and cancer treatments with careful
analysis of the studies that have examined the
role of patient characteristics and genetic factors
in increasing the risk for post-treatment cognitive
decline and of the problems and lack of data regard-
ing the role racial and ethnic issues and socioe-
conomic factors have on this area. Bultz, Loscalzo
and Clarke describe, in Chapter 7, how screening

for distress, considered as the 6th vital sign, is an
essential component of clinical care that facilitates
the conversation within the clinical team, with
positive effects in terms of better understanding
of the full range of patient concerns and better
integration of the different health care professionals
working in an interdisciplinary fashion.

In Chapter 8, Watson provides a comprehen-
sive overview of psychological intervention in can-
cer care, with particular emphasis on the best
approaches to build into clinical practice, the avail-
able evidence on efficacy of psychological therapy,
the differences between psychiatric and psychologi-
cal models and the cost-effectiveness issues. Thekdi,
Irarrazaval and Dunn (Chapter 9) examine the
vast and important area of psychopharmacological
intervention in cancer care carefully summarizing
the role of antidepressants, antipsychotics, ben-
zodiazepines, anticonvulsants and mood stabiliz-
ers, and exploring their clinical use, safety profile,
side-effects and possible interactions, also from a
cultural perspective. Chapter 10 by Mehnert and
Koch review the effects of cancer rehabilitation
programmes in reducing the impact of disabling
conditions, in enabling people with disabilities to
achieve optimal social integration and in improving
quality of life, social participation and return to
work.

Part 2 deals with the different approaches in
psycho-oncology when applied to special popula-
tions. In Chapter 11, Stuber and Strom discuss
the current situation in paediatric oncology and
associated psychiatric issues by considering the
normal developmental context in which children
understand cancer and treatment, and examining
the most common psychological and psychiatric
problems of child cancer patients and their families.
Fitzgerald, Nissim and Rodin (Chapter 12) examine
the important theme of geriatric psycho-oncology
by summarizing the main psychological and psy-
chiatric implications of cancer on patients in the
later stages of life, contrasting the problems and
concerns of old age with young age and evaluating
the efficacy of psycho-oncology intervention in
this vulnerable segment of the population. Chap-
ter 13, by Fielding and Lam, focuses on the sig-
nificant problem of higher cancer incidence, lower



knowledge of cancer risks, prevention, less screen-
ing uptake, more difficulties in access to diagnostic
services and fewer or different options for treat-
ment, and more difficulties in reintegration fol-
lowing treatment among underserved and minority
populations.

Part 3 addresses salient topics requiring special
attention in clinical psycho-oncology. The signifi-
cance of cancer within the family, as a basic social
and ethical unit of care, is explored in Chapter 14
by Baider and Goldzweig who discuss how individ-
ual values and beliefs and the family convergence
and diversity of meaning influence the psychologi-
cal response to the disease. Chapter 15 by Surbone
reviews the vast and important area relative to the
bioethical aspects in cancer, specifically focusing on
cultural competence and culturally sensitive com-
munication as essential instruments for ethical con-
temporary practice of oncology, in order to negoti-
ate different health care related values and goals in
individual therapeutic relationships with patients
of different cultures, and to facilitate clinicians’
ability to interact more etfectively with institutions,
policy-makers and various stakeholders in lower
income countries. The theme related to the posi-
tive life changes secondary to cancer experience,
known as post-traumatic growth, is examined by
Diaz, Cordova and Spiegel in Chapter 16 by explor-
ing similarities and differences across cultures. In
Chapter 17, Esplen, Hunter and Kash provide a
detailed psychological framework regarding the use
of new genetic technology and discuss the genetic
testing process, the potential psychological impact,
and the psychotherapeutic approaches useful to
augment care. Chapter 18 by Ganz and Stanton
addresses the trajectories of psychosocial and phys-
ical recovery for adults after primary treatments are
complete, contributors to those outcomes (i.e. med-
ical, individual, sociocultural and developmental
contexts), and considerations regarding provision
of effective medical and psychosocial care during
re-entry and extended survivorship. Chapter 19
by Breitbart, Chochinov and Alici focuses on the
role of psycho-oncologists in helping and guiding
terminally ill patients through the dying process,
by presenting the most salient aspects of end-of-
life care including assessment and management of
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a variety of possible problems, such as delirium,
depression, desire for hastened death and suicide.
Morris and Block describe in Chapter 20 how
individual differences both within and between
cultures increase the complexity of care when
working with bereaved individuals and families,
and how to correctly assess and provide support
strategies and treatment for the bereaved. Chapter
21 is dedicated by Kissane, Lethborg and Kelly
to providing a thorough description of the major
religions worldwide, including studies of prayer,
the power of placebo, the use of rituals, the role
of meditation, in order to help clinicians to rou-
tinely make use of a spiritual assessment and inte-
grate appropriate responses into a comprehensive
and person-centred management plan. A compre-
hensive overview of some of the main advocacy
movements is given in Chapter 22 by Travado,
Geissler, Thiboldeaux, Dunn, Kaur and Merriman,
who illustrate some of the actions undertaken in
the five continents and how these have translated
and influenced better policies in cancer care.

The book is designed to be easy to read and
to reference, with information clearly displayed in
concise tables and boxes accompanied by further
detail within the text and clinical cases exemplify-
ing the themes discussed in each chapter.

We hope that this book can give further insight
into the multiple dimensions involved in psychoso-
cial care of cancer patients and their families, and
that it can help clinicians, teachers and researchers
better understand the importance of the cultural
backgrounds of patients and families as an impor-
tant variable moulding the psychological response
to cancer and cancer treatment.
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Introduction

The importance of health professional-patient
communication in cancer care is now well rec-
ognized, and a large number of relevant articles
are published each year. In a recent Medline
search using the key words ‘neoplasms and cancer’
and ‘communication’, 9184 articles were retrieved.
However, few of these articles address the partic-
ularly complex issues raised by the care of cancer
patients within a multicultural society. This chapter
attempts to combine a general review of communi-
cation in cancer care, with a consideration of these
multicultural issues.

Why is communication important?

Communication is considered to be an essen-
tial component of good medical practice! and is
prominently featured in medical and nursing text-
books, and clinical practice guidelines for individ-
ual tumours? and the psychosocial care of can-
cer patients.” Patient-centred care, most recently
defined as ‘a moral philosophy, which values con-
sidering patients’ needs, wants and perspectives;
offering patients opportunities to provide input into
and participate in their care; and enhancing part-

nership and understanding in the doctor—patient
relationship’,* has been widely promoted as the
gold standard approach. This approach is built on
medical ethics that value patient autonomy and
well-being.

While effective communication is essential in
any medical context, the complex multidisciplinary
treatment regimens with significant side-effects,
and the particular horror that cancer evokes
because of its association with images of extreme
debility, pain and death, mean that communica-
tion is particularly significant in cancer care. Both
patients and health professionals find a cancer
diagnosis particularly challenging, despite progress
in management turning this from an acute disease
with poor prognosis to essentially a chronic disease
for many patients.

Most Western countries mandate effective com-
munication at least for information transfer and
decision-making. In Australia, for example, a
toolkit has been developed to assist health profes-
sionals optimize communication (see http://www.
nhmrc.gov.au/guidelines/publications). The Aus-
tralian Council for Safety and Quality in Health
Care recently developed an Australian Charter of
Healthcare Rights,> which stipulates amongst other
things, that all Australians have the right to
receive care that shows respect to them and their

Clinical Psycho-Oncology: An International Perspective, First Edition. Edited by Luigi Grassi and Michelle Riba.
© 2012 John Wiley & Sons, Ltd. Published 2012 by John Wiley & Sons, Ltd.

11



12 Clinical Issues

culture, beliefs, values and personal characteristics,
receive open, timely and appropriate communica-
tion about their health care in a way they can
understand, and join in making decisions about
their care and health service planning.

Cancer patients value effective communication
highly. For example, in two studies of care at the
end of life, doctor-patient communication (partic-
ularly the quality of information about prognosis
and the opportunity to ask questions) dominated
aspects of care rated as important by patients and
families, who also identified good communication
as a critical aspect of medical care.®’” Equally, the
amount and kind of information patients should be
given and the ways in which it should be delivered
have been the subject of considerable debate within
the medical community, suggesting that this is an
issue of great concern to doctors.

There is strong evidence that communication
affects cancer patient outcomes, particularly satis-
faction, psychological morbidity and understand-
ing,®° although evidence regarding impact on
health outcomes is still sparse. Communication
challenges are also known to be a large factor in
health professional stress and burnout. For exam-
ple, a survey of 393 British medical oncologists
found that 28% suffered from clinical levels of
anxiety and depression; the clinicians themselves
viewed communication ditficulties as contributing
significantly to their stress levels.!?

Relevance of medical
communication to
psycho-oncology

While psychologists may view communication as a
basic part of their therapeutic armorarium, cancer
poses challenges for them also. Psychologists face
particular communication challenges when they
work with patients who are facing bad news, exis-
tential challenges, family conflict and end-of-life
issues, which they may not encounter elsewhere
in their practice. Further, psycho-oncologists are
often called upon to teach communication skills to
cancer health professionals and therefore need a

good understanding of the issues, skills and training
methods in cancer communication.

What are the critical tasks in
communication?

Traditionally, = communication skills
courses have focused on breaking bad news,
preparing patients for aversive procedures, giving
clear information, promoting shared decision-

training

making, eliciting concerns and responding to
emotion.!'"® Interestingly, a recent Australian
survey of 134 cancer specialists conducted in 2008
showed few of these topics appearing in their top
10 communication challenges.!* The oncologists
reported that their most significant challenge was
‘Discussing high-cost drugs with patients I know
cannot afford them’, with 13% reporting having
a lot of difficulty with this and 65% reporting
some to quite a bit of difficulty. Other commonly
experienced communication challenges included
discussing treatment failure (67%), the transition
from curative to palliative care (60%), a recurrence
(60%) and bad test results (59%), and being
completely honest about prognosis (38%). Few in
fact, reported having difficulty with disclosing a
cancer diagnosis, with only 4% reporting some or
quite a bit of difficulty with this. It is not known
whether other health professionals, or those in
other countries, would rate these tasks similarly.
In our experience, health professionals value more
highly specific training on topics such as gaining
consent to clinical trials, discussing expensive
treatments, discussing prognosis and end-of-life
issues and talking with people from other cultures,
than generic skills training.

Cultural issues in communication

While communication is likely to be a challenge
for all cancer patients, it is likely to be more
so when health professional and patient do not
share a cultural heritage. Migration is increasing
worldwide, with the number of people who do
not speak the dominant language of the country in
which they live similarly increasing. In Australia,
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for example, the 2006 census showed that 24% of
Australians were born overseas, 44% had at least
one parent born overseas and over 560 000 people
(3% of the total population) spoke English poorly
or not at all.'®> Thus communication challenges
across cultures is no longer a rare issue, but rather
something health professionals are likely to face on
many occasions over the course of their career.

Immigrants diagnosed with cancer have poorer
cancer outcomes than comparable non-immigrant
groups, with lower screening and survival rates'®
and higher rates of reported side effects.!” In a
recent systematic review of the literature on psy-
chosocial well-being and immigrants with cancer,
meta-analyses indicated significantly higher dis-
tress and depression in minority versus mainstream
cancer patients not wholly accounted for by dif-
ferences in socioeconomic status (SES).'® Immi-
grants often report that health professionals do
not understand them, which may adversely affect
their psychological and physical well-being.!® Per-
sonal or historical experiences of discrimination,
violence or institutionalized racism may reduce
trust in health professionals and institutions.?’ Poor
outcomes may also be due to unfamiliarity with
health care processes, differing beliefs and attitudes
about illness, death and treatment, and language
and communication barriers.?! In a recent study
involving focus groups with 73 cancer patients
and 18 carers, who had migrated to Australia
and spoke Chinese, Greek or Arabic, participants,
especially those less acculturated, described feeling
alone and misunderstood, failing to comprehend
medical instructions, being unable to communicate
questions and concerns and a lack of consistency in
interpreters and interpretation.!’

Culture influences most interactions and day to
day behaviours. People from the same culture share
common systems of symbols, gestures, language
and signals that convey information and meaning.
Culture also affects responses (e.g. to pain), and
attitudes toward illness, disease, death and health
care services.?? Patients have culturally determined
beliefs about the causes of diseases, the way the
body is structured and functions, and beliefs sur-
rounding the use of complementary and alternative
therapies.?®> Religious and spiritual beliefs and prac-

tices affect how patients respond to bad news, med-
ical treatments such as transfusions, and end-of-life
issues. Thus there is ample opportunity for mis-
communication and confusion between health pro-
fessionals and patients from different backgrounds.

Culture is also a major factor in determining the
roles played by patients and clinicians. The ‘sick’
are expected to behave within certain parameters,
as are clinicians. For example, Chinese people have
great respect for the expertise of the clinician.
Any ambiguity or uncertainty in presenting the
diagnosis or treatment recommendations may be
viewed as reflecting a lack of expertise.?*

In most Western countries, such as America,
Australia and England, there is currently a strong
emphasis on informed consent and active patient
involvement in decision-making, inherent in the
model of patient-centred care. However, in many
other countries, such as France, Italy Japan,
the Middle East and Africa, relationships with
patients are much more hierarchical, protective
and paternalistic. In these cultures, non-disclosure
of the truth may be valued in terms of patient
protection.?!

The structure and function of family also differs
markedly in different cultures.?! In many countries,
families prefer to have an input into what and
when information is given to cancer patients, treat-
ment decisions and the care of patients, particularly
towards the end of life, while in some cultures men
are seen as carrying the responsibility for decision-
making on behalf of other family members. Family
members provide key economic and emotional
support for each other, and patients are seen as vul-
nerable and requiring protection lest they lose hope
and give up. For example, in a study of Chinese
cancer patients and carers living in Australia, the
majority said that the family should advise the doc-
tor how much information to give to the patient,
and in what manner, as they knew the patient
very well.2* Most patients indicated a preference
for the family to be fully informed about issues
relating to the illness to allow each family member
to contribute as much as possible to the support
of the patient. Participants expressed the view that
full disclosure of information was important so that
that the responsibilities of the sick person could be
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assumed by others, and appropriate planning for
the future could be undertaken.

In Japan, family members are informed of the
cancer patient’s diagnosis, condition and treatment,
before the cancer patient is told the truth.?® Then
all family members, except the patient, discuss
whether the cancer diagnosis should be disclosed
and the entire family makes a final decision about
the truth-telling policy. A survey in Japan of 1918
family caregivers who had recently cared for a
cancer patient who died was undertaken in 1992.%°
All family caregivers reported that the physician
informed them of the condition and treatment,
although only 22.5% of the cancer patients were
informed. Similarly, in Saudi Arabia, the patient is
viewed as one member of the larger family, and the
family is responsible for the patient. The consent
for the patient’s treatment is usually given by the
family, who aims to avoid emotional disturbance
to the patient.?

How do oncologists navigate these cultural dif-
ferences? A recent study documented system-
atic differences in the consultations of cancer
patients and oncologists when an immigrant and
an interpreter are involved.?” One hundred and
forty-one oncology consultations with 78 patients
(47 immigrant and 31 Anglo-Australian) and 115
family members (77 immigrant and 38 Anglo-
Australian) were audio-taped and coded. Despite
the fact that everything needed to be said twice
through the interpreter, doctors spent significantly
less time with immigrants with interpreters than
with Anglo-Australians, and spent proportionally
less time on cancer-related issues, summarizing and
informing, and more time on other medical issues
and directly advising. Thus they appeared to be
taking a more paternalistic approach to immigrants,
either in response to patient cues or because of the
complexities of the situation. Doctors also tended
to delay responses to or ignore more immigrant
than Anglo-Australian cues for emotional support.
Overall, this suggests that immigrants are experi-
encing different communication from their oncolo-
gists, and these differences may not be optimal for
patient well-being and decision-making.

Whilst the provision of interpreters when
patients attend medical consultations may poten-

tially address some of these difficulties, a number
of studies have revealed problems with medical
interpretation, including inaccuracy, inconsistency
and confusion regarding the interpreter’s role.?
Medical interpreting standards of practice devel-
oped by the International Medical Interpreters
Association and Education Development Center
(2007) state that interpreters must maintain accu-
racy, confidentiality, impartiality and professional
distance at all times.?° However, a number of stud-
ies have revealed the difficulty which interpreters
experience in trying to keep to these standards.
Hseih (2006) interviewed medical interpreters in
the United States, who reported that they struggled
to work within the definition of their role and saw
themselves as an advocate for patients.>®

Interpreters sometimes intervene in consulta-
tions in ways that their doctors may not agree with,
if they were aware of such changes. For example, in
a study of audio-taped oncology consultations,?! it
was found that just under half of all interpretations
were not identical to the source speech, and while
70% of the changes were inconsequential or clari-
fied information, in 30% they could have resulted
in misunderstanding, non-disclosure or a poorer
relationship with the doctor. Some of these changes
appeared to have been deliberately made by family
member interpreters trying to protect the patient
from bad news; others were made by professional
interpreters who had either misunderstood the
source speech or were trying to navigate the diffi-
cult path of remaining culturally appropriate while
faithfully interpreting.

Within the palliative care setting, Norris and
colleagues®? conducted a large qualitative study of
68 professional medical interpreters in the United
States about communication on end-of-life care.
These interpreters emphasized the importance of
both doctor and interpreter conveying compassion
when delivering bad news. They reported experi-
encing a tension between providing strict interpre-
tation and being a cultural broker, finding breaking
bad news difficult, feeling sometimes abandoned
or abused by clinicians and finding it hard to
balance the focus on patients and family. Ideally,
oncologists and interpreters would work together
to negotiate a shared and culturally appropriate
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approach to the consultation, and ensure the well-
being of all parties.

Because of the importance placed on family
involvement, some immigrants with cancer may
be more likely to bring family members to cancer
consultations, and are also likely to bring a greater
number of such family members. As noted by
Surbone,?? consultations involving family members
or friends tend to be more lengthy and complex
than with individual patients. Patients and family
members are likely to have different information
and support needs, there may be conflict within
family members, and between family members and
the patient, and generational differences in beliefs
and approaches may be apparent. Health profes-
sionals may need to provide guidance and support
or specific interventions to ensure families work
together to the optimal benefit of the patient. A
case study demonstrating some of these cultural
challenges is presented below.

Case study

Ahmed was a 74-year-old gentleman from Egypt who
was brought to the United States for treatment of
inoperable gastric cancer. He had been told only that
he had an ‘ulcer’ which needed to be treated and had
received front-line anticancer treatment in Egypt without
much effect. On arriving at the US hospital his family,
who spoke English well, had approached the first-year
oncology fellow who was admitting Ahmed and told
him that they did not want him told about his disease,
even though it was clear to everyone that he was being
admitted to a cancer centre. The fellow, who was on
his second rotation, told the family that this would
be ‘unethical’ and against hospital policy. The family
became quite angry and threatened to take their father
home. When the attending physician arrived he found
that the nursing staff had been split with some of the
staff being sympathetic to the family’s wishes and others
stating that they could not possibly give chemotherapy
to someone who was not informed. The attending, Dr
Smith, sat the family down and talked to them in a quiet
conference room. He expressed regret that things had
gotten to the point where they felt they needed to take
their father home. He then sought to understand their
concerns about their father. They said that he was a
fragile man who was uneducated and that they feared
that he would ‘give up’ if he knew he had cancer. They
also remarked that they knew that this might only be

superstition but that in their culture when one gives bad
news it can sometimes cause such stress that the disease
would progress. Dr Smith listened carefully and validated
their concerns. ‘I can see that this is a difficult situation
for you and that you are very concerned about your
father. Let me begin by asking you what you think he
already knows about his illness.” He was able to discover
that the family did indeed think that their father knew
he had something serious going on and that he might
already have heard the word cancer. Dr Smith expressed
appreciation for their honesty. He acknowledged that
he understood that in their culture families often do
not disclose information about serious illness but also
affirmed that, as they surmised, nonetheless patients
often know or suspect anyway. He also pointed out
that in his experience families often over-estimate the
negative impact that information has on the patient and
that most patients he treated appreciated the honesty
of the doctor, especially when they already suspect that
something is seriously amiss. He then made a suggestion
that he, the attending, spend some time evaluating
their dad. He proposed that during the interview, with
the family present, he would ask the patient what he
knew about his disease and what he wanted to know.
If their father wanted to know, then he would provide
information in an honest and hopeful fashion, talking
frankly about his disease and the treatments available. If
the father did not want to know and wanted the family
to make the decisions then he would also respect that.

Dr Smith used an experienced Middle Eastern transla-
tor who pretty quickly developed a rapport with Ahmed
and his family. He found out that Ahmed did indeed
suspect that he was seriously ill. He said that he could
see concern ‘in the eyes of my family’. He said that he
had had a good life and was ready to die and did not
want to suffer with harsh treatments but would agree
with a course of treatment for the sake of his family. One
caveat he insisted on was that if his disease got worse he
wanted to stop treatment and return to Egypt where he
could be buried.

His family was very touched by this discourse and ral-
lied around their father with expressions of affection and
caring. Dr Smith summarized the treatment plan, which
all agreed to. Several weeks later Ahmed developed renal
failure and the chemotherapy was stopped. He expressed
a desire to return to Egypt where he died several weeks
later. Dr Smith met with his fellow who agreed that
this was an effective way of approaching requests for
withholding information from family but was doubtful
that he could do it as smoothly. Dr Smith also explained
the value of asking for an ethics consult when one is
feeling uncomfortable, since often ethical issues involve
serious communication challenges. The fellow thought
that this might be an option for him.
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Insight into the culture of the patient with can-
cer, their significant others, and the clinician, repre-
sents an important starting point to ensure optimal
communication. However, while an understanding
of culture may be of great benefit to clinicians and
other health professionals, an important proviso is
awareness of the diversity that exists even within
the same culture context. Moreover, generaliza-
tions concerning a group linked by cultural factors
can lead to stereotyping, rigid rules and a lack of
tailoring to individual differences. Thus informa-
tion about beliefs and practices within particular
cultures and ethnic groups never obviates the need
for exploring individual preferences and needs.

Ideally, all health professionals involved in can-
cer care would receive training in cultural com-
petence. Cultural competence incorporates both
knowledge of cultural differences and similarities
in how cancer patients view their illness, treat-
ment, death and dying, information and involve-
ment in decision-making, and specific skills in
eliciting information and involvement preferences,
negotiating the potentially differing needs and val-
ues of patients, families and the health profes-
sional around these issues, and working with inter-
preters.>® Lubrano di Ciccone et al. (2010) recently
reported an evaluation of a training programme
for oncologists working with interpreters.>* This
represents an important step forward; training for
oncologists will likely produce as many benefits
as specialized training for interpreters. Without
all stakeholders participating in changed processes,
they are unlikely to succeed.

Communication skills training

The notion that communication is a skill is cen-
tral to the discussion of how we teach and pre-
pare learners to improve their existing commu-
nication skills or acquire new skills. Fundamen-
tally, communication is a set of defined verbal
and non-verbal behaviours which can be observed,
recorded, coded and taught. Take for example the
simple behaviour of consciously trying to avoid
jargon when providing important information to a
patient. Jargon is not uncommon among clinicians

and a source of patient dissatisfaction. But when
it is pointed out to clinicians, and evidence that
it is associated with patient satisfaction is pro-
vided, most clinicians are willing to make a con-
scious effort to practise using explanations geared
to a patient’s level of understanding, which can
then become part of their clinical armamentarium.
The same is true for some of the communication
behaviours associated with cultural competency.
These may include simple behaviours such as learn-
ing how to greet people from another culture,
when shaking hands may not be appropriate, and
how to include different members of the family in
history-taking, to more complex behaviours such as
how to negotiate with the family about information
given to the patient when the news may be bad.
Because skills can be named, described and
observed, they can also be taught. The pre-
ferred method for learning communication skills
is in a simulated environment where standardized
patients or actors can be programmed to take the
part of patients and/or family members and scripted
to present challenges to learners. For example, in
Italy where the culture sometimes dictates that
families are told the information about a poor prog-
nosis before the patient, Costantini and colleagues
have programmed actors to take on the role of the
family member who insists that the doctor not tell
the patient bad news.>®> Working in small groups,
learners can then try out different strategies for
addressing this issue with the assistance of a facil-
itator or coach. This method also promotes group
participation and input and lets the learner try out
different strategies in a ‘stop and restart’ format.>®
Bedside teaching also presents numerous oppor-
tunities for learning how to address cultural com-
munication challenges. Whether in the clinic or
on rounds, senior physicians can create learning
opportunities by setting communication goals for
learners prior to patient encounters. For example
if a treatment team has bad news to communicate
to a family who does not speak their language, this
is an opportunity to discuss how to use a trans-
lator during the encounter. Issues such as where
people should sit, who should be addressed and
how to deal with emotions that might arise, can be
discussed ahead of time and then debriefed after
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the encounter. Methods of teaching these skills
are only limited by the imagination, and other
techniques such as spontaneous role play, case pre-
sentations, lectures and video all have a part to play
in teaching culturally sensitive communication.

Conclusions

Cross-cultural encounters in medicine are increas-
ing in association with globalization. Culture is
reflected in our communications with patients and
families®” and cultural practices can present a chal-
lenge to our attitudes towards key communica-
tions. Challenges which embody sorting out issues
such as ‘truth-telling’ may illustrate this well, since
on the one hand truth-telling is a central com-
munication challenge in cancer care, but on the
other cultures define truth differently. When fam-
ilies or persons other than the patient have been
the traditional decision-maker in illness, this may
challenge attitudes which favour patient autonomy
over family decision-making and suggests the need
to modify our practice — to negotiate with both
the patient and his or her family in regard to care
planning. This may require physicians to be aware
of their own beliefs and values and to develop
not only an understanding but a respect for the
beliefs and values of others.’® While guidelines
exist to help negotiate these differences for mutual
benefit?*>*° a basic awareness of the importance of
cultural difference is essential to the practice of
comprehensive cancer care.

Moreover lack of attention to cultural differences
can adversely affect the quality of medical care. In
non-Western cultures if the details of one’s cancer
are not shared with family members who are the
patient’s surrogate decision-makers or if an adver-
sarial relationship develops with those caregivers,
important information about the patient’s condi-
tion may go unheard. Likewise if a practitioner fails
to respect cultural norms regarding complementary
or alternative medicines, the patient or family may
feel disrespected. In Western cultures this is also an
important trigger for malpractice litigation.*! In a
Western country, one individual may wish to know
and understand all details of their cancer to support

their decision-making process, while another may
rely more on emotional rapport with the physician
to determine for the same process.

Taking a patient history is a routine part of med-
ical practice. Understanding concerns patients may
have about their treatment has been emphasized
as a key component in providing comprehensive
cancer care.*? We propose that knowing the impor-
tant areas to ask about when seeking to understand
the cultural aspects of a patient and family is also
a fundamental step toward comprehensive medical
care. Taking such a history involves attention to
key elements which result in a comprehensive
survey of areas that define culture (see Box 2.1).

Box 2.1 Taking a cultural history

Beliefs, Attitudes and Values that may influence percep-
tions of illness and the patient’s and family’s definition
of a life worth living. The recognition that while for
some cultures illness is a state which is shared by the
family and thus family members play an important part in
helping decision-making is quite different from situations
in which illness is a very private affair to be managed
between a person and their doctor.

Language and Health Literacy (role of interpreters,
accuracy of translation, metaphoric meanings, as well as
understanding of the medical condition and treatment
protocols). Use of jargon is an aspect of medical culture
which is endemic to discussions between doctors and
other health professionals but may confound and confuse
patients. For example ‘we’re going to do a biopsy’ may
mean little to a person in a rural community who has
scarce contact with the medical system.

Affiliations (community ties, religious and spiritual
beliefs). Religious ties are extremely important for many
patients and frequently religious beliefs may condi-
tion whether patients feel obligated to press ahead
with treatments that have little medically determined
value.

Network (social support system). Extended families,
religious communities and social groups may be an
important source of social support to the patient during
times of navigating the cancer crisis.

Economy (socioeconomic status and community
resources). Costs of illness may put significant strain on
the patient and family system so that ability to undergo
expensive treatments may not be an option for some
patients.

Ambiance (living situation and family structure). Living
in an ambiance which is satisfactory for one person may
not be an option for another; for example a bone marrow
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patient who is exposed post-transplant to chronically ill
persons or children.

Challenges (of work environment). Some work envi-
ronments are supportive to patients and others may leave
the patient with no alternative to retire, forcing a major
decision about a life change on the patient.

Likewise it is also important to be aware of com-
munication pitfalls that might occur when taking a
cultural history: These include:

e Making assumptions about the amount of detail
or information a patient may or may not want to
receive;

e Being aware of our own prejudices toward cer-
tain cultures which may get in the way of providing
them with optimum care;

e Disrespecting cultural norms about the role of
others in the patient’s illness;

e Overlooking the support of the patient’s ethnic
community in providing support;

e Assuming that because a patient is a part of a
social or ethnic group they desire information in
one way or another.

In sum it requires conscious intentionality or
‘emotional labour’ to adopt a strategy of openness
to understanding others’ cultural beliefs. Rather
than finding ourselves ‘reacting” to other cultures
when they clash with our belief systems, one might
include aspects of the cultural history in each
patient evaluation. This is consistent with a recently
articulated ‘patient-centred” model of communica-
tion in oncology where the role of the physician is
focused as much on healing the illness as treating
the disease.*> If this is so, then understanding how
culture can shape coping and communication will
deepen the relationship with the patient and family
and improve the outcomes of care. Understanding
culture can also enhance patient compliance and
contribute to reducing health care disparities for
minority and underserved patients. It also broadens
our perspective on the human condition.*+*°

Finally, educating clinicians as to the importance
of cultural issues and the need to develop a cultural
approach to patients is essential. While the Associ-
ation of American Medical Colleges has recognized
the importance of including training in cultural
competency, its implementation has not been stan-

dardized.?**” In many pluralistic societies opportu-
nities for teaching trainees cultural sensitivity and
competency exist in many patient encounters. We
need innovative approaches to mentoring students
and doctors-in-training, sharing cultural experi-
ences, and discussing cross-cultural differences dur-
ing clinical work. Observations on the meaning of
suffering in our communities of patients, and how
individuals and families cope when a member is
very ill or has died can provide a window on the
differences that exist between cultures. Taking a
cultural history can provide a tremendous amount
of knowledge regarding cultural differences and
similarities. Reflecting with students on how their
own families cope ditferently with illness can com-
plement the teaching of humanistic medicine in
a way that teaches not only tolerance to various
cultural practices but also how culture is woven
into the very fabric of human experience.

Key points

o Effective communication is a key component of
effective clinical care.

e Cultural competence is a key element within
communication skills. Culture impacts on patient
responses (e.g. to pain), and knowledge of and
attitudes toward illness, disease, death and health
care services.

e Culture impacts on the roles patients, family
members and doctors expect to play, preferences
for information delivery and how decisions are
made.

e Communication across cultures can be challenging,
especially if language barriers are present. Using an
interpreter and taking a competent cultural history
can be an important step in improving cross-cultural
encounters.

e Communication skills training is an important tool to
increase the cultural competence of cancer health
professionals.

Suggested further reading

Surbone A., Baile W.F. (2010) Pocket Guide to Cultural
Competence. Accessed at http://www.mdanderson.org/
icare
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Matthews-Juarez P., Weinberg A.D. (2004) Cultural Com-

petence in Cancer Care. A Health Care Professionals Passport,
Office of Minority Health, Health Resources and Ser-
vices Administration, U.S. Department of Health and
Human Services, Rockville, MD.
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Introduction

Psychosocial assessment has played and continues
to play a key role in the international development
of psycho-oncology. This development of psycho-
oncology has been spurred, in part, by research
that used psychosocial assessment instruments to
document the negative impact of cancer and its
treatment on patients’” emotional well-being. The
need to address these problems led to many of the
same assessment instruments also being used as
outcomes in research evaluating the benefits of
pharmacological and psychosocial interventions
for maintaining or improving patients’ emotional
well-being. In both instances, the field has
been advanced across cultures and countries by
having instruments available that possessed good
psychometric properties and were suitable for
use with people with cancer. In this chapter, we
identify and provide descriptions of psychosocial
assessment instruments commonly used in psycho-
oncology research, including multinational studies,
and summarize evidence regarding the relative
merits of these instruments. The focus of our
review is on anxiety, depression and distress
since these are among the most common ways in
which emotional well-being has been assessed in
psycho-oncology research.

More recently, there has been growing interest,
on an international scale, in extending the use of

psychosocial assessment instruments from research
into everyday clinical practice. This interest has
been driven, in part, by national clinical practice
guidelines and consensus statements which rec-
ommend that patients’” emotional well-being be
routinely assessed in order to identify patients
who may be in need of psychosocial care.!?
These recommendations have stimulated consider-
able research collaborations examining how well
brief assessment instruments function as screen-
ing tools for detecting clinically significant prob-
lems in emotional well-being. In this chapter, we
identify a number of brief psychosocial assessment
instruments that could be used for screening pur-
poses and summarize available evidence regarding
how well they might function if used for this
purpose.

The growth of psycho-oncology on an inter-
national scale provides exciting opportunities for
expanding collaborative research and making psy-
chosocial care available to more patients in more
countries and cultures. It also presents a challenge
since many psychosocial assessment instruments
were not developed with international and multi-
national use in mind. Consequently, in this chapter
we also review the issues involved in translating,
adapting and validating measures that were created
for use in one language or country for use in other
languages and countries.
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Major issues and available
evidence

Judging the relative merits of available psychoso-
cial assessment instruments for use with cancer
patients in any country or culture is a complex
task. Among the issues to be considered are: (1) the
criteria by which to select measures to review; (2)
the criteria by which to evaluate the measures; (3)
the evidence to be used as part of the evaluation
process; and (4) the evaluation of the available evi-
dence. In preparing this chapter, we are fortunate
to be able to draw upon two recently published
systematic reviews of English language psychoso-
cial assessment instruments used to measure anx-
iety, depression and distress in cancer patients.>*
We focus here on English language instruments
because most of the existing instruments either
originated in English or have been translated from
their native language into English. Since the pro-
cedures used to address the issues listed above
differ considerably between the two publications,
a description of the methods used in each review is
warranted.

Identification of instruments

and relevant studies

In 2009, Vodermaier and colleagues published a
systematic review designed to identify and evaluate
instruments used to screen for emotional distress
in cancer patients.* Toward this end, the authors
conducted searches of MEDLINE and PsycINFO for
English language studies using search terms con-
sistent with their operational definition of distress.
For purposes of this review, distress was defined as
‘a state of negative affect that is suggestive of affec-
tive disorders (i.e. minor or major depressive disor-
der and dysthymia), anxiety disorders, and adjust-
ment disorders (depressive, anxious, or mixed)’.*
Studies were included in the review if they
attempted to validate an interviewer-administered
or standardized self-administered instrument in a
sample of cancer patients. The review was further
restricted to studies evaluating measures comprised
of 50 or fewer items. This process led to identifi-
cation of 33 instruments. Table 3.1 includes those

instruments identified by the authors that were
evaluated in more than one study.

In 2010 Luckett and colleagues published a sys-
tematic review designed to identify and evaluate
instruments used to assess anxiety, depression and
distress in randomized controlled trials (RCTs) of
psychosocial interventions for people with cancer.?
Toward this end, the authors conducted searches of
MEDLINE, PsycINFO, Embase, AMED, CENTRAL,
and CINAHL for RCTs of psychosocial interventions
conducted with English-speaking samples of cancer
patients using search terms used in previous sys-
tematic reviews of psychosocial interventions for
cancer patients. The search was further limited to
the previous 10 years in order to give less con-
sideration to instruments that may have become
obsolete. The authors acknowledge that distress is
less well defined than anxiety or depression and is
often used as an umbrella term for any unpleasant
emotional experience. Consistent with this view,
they included instruments assessing mood, emo-
tion, or stress along with those explicitly described
as distress measures. This process resulted in iden-
tification of 30 instruments. Table 3.1 lists those
instruments identified by the authors that were
evaluated in more than one RCT.

As shown in Table 3.1, a total of 35 instru-
ments were found to have been evaluated in more
than one study by Vodermaier ef al* or more
than one RCT by Luckett et al.> Readers seek-
ing more information about a particular instru-
ment are guided to source references listed in
the right-hand column. Given the different search
methods, it is not surprising that only 5 of the
35 instruments were identified in both reviews.
The resulting list includes measures that assess
only depression, anxiety, or distress (e.g. BDI)
as well as instruments that measure more than
two or more of these constructs (e.g. HADS). It
also includes instruments in which items assessing
anxiety, depression, or distress are embedded with
items measuring other constructs (e.g. POMS).
Although the list is comprised mostly of self-report
instruments, it also includes interviewer adminis-
tered measures (e.g. HRSD). Based on the number
of studies identified in either review, the 10 most
frequently studied instruments in descending order
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Table 3.1 Evaluated measures of anxiety, depression and distress.

No. No. studies

Name Acronym Scales items (Review)? Reference
Beck Depression Inventory BDI Dep 21 4(V) (28)
Beck Depression Inventory I BDI-II Dep 21 10(L) (29)
Beck Depression Inventory-Short Form BDI-SF Dep 13 2(V) (30)
Brief Symptom Inventory BSI Anx, Dep, Dis 53 2(L) 31)
Brief Symptom Inventory-18 BSI-18 Dis 18 4(V) (32)
Calgary Symptoms of Stress Inventory C-SOSI Anx, Dep 56 2(L) (33)
Center for Epidemiologic Studies Depression Scale CES-D Dep 20 21(L), 4(V) (34)
Derogatis Affect Balance Scale DABS Anx, Dep 40 2(L) (35)
Distress Thermometer DT Dis 1 2(L), 15(V) (36)
Edmonton Symptom Assessment Scale ESAS Anx, Dep 9 2(V) (37)
Edinburgh Postnatal Depression Scale EPDS Dep 10 4(V) (38)
General Health Questionnaire-12 GHQ-12 Dis 12 2(V) (39)
General Health Questionnaire-28 GHQ-28 Anx, Dep 28 1(L), 2(V) (39)
Hamilton Depression Rating Scale HDRS Dep 21 2(L) (40)
Hospital Anxiety and Depression Scale HADS Anx, Dep, Dis 14 20(L), 41(V) (41)
Impact of Event Scale IES Dis 15 3(V) (42)
Memorial Anxiety Scale for Prostate Cancer MAX-PC Anx 18 3(V) (43)
Mental Health Inventory-18 MHI-18 Anx, Dep 18 3(L) (44)
Mood Evaluation Questionnaire MEQ Dep 23 2(V) (45)
Patient Health Questionnaire-9 PHQ-9 Dep 9 2(L), 2(V) (8)
Positive and Negative Affect Schedule PANAS Dis 5 5(L) (46)
Profile of Mood States POMS Anx, Dep, Dis 65 25(L) (47)
Profile of Mood States-11 POMS-11 Dis 11 2(L) (48)
Profile of Mood States-30 POMS-30 Anx, Dep, Dis 30 6(L) (49)
Psychological Distress Inventory PDI Dis 13 2(V) (50)
Psychosocial Screen for Cancer PSSCAN Anx, Dep, Dis 21 2(V) (51)
PTSD Checklist PCL-C Anx 9 3(V) (52)
Question - Single: Depressed Q-S:D Dep 1 6(V) (53)
Question - Single: Lost Interest Q-S:LI Dep 1 2(V) (53)
Question - Combined: Depressed and Lost Interest Q-C:D&LI Dep 2 3(V) (53)
Questionnaire on Stress in Cancer Patients-Revised QCS-R Dis 23 2(V) (12)
Rotterdam Symptom Checklist RSCL Dis 30 8(V) (54)
State-Trait Anxiety Inventory STAI Anx 40 30(L) (55)
Symptom Checklist-90-Revised SCL-90-R Anx, Dep, Dis 20 5(L) (56)
Zung Self-Rating Depression Scale ZSDS Dep 20 6(V) (57)

aL = Luckett et al.3; V = Vodermaier et al.*

were: the HADS, various versions of the POMS,
the STAI, the CES-D, and the various versions of
the BDI.

The review by Vodermaier e al.* evaluated the
psychometric characteristics of all the instruments
identified using the studies retrieved. As noted
above, the current chapter considers only those
instruments from this review that were evaluated

in more than one study with cancer patients.
Selected aspects of the psychometric evaluations of
these measures conducted by the authors appear in
Table 3.2.

In the review by Luckett et al.,> the instruments
identified underwent another level of filtering that
included elimination of measures deemed suitable
for use only in specific cancer populations as well
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Table 3.2 Summary of evaluative information for measures of anxiety, depression and distress.

Availability  Ability to
of identify
Instrument comparison treatment Screening Overall
acronym Reliability Validity data effects performance rating
Vodermaier Luckett Luckett  Luckett Luckett Vodermaier Luckett Vodermaier Luckett
etal., etal., etal., etal., etal., etal., etal., etal., etal.,
2009 2010 2010 2010 2010 2009 2010 2009 2010
BDI High High Excellent
BDI-SF Low Moderate Poor
BSI 0 5 10 5 0 50
BSI-18 High 0 5 10 5 High 0 Good 50
C-SOSI 5 0 0 0 27.5
CES-D High 5 5 5 10 High 10 Excellent 55
DT Moderate 0 5 5 5 Moderate 0 Fair 40
ESAS Moderate Fair
EPDS High Moderate Good
GHQ-12 0 5 0 Moderate 5 Good 27.5
GHQ-28 High 0] 0 5 0 High 5 Excellent 37.5
HADS High 5 5 10 10 Moderate 5 Good 77.5
IES High Low Poor
MAX-PC High Poor
MEQ High Moderate Poor
PHQ-9 High Poor
POMS 5 5 5 10 0 55
POMS-11 0 5 5 0 30
PDI High Moderate Good
PSSCAN High High Good
PCL-C High Moderate Good
Q-S:D Moderate Good
Q-S:LI Moderate Moderate
Q-C:D&LI High Excellent
QCS-R High High Good
RSCL High Moderate Good
SCL-90-R 5 5 5 5 0 47.5
Z5DS Low Moderate Poor

as instruments in which one third or more of
the items were considered likely to be confounded
by cancer or its treatment. Searches of databases
were then conducted for the remaining measures
to identify additional published studies besides the
RCTs that contained data regarding the reliability
and validity of the measures in English-speaking
cancer samples. As noted above, the current chap-
ter considers only those instruments from this
review that were evaluated in more than one RCT.
Selected aspects of the psychometric evaluations

of these measures conducted by the authors also
appear in Table 3.2.

Reliability

Both reviews conducted evaluations of the statis-
tical reliability of the instruments that met inclu-
sion criteria. In the review by Vodermaier et al.,*
the evaluation focused on the internal consistency
reliability of the instrument. Specific cut-points for
reliability statistics were used to classify an instru-
ment’s reliability as ‘low’, ‘moderate’, or ‘high’. In
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the review by Luckett ef al.,® the quality of the evi-
dence for reliability (both internal consistency and
test-retest) was assessed using a checklist adapted
from other reviews. Evidence quality was then
assigned one of three scores: 0 (no evidence or poor
reliability), 5 (inconsistent reliability or from one
or two studies only), or 10 (generally consistent
evidence for reliability from several studies).

Since the two reviews used different criteria, it
is not surprising that the few instruments rated
in both publications received differing evaluations.
For example, the CES-D received the best possible
rating (high) in the Vodermaier e al. review,*
but a rating indicating only limited or inconsistent
evidence of reliability in the Luckett ef al. review.?

More importantly, none of the instruments rated
by Luckett et al.> and summarized in Table 3.2
received the highest possible rating, whereas most
(83%) of the instruments rated by Vodermaier
et al.* and summarized in Table 3.2 received the
highest possible rating. This pattern suggests that
the criteria used by Luckett ef al.* were much more
stringent and might discount evidence of acceptable
reliability obtained in only a few studies.

Validity

Only one of the reviews evaluated validity as
defined in the classic psychometric sense. Specifi-
cally, Luckett et al.* considered the quality of the
evidence for each instrument’s convergent, diver-
gent, criterion and predictive validity with English-
speaking cancer populations. Once again, evidence
was summarized using a three-point scale: 0 (no
evidence or poor validity), 5 (inconsistent validity
or from one or two studies only), or 10 (gener-
ally consistent evidence for validity from several
studies). None of the instruments reviewed by the
authors and summarized in Table 3.2 received the
highest possible rating. However, several instru-
ments that are among the ones more widely used
in RCTs in psycho-oncology research (e.g. CES-D,
HADS and POMS) earned the second highest
rating.

Availability of comparison data
The availability of comparison data showing how
individuals in the general population and large

groups of cancer patients score on a psychosocial
instrument is extremely useful for both research
and clinical purposes. With regard to research,
these data can be used in observational studies to
understand the extent to which the average patient
in the sample under study is more or less anxious,
depressed, or distressed than the average person
in the general population or the average cancer
patient in a larger reference group. The data can
also be used in intervention studies to understand
the extent to which participants in an intervention
study were more or less anxious, depressed, or
distressed than the average person in the general
population or the average cancer patient in a larger
reference group before and after they did or did
not receive the intervention under study. With
regard to clinical work, these data can be used at
the level of the individual patient to understand
how much more or less anxious, depressed, or
distressed he/she is than the general population ref-
erence group or a cancer patient reference group.
Information of this type can be very helpful for
understanding the acuity of a patient’s need for
psychosocial care as well as the benefits a patient
may or may not have derived from the psychoso-
cial care he/she was provided. The usefulness of
comparison data is further enhanced when it is
also available for population subgroups based on
demographic characteristics (e.g. age and gender)
or disease or treatment characteristics in the case
of cancer patient comparison data. These features
allow for closer comparison of the sample or patient
of interest to a larger group of individuals with
similar characteristics.

Only one of the reviews evaluated the avail-
ability of comparison data. Specifically, Luckett
et al.* considered the quality of the comparison
data using a three-point scale: 0 (no or minimal
comparison data available), 5 (substantial compar-
ison data available from large-scale studies), or 10
(comparison data available for subgroups (e.g. age
and gender in cancer and general populations)).
Three of the instruments reviewed by the authors
and summarized in Table 3.2 received the highest
possible rating (i.e. BSI, BSI-18 and HADS). Six
other measures reviewed by the authors and sum-
marized in Table 3.2 received the second highest
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rating (i.e. CES-D, DT, GHQ-12, GHQ-28, POMS
and SCL-90-R).

Screening performance
As noted previously, there is considerable interest
on a national and international scale in extending
the use of psychosocial assessment instruments
from research into everyday clinical practice. Much
of this interest has focused on the use of psychoso-
cial assessments to routinely screen cancer patients
in order to identify those individuals experiencing
clinically significant anxiety, depression, or distress
who should undergo evaluation and/or be referred
to experts in psychosocial care. Toward this end,
numerous studies have evaluated the performance
characteristics of English language psychosocial
assessment instruments when cut-off scores are
applied for purposes of classifying the severity of
cancer patients’ anxiety, depression, or distress.
Evaluation of performance characteristics in this
regard typically involve evaluating the extent to
which the classifications obtained using the instru-
ment correspond with those that are obtained
using a ‘gold standard’ classification instrument.
For example, the utility of a cut-off score for an
instrument assessing depressive symptomatology
might be evaluated by performing comparisons
with those classifications obtained using an estab-
lished structured clinical interview to identify the
presence or absence of a mood disorder based on
DSM-IV criteria.’ Evaluations are often performed
by calculating the sensitivity and specificity of clas-
sifications based on the instrument under study
relative to those made independently using the
gold-standard measure. In this example, sensitivity
would refer to the proportion of people with a
mood disorder who scored at or above the cut-
off score on the instrument under evaluation, and
specificity would refer to the proportion of people
without a mood disorder who scored below the cut-
off score on the instrument under evaluation.
Both reviews conducted evaluations of the
screening performance of English language psy-
chosocial assessment instruments that met inclu-
sion criteria. In the review by Vodermaier et al.,*
specific cut-points for averaged sensitivity and
specificity statistics were used to classify an instru-

ment’s validity for use in screening as ‘low’, ‘mod-
erate’, or ‘high’. The evidence reviewed included
studies in which the instrument was compared
to classifications (based on increasing order of
strength) from clinical diagnoses to validated ques-
tionnaires to structured clinical interviews. In the
review by Luckett et al.,> the quality of the evidence
was evaluated in terms of the instrument’s criterion
validity relative to a diagnostic interview. The qual-
ity of the evidence was then assigned one of three
scores: 0 (no evidence or unsatisfactory screen-
ing performance), 5 (inconsistent screening perfor-
mance or from one study only), or 10 (generally
consistent evidence for screening performance).

Seven measures reviewed by Vodermaier et al.*
and summarized in Table 3.2 scored ‘high’ in
screening performance. They were the BDI, BSI-
18, CES-D, GHQ-28, PSSCAN, Q-C:D&LI and QCS-
R23. Only one measure reviewed by Luckett et al.’
earned the highest possible rating. It was the CES-
D, which also earned the highest rating in the
review by Vodermaier et al.* Three other measures
(i.e. GHQ-12, GHQ-28 and HADS) earned the sec-
ond highest rating. Of these measures, two (i.e.
GHQ-12 and HADS) were rated ‘moderate’ and
one (GHQ-28) was rated ‘high’ in the review by
Vodermaier et al.*

In addition to identitying the instruments that
scored highest among all those evaluated, it is
worthwhile to consider the screening performance
of brief psychosocial assessment instruments.
The rationale for focusing on this subset is that
the relative brevity of these instruments may more
readily lend them to routine use as screeners in
busy clinical settings across cultures and countries.
Adopting a criterion of 10 items or less as indicative
of brevity, seven brief psychosocial instruments
were evaluated in one or both reviews: the DT,
EPDS, PHQ-9, PCL-C, Q-S:D, Q-S:LI, Q-C:D&LI.
With the exception of the DT, these measures were
evaluated for their screening performance only in
the review by Vodermaier ef al.*

The Q-C:D&LI was the only instrument to obtain
the highest possible rating. The instrument consists
of two questions that correspond with DSM-IV
criteria required for diagnosing Major Depressive
Disorder.” Specifically, the questions correspond
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with the requirement that either depressed mood
or loss of interest or pleasure in usual activities
must be present along with four other symptoms
for Major Depressive Disorder to be present. Evi-
dence for the utility of this approach includes a
study conducted with terminally ill cancer patients
in which these two questions were found to possess
good sensitivity and specificity (>90%) relative to
diagnoses of major and minor depressive episodes
based on a structured clinical interview.®

Five other measures (DT, EPDS, PCL-C, Q-S:D,
Q-S:LI) obtained ‘moderate’ ratings. The DT was
also evaluated in the review by Luckett ef al.,> in
which it received a rating of ‘0’. This low rating
probably reflects a dearth of studies in which the
DT was evaluated relative to a diagnostic interview,
the principal evidence used to determine screening
performance in this review. Additional information
about the screening performance of the one-item
DT comes from a systematic review by Mitchell”
published in 2007 of the diagnostic accuracy of
the DT and other very short methods in detecting
cancer-related mood disorders. Of the 38 analyses
identified, 19 involved the DT. This number of
analyses is testament to the widespread interest in
the use of the DT as a screening measure. Among
the author’s main conclusions is that the DT and
similar very brief instruments comprised of one
to four items are relatively accurate as screening
measures in ruling out the presence of heightened
distress relative to longer methods;” on the other
hand, they are relatively inaccurate in ruling in the
presence of heightened distress relative to longer
methods.” In other words, among patients who
score below the cut-off on the DT a relatively
low proportion will be found to be experiencing
heightened distress using longer established instru-
ments; however, among patients who score above
the cut-off on the DT a relatively high propor-
tion will be found not to be experiencing height-
ened distress using longer established instruments.
These features suggest that the DT and similar
very short measures can be used by themselves to
successtully identify patients not experiencing clin-
ically significant distress. However, patients iden-
tified as experiencing clinically significant distress
using the DT and similar measures may need to

undergo additional evaluation to confirm these
findings.

The PHQ-9 is a nine-item depression screening
measure developed for use in primary care set-
tings® that has demonstrated excellent properties
as a screener for Major Depressive Disorder in a
variety of clinical populations.” When the reviews
by Vodermaier et al.* and Luckett et al.’> were
conducted, the PHQ-9 had yet to be systematically
evaluated as a screening tool with cancer patients.
In 2011, Thekkumpurath et al. published the results
of a study evaluating the PHQ-9 with this popula-
tion.? They found that it possessed good sensitivity
and specificity (i.e. >80%) relative to diagnoses of
Major Depressive Disorder based on a structured
interview using a cut-off score derived from the
study data. Assuming independent replication of
these findings, the PHQ-9 is likely to be positively
reviewed in future evaluations of psychosocial
assessment instruments used with cancer patients.

Overall performance

In both reviews, an overall performance rating
was assigned to each of the English language
instruments that were evaluated. In the review by
Vodermaier et al.,* the overall rating was derived
using decision rules that took into account the
relative merits of the instrument with regard to its
reliability, the criterion measures to which its per-
formance as a screening measure were compared,
and its performance as a screening measure relative
to the criterion measure(s) used. Accordingly, the
overall rating primarily reflects an instrument’s
performance as a screener. Based on these criteria,
four instruments summarized in Table 3.2 earned
the highest rating of ‘excellent”: the BDI, CES-D,
GHQ-28 and Q-C:D&LI In the review by Luckett
et al.,’> the overall rating was derived based on
differential weighting of the relative merits of an
instrument with regard to its: validity, reliability,
ability to identify treatment effects, performance
as a screener relative to a diagnostic interview,
available comparison data, number of constructs
assessed, length, ease of administration and cog-
nitive burden. The resulting scores (ranging from
0 to 100) thus reflect a relative broad-based eval-
uation of an instrument’s merits. Among those
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instruments summarized in Table 3.2, the five most
highly rated in descending order were: the HADS,
the POMS and CES-D (tied), the BSI/BSI-18 (eval-
uated as a single instrument), and the SCL-90-R.

Cultural considerations

Given the burgeoning international practice of
psycho-oncology,!° it is important to consider psy-
chosocial screening and assessment from a multi-
cultural perspective. Minimally, this involves the
use of existing measures to document the negative
effects of cancer and its treatment and to mea-
sure the outcomes of psychosocial interventions
among cancer patients in different countries and
cultures. Although many of the instruments in
Table 3.1 were initially published in English in
predominantly English-speaking countries, this is
not universally the case. For example, the RSCL!!
was developed by researchers in the Netherlands
and was originally published in the Dutch lan-
guage. Similarly, the QCS-R!? originated in Ger-
many in the German language. Before each of these
instruments can be used in another country, it
must be translated from the original language to
the language in most common use in the other
country.

Instrument translation is intended to produce
different language versions of an instrument that
are conceptually equivalent in another country
or culture.’® Translation from the original lan-
guage should produce a foreign language version
that is understandable, acceptable, and performs
as close to the original version as possible.!*!®
Use of the forward-translation and back-translation
procedures is a well-known and widely accepted
method of translating screening and assessment
instruments. This method involves several steps,!®
including forward translation, back translation,
pre-testing and cognitive interviewing or commit-
tee review, and development of the final version of
the foreign language version. Forward translation
of an English language instrument, for example,
involves a native speaker of the target language
with a high fluency in English translating the mea-
sure into the target language. The emphasis should
be on a conceptual translation, not a literal one.
Back translation uses the same approach as forward

translation, but the instrument is translated back
to English by a different translator, independent
of the first, who is a native English speaker and
who is fluent in the language from which the
instrument is being back-translated. Pre-testing of
the instrument should include persons who are
representative of those who will be administered
the instrument. So, for example, an English lan-
guage instrument designed to assess psychological
distress in cancer patients and translated into Italian
might be pre-tested with a sample of Italian hospital
inpatients who have recently undergone surgery
for newly detected cancers, as opposed to a sample
of men and women from the general population in
Ttaly. Similarly, within the United States, a Spanish
language version of an instrument might be pre-
tested with a group of individuals with cancer
who identify themselves as Hispanic or Latino
Americans with a preference for communicating
in Spanish. Cognitive interviewing after pre-testing
entails debriefing the respondents in detail about
each item and exploring their qualitative responses
to the items.!” Finally, the final version of the
instrument should take into account and reflect the
results of each of the steps outlined above.
Researchers and clinicians who have translated
a screening or assessment instrument into a lan-
guage different from the original often rely on
the initial validation study of the instrument to
score and interpret the translated instrument.!
This approach suggests, perhaps naively, that psy-
chosocial aspects of cancer do not differ across
countries or cultures. Before a foreign language
instrument can be used in a target country it should
be tested and validated for use in the population for
which it is intended. Validation also is important
because key words used in an instrument may not
translate well or may not even exist in another
language. For example, the literal translation of the
word ‘distress” into the French language does not
have the same connotations as the English word,
and according to Dolbeault et al.,'® can be translated
into a number of French words without or without
the French translation of the adjective ‘psycholog-
ical’. Although the English language version of the
DT refers only to ‘distress’, Dolbeault ef al.'® opted
to include a reference to the psychological state
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in their adaptation of the DT. Another pointed,
though relatively minor, example supporting the
need for validating a translated measure is item
nine of the HADS which includes the idiom ‘but-
terflies in the stomach’. Literal replication of this
expression in the Chinese language, for example,
seems to miss the intent of the item and there is
not an equivalent expression in Chinese.!?
Validation testing also is important because dif-
ferent language versions of an instrument may
perform differently from the original instrument.'*
Validation testing of a foreign language version
may establish a different latent structure for the
instrument, for example. Results of a validation
study by Leung ef al.'® of the Chinese version of
the HADS in a sample of Chinese medical stu-
dents yielded three factors rather than the more
commonly considered two-factor structure of the
original English language instrument. According to
the authors, the third factor was a ‘somatic” factor
reflecting a somatization tendency among Chinese
people. Other validation studies of the HADS also
suggest inconsistency in the factor structure of
this instrument when adapted and translated into
another language. See for example, studies of the
Ttalian translations of the HADS.?%2! Different lan-
guage versions of an instrument also may have
different cut-off scores for indicating clinically sig-
nificant problems in emotional well-being, reflect-
ing differences among countries and cultures.??
Translation of the DT is one such example. The
DT was first published in English in 1998.2% It has
been translated and adapted for use in a number
of languages and its psychometric properties exam-
ined (see Table 3.3). An initial validation study by
Jacobsen et al.** of the English language version
demonstrated that a cut-off score of 4 yields opti-
mal sensitivity and specificity relative to the HADS
and BSI-18 for identifying clinically significant dis-
tress. However, as shown in Table 3.3, the optimal
cut-off score varies by country; different language
versions perform differently. Most studies indicate
that a cut-off score of 4 maximizes sensitivity and
specificity relative to an established criterion; how-
ever, cut-off scores as low as 2 and as high as 7
have been reported. The cut-off score also varies
in relation to the characteristics of the patients

being screened and by the setting. Costantini and
colleagues®® further suggest that a cut-off score
should take into account the costs and benefits
of screening; these may vary over time, by the
socioeconomic status of a region or country in
which care is provided, and by healthcare system.!®
Ditferent circumstances may require different cut-
off scores.

Translation, adaptation and validation studies of
a foreign language version of an instrument pro-
vide some international perspective on the current
state of psychosocial screening and assessment. The
various translated versions of the DT, for example,
are evidence of the widespread awareness of the
need for psychological and social support of persons
diagnosed with and treated for cancer. Validation
studies of existing instruments serve to determine
whether an instrument is psychometrically sound
in the target language and may help to estab-
lish whether an instrument is equivalent to the
original language version. Whether scores on the
instrument are influenced by cultural factors is
more difficult to determine; although versions of
an instrument may demonstrate similar psychome-
tric properties, scores may be different in coun-
tries with different cultural patterns of perceiving
and expressing emotions as well as differences in
the promotion of emotional well-being.?”> Cross-
cultural validity may be challenging, if not impos-
sible, to determine. That is, although researchers
may postulate that differences in performance of
an instrument may be due to cultural or linguistic
influences,'® results of a validation study for an
instrument across diverse settings and samples of
patients cannot always be generalized to other
countries or different language versions of the
instrument.

Cross-cultural validity is most accurately estab-
lished with a multinational or international study,
wherein multiple translations of an instrument
are administered to a homogeneous study sample
across multiple countries or cultures, and differ-
ences across countries or cultures are examined in
systematic fashion.?® An example of this is a study
by de Haes and Olschewski,?” which investigated
the use of the RSCL as part of the ‘ZEBRA’ study, a
multinational randomized trial comparing standard
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chemotherapy or temporary ovarian ablation by
hormonal treatment for the management of node
positive stage II breast cancer in pre- or peri-
menopausal women aged 50 years or less. Patients
(n = 519) from 13 different countries divided
into 6 subsamples or clusters based on language
and cultural background (Eastern Europe, English-
speaking, Finland, French-speaking, German and
Latin) completed the RSCL at baseline and three
months after the start of treatment. Significant
differences between cultures at entry into the trial
were observed for each of the RSCL subscales:
psychological distress, physical distress, global qual-
ity of life and activity level. According to de
Haes and Olschewski,?” patients were differentially
distressed based on their cultural origin. French-
speaking patients, for example, reported a mean
of 34.9 + 23.0 on the subscale measuring psy-
chological distress versus 25.8 4+ 16.6 for patients
from the Eastern European countries of Hungary,
the Czech Republic and Slovakia. The level of
change from baseline to three months was also
different across cultures for psychological distress,
global quality of life and activity level, but not
physical distress. Patients from English-speaking
countries (Australia, Ireland and the United King-
dom) reported a mean decrease of 8.5 4 18.3
in psychological distress versus a mean decrease
of 0.1 4+ 18.5 for patients in the Latin cluster
(Argentina, Portugal and Spain). The authors spec-
ulated that experiential differences among cul-
tures might have accounted, at least in part, for
the study findings; that perhaps, for example,
patients from a more extraverted country might be
more inclined to express negative experiences and
that the way information is conveyed to patients
might differ across countries, resulting in differ-
ences in how patients adjust to their illness. The
authors suggested that, minimally, study results
could not automatically be generalized across the
various countries and cultures. In general, this
study suggests that multinational studies of screen-
ing and assessment instruments may serve to make
context-specific values available for comparison
purposes, improve the instruments themselves, and
help to develop revised international versions of
specific screening and assessment instruments.?>%7

Summary and conclusions

Numerous self-report instruments are available to
assess the key psychosocial constructs of anxiety,
depression and distress. Psycho-oncology profes-
sionals seeking to identify which measure(s) to
use in their research or clinical practice are well
advised to consider the relative merits of these
instruments in making their selection. Important
issues to consider include the reliability of the
measure, as indexed by its internal consistency as
well as its consistency of measurement over time.
Validity is also important and can be indexed in
multiple ways including convergent validity (cor-
respondence with measures of similar constructs),
divergent validity (lack of correspondence with
measures of dissimilar constructs), criterion validity
(correspondence with characteristics captured by
a non-test measure), and predictive validity (abil-
ity to predict future behaviour or performance).
Beyond the traditional considerations of reliability
and validity, the availability of comparison data is
of particular relevance in psycho-oncology. These
data can be used to understand the extent to
which an individual patient or group of patients
is more or less anxious, depressed, or distressed
than the average patient in the general population
or the average cancer patient in a larger reference
group. This chapter has provided detailed informa-
tion from two recent systematic reviews about the
relative merits of many commonly used English
language self-report instruments on these dimen-
sions. This information can be quite helpful in guid-
ing clinicians and researchers to better performing
measures.

Clinical case study

The following case example illustrates how psychosocial
assessment instruments can contribute to the care of
people with cancer. Ms Jones is a 55-year-old married
female who is about to start receiving chemotherapy for
treatment of stage Il breast cancer. The—Cancer Centre
where she is receiving treatment conducts routine screen-
ing for distress with all patients at specified intervals such
as the start of chemotherapy. Ms Smith’s score of 7 out
of 10 on the Distress Thermometer exceeds the cut-off
score of 4 used at this institution to identify distressed
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patients. A social worker at the centre subsequently
meets with Ms Smith who reports that she has felt increas-
ingly depressed since her breast cancer diagnosis. The
social worker administers the nine-item Patient Health
Questionnaire (PHQ-9) to further evaluate the extent
of Ms Smith’s depressive symptomatology. Ms Smith’s
score of 15 out of 27 strongly suggests the presence
of Major Depressive Disorder. Based on this finding, the
social worker refers the patient to a psychiatrist at the
centre who confirms the diagnosis of Major Depressive
Disorder using a structured clinical interview. Prior to
starting the patient on antidepressant medication, the
psychiatrist has the patient complete the Beck Depression
Inventory-Il (BDI-Il). Ms Smith’s score of 27 out of 63
on the BDI-Il indicates that she has moderately severe
depression and her responses to individual items show
that she is experiencing a variety of somatic and non-
somatic symptoms. Repeated administrations of the BDI-
Il at subsequent visits indicate that Ms Smith’s depressive
symptoms have markedly decreased following prescrip-
tion of antidepressant medication. After six months of
treatment, Ms Smith score of 14 on the BDI-II indicates
that her symptoms are of mild severity and diagnostic
interviewing confirms that she no longer meets criteria
for Major Depressive Disorder.

In recent years, there has been growing interest
in using psychosocial assessment measures to rou-
tinely screen cancer patients in order to identity
those individuals who are experiencing clinically
significant anxiety, depression and distress. These
data can then be used to decide which patients
might benefit from further evaluation or refer-
ral to experts in psychosocial care. Evaluation of
screening performance typically involves calculat-
ing the sensitivity and specificity of classification
made using the screening measure relative to those
made using a longer well-established measure or
another established method of classitying individ-
uals (e.g. a diagnostic psychiatric interview). This
chapter has provided detailed information from
two recent systematic reviews about the screen-
ing performance of a number of relatively brief
English language self-report instruments relative to
‘gold standard” classifications based on established
measures or clinician interviews. In addition, the
chapter includes information from other sources
bearing on the performance of two of the more
commonly used screening measures (i.e. the DT
and the PHQ-9). The information provided herein

can help to guide clinicians and researchers to
better performing screening measures.

The international scope of psychosocial oncol-
ogy necessitates that psychosocial assessment and
screening be considered from a multicultural per-
spective. Clinicians and researchers frequently
identity a self-report instrument developed in one
language that they wish to have available in
another language. Although simply translating the
measure from one language to another may seem
sufficient, the reality is considerably more com-
plex. Certain words and idioms may be difficult
to translate from one language to another and,
consequently, the wording of the original measure
may need to be adapted as well as translated.
In addition, one cannot assume that the validity
demonstrated by a measure in its original language
generalizes to the translated version of the mea-
sure. Indeed, there is considerable evidence sug-
gesting that different language versions of a mea-
sure can perform quite differently with regard to
validity. Accordingly, strong consideration should
be given to collecting new validity data by adminis-
tering the translated/adapted version of a measure
to native speakers of the language of the newly
created version. This consideration is particularly
important if a measure is going to be used in
a multinational study and data are going to be
aggregated or compared across linguistic or cultural
groups.

Key points

e Numerous self-report instruments are available to
assess the key psychosocial constructs of anxiety,
depression and distress.

e Psycho-oncology professionals trying to decide which
instrument to use are well advised to consider the
relative merits of various instruments with regard to
their reliability, validity and the availability of
comparison data.

e In trying to select a brief measure to be used for
screening purpose, it is important to consider its
performance relative to longer well-established
measures or to another established method of
identifying clinically significant problems (e.g.
diagnostic psychiatric interview).
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e The international scope of psychosocial oncology
necessitates that psychosocial assessment and
screening be considered from a multicultural
perspective.

e Adapting a measure developed in one language for

use in another language involves much more than
simply translating it.
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Introduction

The World Health Organization (WHO) 2006'
defines sexual health as a crucial aspect in the life
of a human being which includes sexuality, gen-
der identity and role, sexual orientation, eroticism,
pleasure, intimacy and reproduction. It is experi-
enced and expressed in thoughts, fantasies, desires,
convictions, attitudes, values, behaviours, practices
and relations. Sexuality affects almost every aspect
of human life: from the way one perceives oneself
as male or female to how we structure our self-
image, our relations with others and even some
aspects of our very sense of self or who we are
as persons. Therefore, the experience of a life-
threatening disease like cancer is accompanied by
deleterious and often permanent repercussions on
sexuality.

Cancer treatments include primary surgical ther-
apies and adjunctive chemotherapies and radio-
therapies resulting in hormonal and sometimes
physical changes to sexual organs. The sexual
sequelae of cancer and cancer therapies affect
sexual health (e.g. functioning, fertility) and sex-

ual well-being (e.g. desire, pleasure, sexuality).
These physical and emotional insults on sexual
health often entail changes to our body image
and to our sense of personal identity, thus influ-
encing the patients” perception of themselves
and their family. These changes make it diffi-
cult for individuals to engage in gender roles
and social practices that prior to cancer, defined
their lives.

Cancer, for many, has increasingly become a
chronic disease. Therefore, the impact of cancer
and its treatments varies depending on the phase
of the illness. During the active treatment phase,
patients may even come to consider their inti-
mate relationships mainly in connection to their
treatment needs and their concerns about their
survival. However, following active treatment and
into the early survivorship phase sexual problems
may persist and sexuality may be reduced to a
focus on sexual functioning or performance. This
maladaptive approach to sexual health is often
shared by patients, caregivers and providers and
can lead to lack of attention towards early sexual
health assessment and intervention. Thus, there is a
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failure to collect information and tackling sexually
related problems in clinical practice in a timely
manner to reduce the risk of poor sexual outcomes.
More specifically, the patient considers their sex
life from the point of view of ‘performance’, thus
neglecting the comprehensive and dynamic impact
of associated relational aspects. The inherent com-
plexity of the suffering that arises from the loss of
sex-linked and multi-factoriality aspects of life can
cause a profoundly altered and disaffected sense of
one’s masculinity or femininity.

Sexuality-related distress is very common among
cancer patients and their partners. Studies have
documented that about 1 in 3 cancer survivors
report sexuality-related distress, over two-thirds
experience sexual dysfunction and pain, 56%
endorse lower desire and pleasure, and 40%
encounter depression during the cancer experi-
ence.>’ The physical sequelae of cancer and its
treatments affecting sexuality may be temporary
such as in the case of loss of hair, asthenia, and
loss of body weight or swelling linked to the
administration of cortisone during chemotherapy.
While at other times, the physical impact is per-
manent such as the loss of the breast due to
mastectomy, and impotence following the resec-
tion of abdominal nerves during prostate cancer
surgery. In addition, there are relational aspects
like conflict within the couple or family that neg-
atively impact cancer survivorship and sexuality
outcomes. Many survivors endorse marital discord
as a stressor that facilitated their cancer.* Prob-
lems might also arise in couples who believe that
past events might have contributed to causing
the cancer, consequently feeling a sense of guilt.
This is relevant in the case of cervical, anal and
oral cancers due to sexually transmitted human
papillomavirus (HPV) infection that resulted in the
cancerous cellular changes. Other people might feel
that cancer is contagious and therefore engaging
in sexual activity may ‘spread’ the cancer to the
partner. Some may feel very unattractive due to
the surgical site, and disfigurement due to surgery
and/or radiation. Guilt feelings can also arise and
interfere with one’s state of mind in which an
individual is unable to feel free to enjoy fantasies
and desires.

Sexuality, gender and cancer:
common aspects and cultural
variables

Lévi-Strauss defines culture as the expression of
thought systems in the world, a means of commu-
nication in many ways similar to spoken language.’
This means that, in an era of globalization, knowing
the cultural variables is essential to understanding
patients’ communication systems and to provid-
ing them with the best possible biopsychosocial
assistance.

Through its powerful effects on the biological
sphere, cancer inevitably produces changes in the
equilibrium of marital relationships and in the rep-
resentation of the Self, both physical and relational.
Sexuality is the watershed between the biological
and social spheres of individuals. The management
of a man-woman relationship represents, at the
same time, the invasion of culture in nature and
vice versa, insofar as sexual drives are among the
instincts that most need to be stimulated by another
person, thus configuring a paradigmatic example of
social life within nature.

In particular, pathologies like those of the breast,
cervix, ovary, prostate and testicles, which are
specifically correlated to sexual function, have
more evident repercussions on gender identity and
sexual health. For a man, infertility and impo-
tence may constitute a blow to his deep sense of
manhood. In the same way for women, the loss
of their menstrual cycle, hormone alterations and
mutilations of their genitalia may alter the way
they perceive their femininity, making them feel
prematurely elderly, or may create embarrassment
during intercourse. After a hysterectomy, for exam-
ple, some women report concern that their lack of
uterus might be experienced or ‘felt” during sexual
intercourse. Post-operative consequences like the
presence of an ostomy in the case of bladder and
intestinal cancer, or of a mastectomy following
breast cancer, can considerably alter the patients’
body image and possibly affect their interest in
sexual activity.

The cancer site and the form of the surgical
and radiation scars influence a person’s appear-
ance, body image, sexual functioning, the partner’s



attitudes and behaviours regarding intimacy and
the marital relationship. Therefore, the impact of
cancer on sexuality must be understood in terms of
the specificity of the problems associated with the
biological and clinical aspects, the physical seque-
lae, and of the patient and partner’s perception that
is shaped by his or her culture of reference.

Most of the literature on the medical or psy-
chosocial treatment of cancer is grounded on data
collected among the White populations of the
United States and the United Kingdom, thus rais-
ing the risk that a specific cultural model might
be elevated to a normative value of reference.
Investigations of the cancer experience that include
other countries, ethnic groups and cultures make it
possible to understand the global human impact of
cancer, thus addressing unmet needs.

Sexuality and prostate cancer

Since the 1990s, there have been an increasing
number of studies on the quality of life of patients
suffering from prostate cancer, highlighting the
emotional scope of this disease. Erectile dysfunc-
tion and loss of libido represent the main clinical
sequelae of prostate cancer. Pharmacological ther-
apies are not very effective at treating the sexual
sequelae and are still quite controversial, to the
extent that only 60% of the patients follow these
therapies one year after diagnosis. The reasons for
this attitude have been singled out in the persisting
cultural stereotype that requires men to be sexually
virile.® Due to the lack of resources and thera-
pies to address sexual dysfunction in male cancer
patients and survivors, it is probable that many
couples respond with a sense of the inevitability
of symptoms that are experienced rather like the
unavoidable consequence of age. The ditficulty
of recognizing the emotional distress that might
arise from impotence and the often associated uri-
nary incontinence are reflected in the tendency to
underestimate the importance of the loss of sexual
function in older age, in general.

Recent studies on the quality of life in the
Western world have clearly shown that erectile
dysfunction causes distress, marital dissatisfaction
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and a feeling of loss of status in one’s family and
social role. The ensuing affective withdrawal also
affects the patient’s partner who, due to gender
roles (e.g. feelings of helplessness and inadequacy
at not being able to arouse her partner), appears to
be at increased risk for distress.” In some cultures,
for example the Mediterranean, cultural pressure
determines an equation between sexual perfor-
mance and identity that enhances the need and
pursuit of sexual performance, thus establishing a
vicious circle that strengthens sexual inhibition.

In the United States, African Americans are con-
sidered to be at greatest risk for prostate cancer and
have the highest incidence and mortality. Healthy
People 2020® estimates a 34% higher risk, and Cancer
Facts & Figures® reports a 2.4 times greater mortality
rate than in European men. This population group
also suffer from greater prostate cancer-induced
distress.!® A tendency to equate cancer with a
death sentence and the trauma of the loss of their
‘manhood’ is a further impediment to attending
screenings and specialist examinations, even in the
presence of symptoms. The patient may adhere to
the cultural value of avoiding the ‘sick role” per-
spective, and assuming a stoical attitude, denying
symptoms indicative of an illness. Thus they may
resort to seeing a physician only once their body
is already debilitated, which contributes in turn to
the late-stage diagnosis experienced among African
Americans.

Health care system challenges create barriers
in access to and utilization of care. In addition,
diffidence due to medical mistrust and tribal taboos
may serve as further obstacles in relating to their
medical providers. Given the greater burden of
prostate cancer among men of African descent,
studies addressing screening efficacy, survivorship,
health-related quality of life (HRQOL), and
psychosocial including sexual health care are
necessary.

Data is still scant on the effect of prostate cancer
on HRQOL and sexuality among the Chinese pop-
ulation. However, the response of these patients
to erectile dysfunctions, their psychological dis-
tress and quality of life appear to match those
recorded in the Western world, are shown to be
slightly heightened by a traditional culture that
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emphasizes the manliness-sexual potency equa-
tion.!! In marital relationships, the consequences
of prostatectomy (urinary incontinence and impo-
tence) have been found to worsen the quality of
life of patients” partners in terms of psychological
stress, loss of a sex life and social activities.!?

A comparative analysis between data on West-
ern (European and American) and Japanese
patients reveals significant differences. Japanese
men appear to suffer a greater level of impairment
of their sexual function but nonetheless seem to
be less concerned about the loss of their sexual-
ity,?’ resulting in a lesser impact on their quality
of life. Given that there is no apparent biological
explanation, the said difference has been attributed
to cultural factors. Their prevalently indirect way
of communicating, aimed at avoiding situations
of conflict, may play an important role in their
tendency to not express their needs and/or feelings
of loss associated with their sexuality. In Asian cul-
tures, relations are aimed at the pursuit of harmony
rather than on building intimate relationships, as is
the case in the Western world. The driving principle
is to respect the other person’s individuality to the
point where people refrain from interfering with
questions or expressions of dissent or concern that
could create conflict and/or disagreement.'*

Understanding cultural attitudes towards emo-
tional expression is an important parameter for
evaluating data on quality of life. A comparative
study between American, Asian and Hawaiian men
suffering from prostate cancer identifies Filipino
men as the group with the greatest difficulties and
the lowest scores in quality of life assessments. This
datum is interpreted as the expression of a cultural
attitude that shows a greater acceptance of the
expression of emotions within the Filipino culture
compared to other Asian groups.!’

Sexuality and gynaecological
tumours and breast cancer

Tumours of the breast and of the female repro-
ductive system affect women in essential aspects
of their gender identity, which in turn determines
specific fears about their body image, sexual iden-
tity and emotional life. Data found in the litera-

ture estimate that, in the Western world, between
50-80% of the women operated for breast can-
cer report sexual dysfunctions during the first six
months after surgery. By the end of the first year,
roughly 90% of these women resume a normal
sex life although some problems may persist, for
example lack of libido (60%), dyspareunia (38%),
frigidity (42%), vaginal dryness (30%), vaginis-
mus, and brief intercourse and orgasm disorders.

Chemotherapy and hormone therapy are corre-
lated with the worsening quality of sexual rela-
tionships although female sexual dystunctions are
extremely complex to evaluate insofar as they
appear to be equally produced by possible relational
and affective problems. Among young women
especially, a core concern is that changes in
their body image might affect their ongoing and
future relationship with their partners. The need to
address the issue by also involving their partners
is highlighted by data that correlate the distress of
women with breast cancer to the distress of their
partners, and to the communication style within
the couple. Cancer patients” partners often repre-
sent their principal source of support!® although
the tendency to shoulder caregiver responsibility is
an aspect strongly linked to a women’s roles. Men
may feel insecure and hampered in providing their
partner with adequate support. Controlling their
emotions, which is an important feature of a man’s
identity, may be expressed via rejection and avoid-
ance mechanisms that can make the woman feel
isolated and misunderstood. This affective rejection
may inhibit the couple’s intimate relations and the
transition from caregiver to sexual partner, both
during and after the end of treatment.

The correlation between body image, sex life and
concerns about becoming a burden for their partner
and family seems to have a transcultural aspect.*

A comparative study among Europeans, Chinese
and Japanese women on the emotional impact of
breast cancer and their perception of the support
received from their husbands revealed that, given
an equal need of closeness and affective depen-
dence, Japanese and Chinese women expressed
more difficulties in the light of a cultural model that
requires greater self-sacrifice with respect to one’s
sexual needs and to the family’s need of care.!” The



difficulty faced by Asian women in expressing their
needs, which appears to also hinder them from
seeking help from support groups, is that speaking
in intimate terms, for example about one’s sexual-
ity, is considered to be shameful.!®

Taboos linked to female sexuality are consis-
tently present throughout the Asian world, where a
woman'’s sex life is still primarily for the purpose of
reproduction. Thus, information on Asian women'’s
sexuality is scarce. Data collected on women in
Malaysia, China, Korea and India highlight that, in
most cases, a cancer affecting reproductive organs
puts a temporary and sometimes lasting stop to a
woman’s sex life.!” The belief still seems to exist
that all cancers are contagious, and thus engaging
in sexual intercourse with a woman with breast
cancer will put her partner at risk for cancer.
Cultural prejudices are so deeply rooted that such
an occurrence is not manifested as malaise, and a
woman’s adjustment following cancer is directed
at her functional and familial obligations; thus her
concerns seem to focus more on how to continue
managing her domestic chores. The presence of a
female health care professional (doctor or nurse)
can be of great help in overcoming embarrassment
about discussing issues of sexuality. This consider-
ation is important in outlining strategies aimed at
overcoming cultural barriers and facilitating partic-
ipation in screenings, which is something difficult
to achieve among Asian women.

There are contradictory results from the Islamic
world: some studies indicate a greater satisfaction
among Muslim women than Western women for
the support received from their husbands and
their family;?%?! other data suggest concern about
undergoing screening tests due to the possible reac-
tion of their husbands following diagnosis of an
oncological pathology, and for having violated reli-
gious taboos relative to exhibiting their body.????
These studies generally focus on how the concern
of Muslim women in coming to terms with the
disease is more oriented towards accepting the
will of God while the changes in their body are
of secondary importance compared to issues of
spirituality, including in their love relationships.

However, a qualitative research study on the cor-
relation between cancer and sexuality conducted in
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Morocco revealed the difficulty of investigating this
issue in a conservative social context such as that
of the world of Islam.?* Prudery, shame, personal
and religious prejudices on sexuality represent the
major hindrances: ‘sexuality will stir up the cancer’,
‘making love would drain my energy’, as well as
women’s concern that gynaecological cancer is a
contagious disease. Doctors’ scarce attention to the
impact of the disease on women’s sex lives and
emotions has been correlated to concerns about
not having the necessary skills and to a persist-
ing prejudice against the importance of sexuality
compared to issues of survival. This qualitative
study also reports that among the women inter-
viewed, 50% of the cases diagnosed with can-
cer resulted in separation from their husbands.
In some of these cases the separation was initi-
ated by the cancer survivor, because of the cou-
ples” inability to accept the physical changes in
the woman’s body brought about by the disease
were experienced as a and the perceived loss of
femininity.

Similar results are revealed by a study on breast
cancer and sexuality recently conducted in Sudan.
Cultural prejudice and embarrassment among both
physicians and patients negatively affect the atten-
tion focused on sexuality and relative psychosocial
needs. Treatment-induced changes in the women's
body image negatively affected their perception
of being sexually attractive in 55% of cases and
their sexual relationships in 58% of cases. Most
of the women involved in this study had under-
gone a mastectomy without reconstruction. Ethnic
factors and the patients’ cultural level contribute
to the difficulties found in addressing sexuality
issues. Women with a higher level of education
reported more positive sexual satisfaction. Indeed,
sexual needs represent an extremely private issue
among Sudanese women from regions with a lower
level of literacy, making it difficult to tackle it in
a straightforward manner, even with their own
husbands.? Recently married and younger women
reported fewer sexual disorders (P = 0.030). Their
husbands’ support was evaluated positively by 79%
of the patients, being defined as economic support
in 80% of cases, while only 10% reported receiving
emotional support.



44 Clinical Issues

Women'’s concerns about undergoing a physical
examination of their breast and/or reproductive
system represents a sensitive aspect in admin-
istering treatment, also for Muslim women liv-
ing in Western countries. Data collected in the
United States highlight a certain reluctance and fear
among Muslim women who experience the pre-
scription of Western medicine to undergo routine
tests as being intrusive on their rights to privacy
and not have their private parts examined.?®

Ritual and/or religious practices represent a crit-
ical factor in the correlation between disease and
sexuality in several cultural contexts. For Indian
women, their menstrual cycle represents a way of
cleansing their body of impurities, and an eventual
hysterectomy consequent to a cervical cancer can
be rejected insofar as it precludes the possibility
of being purified and of maintaining their sexual
appeal.?’

Sexuality and gastrointestinal
and bladder cancer: stoma
patients

The presence of a stoma following surgery repre-
sents a great hurdle in a person’s sex life, and is
often not mentioned by patients. Specific dysfunc-
tions, stoma care during intercourse and changes
in one’s body image represent the major problems
that these patients face in their intimate rela-
tionships and sex life. The location and the type
of stoma are another important variable. Com-
pared to patients with an ileostomy, colostomy
and urostomy cases appear to have more serious
consequences as they are associated with opera-
tions in the pelvic area that might damage nerves,
thus giving rise to: (1) erectile and/or ejaculatory
dysfunctions (i.e. dry orgasm) in men, and (2) vagi-
nal dryness, dyspareunia and perineal numbness
in women. Furthermore, the outflow of organic
material from an ileostomy is less characterized by
faecal odour, making intimate and social relation-
ships easier.

In literature, the incidence of erectile dystunc-
tions following a colostomy is estimated to be
between 43-100% and similar data are reported

among patients with urostomy. Problems of ret-
rograde ejaculation (dry orgasm) are detected in
approximately 21% of the patients. Fewer research
studies have been conducted on the sexual dys-
functions of stomatized women, although dyspare-
unia was reported in 77% of the cases, especially
during the first post-operative year.?®

In these patients’” intimate relationships, they can
be particularly sensitive to fear of lack of control
over their intestinal or urinary functions and that
the odours, sounds or sight of the ostomy might
cause disgust in their partner. Stomatized patients
are in fact particularly aware of the proximity of
the points of excretion to their erogenous areas,
this situation adds to sexual discomfort and sexual
activity avoidance.

The involvement and support of the partner
plays an important role, although this leads us
to assume the existence of gender-linked differ-
ences. Women appear to more actively pursue
social support although, in their love relationships,
they are penalized by their partners” greater diffi-
culty in passing from the role of caregiver to that
of sexual partner. This gender-linked sensitivity
makes women more vulnerable than men in terms
of the importance attributed by women to their
body image and to physical appeal in their sex
life. From the point of view of body image and
a personal sense of identity, such a sudden and
important change as the one arising from the pres-
ence of a stoma is difficult to accept. After surgery,
many patients experience a breakdown in their
self-esteem and a drop in self-confidence resulting
in their perception of no longer being sexually
attractive to their partners. For these patients, the
possibility of receiving specific psycho-oncological
support plays an important role in resuming their
normal love lives. Understanding the outcome of
surgery in the pre-operative phase is important to
maintaining one’s body image. Moreover, for some
people, body image and self-esteem are closely
related and it is important for these aspects be
recognized and address in order to avoid provoking
phobic attitudes and fears of abandonment and
isolation.

The quality of stomatized patients’ interper-
sonal relationships and quality of life has been



investigated in a cross-cultural study, which found
the geographical origin of the individual to be the
principal sensitive factor.?’ The data collected refer
to Europe and the Mediterranean Basin. German
patients — without revealing significant differences
in terms of gender identity or the level of educa-
tion and social class — achieved higher scores in
quality of life assessments. Muslim patients scored
the lowest. The reason was identified as lying in
the expectations raised by the information received
before surgery, the focus on education in stoma
care and the acceptance thereof in the social com-
munity of reference. The situation in Europe varies
widely in terms of the provision of specialized
health care and recognition of the psychosocial
needs of these patients. The study recorded the
tendency to provide fewer health care services in
South European countries, especially outside the
large hospital facilities. Psycho-educational training
on stoma care is of great relevance in the resump-
tion of a patient’s sex life and it is important that
their partner is also included so that potential fears
with respect to damaging the stoma, the possible
outflow of faeces or odours and flatulence can be
tackled.

Men who have sex with men (MSM), face spe-
cific problems that are insufficiently addressed in
clinical practice. To date, homosexuality is still
perceived as a sensitive issue and may determine
the risk of intervening in a way that is inade-
quate to these patients’ specific sexuality problems.
Among MSM who practice anal intercourse, the
way they express their sexuality can be profoundly
modified in case of abdominal-perineal resection
of the rectum entailing the closure of the anus
and the removal of the rectum. Moreover, in gay
cultures, special importance is given to physical
appeal as a component of sexual attraction and
the presence of a stoma negatively affects patients’
relationships and their possibility of making new
acquaintances.>°

Transcultural data on the impact of the presence
of a stoma on sexuality are still scarce. In some
cultures, such as in Asia, the traditional discre-
tion in addressing issues related to sexuality is
magnified and scant data exist on the dimension
and the characteristics of the problem. A study

Sexuality and Gender 45

on the Chinese population in the United States
tracks this difficulty to Chinese men’s preoccupa-
tion that discussing their weaknesses is tantamount
to falling short of their social role (‘losing face’) and
medical examinations are therefore experienced
as aggressive and invasive on the part of their
interlocutor.?!

Among Muslim populations, specific problems
are linked to the religious factor which entails social
isolation, losing one’s social role and compromising
their personal identity. A large proportion of the
literature found that stoma care makes it difficult
for Muslim patients to take part in ritual prayer —
both in private and in the Mosque — and to prac-
tise fasting during Ramadan. The Muslim religion
dictates on the purification rituals that are to pre-
cede the five daily prayers; these require cleansing
rituals that oblige patients to remove the covering
of the surgical site often, irritating the surrounding
skin. Furthermore, believers might feel that the
cleansing practices are insufficient, making them
feel impure due to the presence of the stoma or
embarrassed by the odours and noises while par-
ticipating in collective prayers. These complications
give rise to renunciation and avoidance behaviours,
with a subsequent worsening of general quality of
life and interpersonal relations.

Similar difficulties have been recorded among
Orthodox Jews who try to comply with the dictates
of the Shabbat, which bans the use of running
water on Saturdays, and also among some Asian
cultures like the Sikh and Hindu, who associate
prayer with bodily purification and cleansing ritu-
als. Among Orthodox Jewish women, the presence
of a stoma may represent a hindrance to resum-
ing their sex life after the prescribed ritual bath
(Mikvah) at the end of their menstrual cycle. This
purifying bath must be taken completely naked —
precluding a stoma bag — and this creates a situation
that is difficult to handle, especially in the pres-
ence of an ileostomy or urostomy, which provokes
frequent and uncontrollable leakages. In addition,
Muslims, Sikhs, Hindus and some Buddhists are
conditioned to only use their left hand for dirty
activities like washing their anal and pubic area,
making stoma care impossible as it requires the use
of both hands.
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Cancer, infertility and
sociocultural aspects

Cancer can impact intimacy, sexuality and fertility
at some point during the cancer journey. Infertil-
ity is the term used when a woman cannot get
pregnant. If a woman keeps having miscarriages,
this is also called infertility. Infertility may be due
to problems in the man or woman. In devel-
oped countries and to some degree in developing
countries, more women are choosing not to have
children, and the way that infertility is perceived
and the social pressure for women and men to have
children has changed over the years.>*>* Infertility
remains a medical condition that affects 1 in 8
couples of reproductive age in America.>® Cancer
is a major contributor to infertility; and this trend
is increasing globally as cancer incidence is grow-
ing worldwide. Between 1975 and 2000, cancer
increased in incidence for all age groups <45 years.
There is evidence that this increase has declined in
15-29 year olds, following a peak in the late 1980s
and early 1990s.?¢ With the increase in survival,
young patients and their partners now face a multi-
tude of overwhelming quality of life and treatment
side-effect issues such as infertility or impaired
fecundity.’” The human impact of cancer often
includes some physical and psychological distress
that diminishes over time; however, this distress
can be even more devastating and traumatic among
young cancer survivors and families, and among
some cultural groups.

Health disparities in infertility and
cancer: a global perspective

By 2030, the global cancer burden is expected
to nearly double, growing to 21.4 million cases
and 13.2 million deaths.?® The WHO publication,
Global Burden of Disease 2000, reported that 18% of
five-year female survivors who had reproductive
cancer, which includes cervix, uterus and ovary
cancers, may suffer infertility, and 20% of five-
year male survivors who had genitourinary cancer,
which includes prostate and bladder cancers, may
suffer impotence and incontinence.?’

Annually more than 130000 cancer patients
are diagnosed in their reproductive years (up to
age 45) in the United States,*® various cancer
treatments — including surgery, chemotherapy
and radiation therapy — can cause infertility under
certain circumstances.*! Currently, besides a
national registry to which the majority of infertility
clinics contribute on a voluntary basis,*? there is
no national data on the statistics of infertility or
impaired fecundity after cancer treatment, or of
infertility in general amongst multiethnic groups
except White, Black and Hispanics.>”

One of the goals of Healthy People 2020 is to
improve sexual health.® A recent report suggested
African Americans had twofold increased odds
(95% confidence interval (CI)) of infertility com-
pared with Whites after adjustment for socioe-
conomic position (education and ability to pay
for basics), correlates of pregnancy intent (marital
status and hormonal contraceptive use), and risk
factors for infertility (age, smoking, fibroid presence
and ovarian volume). The corresponding odds ratio
among all women was 1.5 (95% CI, 1.0-2.2). Ditfi-
culty paying for basic gynaecological medical care
and ovarian volume were associated with infer-
tility among Black but not White women.*> The
report corresponded to the 2002 CDC NSFA data
that infertile couples are more likely to be Black
(11.5%) than Hispanic (7.7%) or White (7.0%).
Therefore, in the United States, Hispanics (57.8%)
and European-Americans (57.9%) compared to
Black (44.3%) are less likely to have fecundity
issues. Most infertility services were used by older
childless women (e.g. 29% aged 40-44 years), mar-
ried childless women (24%), non-Hispanic white
women, and women with higher levels of educa-
tion and income.>

What are the causes of infertility
in cancer patients?

Figure 4.1 outlines the major physical, social and
other determinants of infertility, and the per-
centage distribution of incidence in males and
females.>” The review of the literature by Huddle-
ston et al. suggested that the clinical significance
of these differences and the biological versus social
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Figure 4.1 Factors affecting fertility?” was informed by the American Cancer Society (2010)%%%7 and Chandra et al.
(2006).68
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underpinnings remain to be determined; further
research is needed to fill the gaps in understanding
of these racial and ethnic disparities and their ori-
gins.** Cancer patients may face different fertility
issues including difficult fertilization after cancer,
infertility, or impaired fecundity along with com-
pounded psychosocial distresses.

Different types of cancers, tumours and can-
cer treatments (i.e. surgery, radiation therapy,
chemotherapy and certain medications) may result
in infertility among cancer patients. Various
aggressive cancer treatments in female patients
which may affect fertility and/or cause infertil-
ity include radical cystectomy, hysterectomy, bi-
lateral oophorectomy and fallopian tube removal,
chemotherapy, radiation of genitalia, radiation of
brain and medication therapy. Cancer treatments
in female patients may cause direct damage to
ovaries, tubes and uterus, including depletion in
number of oocytes and hormonal imbalance result-
ing in early menopause, germ cell failure leading
to premature ovarian failure (POF), uterine and
tube fibrosis, uterine vascular insufficiency, and
secondary damage to menstrual cycle and preg-
nancy from brain radiation.*°

Many aggressive cancer treatments for male
patients affect fertility; these treatments include
radical orchiectomy, chemotherapy, radiation of
genitalia, radiation of brain and medication ther-
apy. Potential impacts of cancer treatments include
germ cell failure, azoospermia, damage to sperm
duct, damage to pelvic nerves or blood vessels,
secondary damage to testicle from brain radiation,
which may result in gonadal dysfunction and infer-
tility.*> Testicular cancer patients are often diag-
nosed at a young age; potential long-term sequelae
after testicular malignancy treatments may include
the above negative effects as well as Leydig cell
dysfunction and testosterone deficiency.*®

What are the options?

People from different cultures, religions, family
backgrounds and generations, with different educa-
tion, acculturation level and knowledge, resources,
information access and individual values may

find different solutions and decisions when fac-
ing infertility. This can be more complicated and
difficult among cancer patients, survivors and
families. Some negative solutions may include
abandonment, divorce and remarriage or even
polygyny.*® For a male who wants to become
a father, parenthood options may include nat-
ural conception, sperm banking, testicular tissue
freezing, assisted reproduction technology (ART),
instillation of methylene blue dye to open the
sperm duct, testicular sperm extraction (TESE),
sperm donation, adoption and fostering. For the
female who wants to become a mother, parent-
hood options may include natural conception, in
vitro fertilization (IVF),** embryo, egg or ovarian
tissue freezing, in vitro maturation, ovarian transpo-
sition, radical trachelectomy, using GnRH analogue
and oral contraceptives to reduce activity in the
ovary and save eggs during chemotherapy, eggs
or embryos donation, gestational surrogacy, adop-
tion, and fostering. There is also increasing use of
complementary and alternative medicine (CAM) in
treating infertility.

Tissue banking and fertility
preservation

Women are born with a fixed number of eggs; stud-
ies show that the quality of a woman’s eggs begins
to decline after the age of 32. In the mid thirties,
the rate of follicle loss accelerates, resulting in fewer
and poorer quality eggs, making conception more
challenging. Ultimately, the diminishing number
of eggs in the ovaries will result in menopause.
Men’s sperm parameters peak between ages 30-35
years; and fertility diminishes to some extent after
age 40-50. Nowadays, tissue banking and fertil-
ity preservation are strategies for women or men
who wish to pursue their family at a later age.
For some cancer patients and survivors, especially
young survivors, sperm, ova, embryo, ovarian and
testicular tissue banking can be helpful to achieve
fertilization in the event of ovarian or testicular
failure. Tissue banking and fertility preservation are
suitable for populations who are anatomically able
to conceive.



Improved IVF technology as a
therapy for infertility among
cancer patients

Techniques to successfully harvest and store repro-
ductive cells have vastly improved over the past
two decades. Fertility preservation is still an emerg-
ing discipline, but advances in medical proce-
dures and technology in the last several years
are providing new options for patients. How-
ever, in vitro fertilization (IVF) pregnancy rates are
influenced by multiple factors including genotypes
with predisposition toward autoimmune disease
and ethnic group membership. One study con-
ducted in the United States revealed that African
women experience lower IVF pregnancy rates
than Caucasians and Asians.’® A large-scale study
of 25843 European-Americans and 1429 Asian
patients from the national registry found that
poorer outcomes among Asian women persisted
with decreased IVF success;** Asian women under-
going their first IVF treatment attempt did not
achieve the same live-birth rates seen in European-
American women. This investigation revealed dis-
parities in assisted reproductive technologies (ART)
outcomes between Asian- and European-American
women with infertility in the United States. The
decreased pregnancy rates following ART may indi-
cate fundamental biological or genetic differences
between the ethnicities. Although IVF technology
has improved over the years, the disparities have
actually increased among different ethnicities.

Alternative fertility treatment

There is increasing use of complementary and alter-
native medicine (CAM) to treat a variety of gynae-
cological and infertility-related disorders including
ovarian and testicular malfunction due to cancer
treatments, erectile dysfunction, polycystic ovarian
syndrome (PCOS), endometriosis and idiopathic
infertility. Acupuncture is the most common form
of CAM used for patients under going IVF, and
acupuncture and herbal supplements are the most
commonly used CAM therapies for male factor
infertility.
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Summary

The LIVESTRONG Cancer Policy Platform Federal
Priority Report (2011)%* suggests that adolescent
and young adult cancer survivors face additional
issues, including fertility, education and career
challenges. Further research, policy changes and
resources are needed to spur developments in
medical and psychological interventions to improve
overall quality of life and in particular sexual
health and fertility outcomes. Appropriate health
care provider sensitivity and sexual health training
are essential to help couples to understand and
prioritize treatment options, identify resources and
suitable solutions for making appropriate fertility
decisions. Additionally, psychological interventions
must focus on helping couples to rebuild perceived
control, meaning and purpose, a sense of well-
being, and to explore the new relationship and
roles beyond parenthood, and sexuality, including
exploring new intimate behaviours through com-
prehensive cancer supportive services and/or self-
help strategies.

Pregnancy and cancer

Although cancer patients and survivors may suffer
chronic physical conditions caused by cancer treat-
ments, age and overall physical health, research
suggests that pregnancy after cancer does not trig-
ger recurrence, even after breast cancer; nor does
cancer and its treatments result in increased risk
for the offspring of cancer patients.’!">> However,
appropriate medical care is advised for pregnant
cancer survivors. One study reported that children
of female cancer survivors treated with radiation
to the pelvis are more likely to be born pre-
term and have a low birth-weight in compari-
son to those children from sibling controls.”® Peo-
ple of high paternal age may be susceptible to
environmental chemicals and infection in general.
Advanced age pregnancy may result in complica-
tions such as miscarriage, chromosomal anoma-
lies, pre-eclampsia, caesarean delivery, gestational
trophoblast diseases, placenta praevia and pla-
cental abruption during pregnancy, and pre-term
birth.
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Infertility and the impact on
patient and family quality
of life

In the United States, there is no data available on
the effect of infertility on divorce rates. However,
the inability to have a family has been known to
cause a division in a marriage, and it can lead to
divorce, grief and loss of status.*®>*>> Reproduction
and fertility have different meanings in Western
and non-Western countries. Couples who are more
educated, acculturated or reside in developed coun-
tries are more likely to view reproduction as a
self-chosen goal or personal choice made by an
individual or couple. Because of the advances of
feminism and individualism, many women also
have a sense of ownership of their own bodies.
Immigrant couples from developing countries, peo-
ples from intact indigenous cultures or traditional
value systems, the less educated or less Western-
acculturated are more likely to be influenced by
social normative practice and pressure to bear chil-
dren. In non-Western societies, having children is
also a social obligation, a performance that is due
to the family (-in-law) and the community.** Some
cultures tend to blame women for being unable to
bear children; women in these cultures may carry
an internalized stigma and experience feelings of
shame and guilt at not being able to continue the
family name, or extend the family and lineage. This
is often true for uneducated women whose only
identity comes from being mothers, or for women
who live in a submissive culture or relationship.
An article in Newsweek in 2008 documented that
infertility in developing countries is seen as a per-
sonal failing, or even a curse for women.’® The
consequences of infertility can include ostracism,
physical abuse and even suicide. Stigma and infer-
tility is not limited to women; some men who
suffer infertility issues may also lose self-esteem
since they are expected to be virile and sexually
powertful. Cancer patients already distressed by the
journey of cancer may be further scarred by feelings
of guilt, blame, remorse, anger, hopelessness or
regret at the loss of their ability to have children
and reproduce.?>°7

Suggestions for clinicians in
addressing sexuality and fertility
concerns

Traditionally, the primary concern of physicians
is to save patients’ lives rather than their quality
of life. However, discussions about sexual health
and fertility preservation among cancer patients are
most effective when they occur before initiation of
treatment.’® In a study published in the Journal of
Clinical Oncology, a team of University of New South
Wales researchers reported that women with breast
cancer are often not well informed on fertility
issues.’! According to Schover, 51% of men with
cancer report wanting children in the future, and
91% of oncologists agree sperm banking should
be offered to eligible men; however, only 10%
offer sperm banking routinely.?” With the increase
in survival rate and young cancer survivors, can-
cer treatment should focus on a comprehensive
approach to improve outcomes and quality of life.
Healthy People 2020 suggested employing a ‘life
course’ perspective to health promotion and dis-
ease prevention in fertility issues so as to examine
the quality of life.® Oncology organizations and
advocates recommend sexual health intervention
and fertility preservation in cancer patients. Lee
suggested that as part of informed consent prior to
therapy, oncologists should address HRQOL issues
with patients, including the possibility of infertility,
as early in treatment planning as possible.>® A mul-
tidisciplinary team approach including oncologists,
nurses in the specialties of oncology and infertility,
a psycho-oncologist, reproductive endocrinology
and infertility specialists, andrologists and embry-
ologists is effective in communicating and interven-
ing in the fertility issue.®® Mick et al. suggested clin-
icians should use a BETTER model approach when
communicating with patients about sexual health
issues (see Box 4.1).°! The IOM report Cancer Care
for the Whole Patient underscores the importance
of psychosocial care.®? Therefore, it is crucial that
patients and their partners be provided with the
appropriate psychological, counselling and support
care needed to address the distress associated with
sexual health challenges and infertility.



Box 4.1 BETTER model

where

B = Bring up the topic - start with clinical questions
first, then move to relationship and fertility con-
cerns.

E = Explain that sexuality and fertility is an important
part of quality of life for many.

T = Tell patients about resources to address their
concerns.

T = Timing to discuss sexuality and fertility issues
might seem inappropriate now, but questions may
come later; encourage questions at any time. Some
patients and families who are concerned about fer-
tility may consider options of fertility preservation.

E = Educate patients about side effects of their cancer
treatments and changes in sexuality and fertility.

R = Record discussions, assessments, interventions and
outcomes.

Cultural beliefs and practices may also pose as
barriers to communicating about fertility issues.?
For example, Asian women do not feel comfortable
discussing psychosexual issues with their spouse or
doctors but would appreciate if these issues were
addressed discreetly on a routine basis in clinical
consultations.!?

Although no national race and ethnicity data
exists in the United States about the rates of infer-
tility and the use of infertility services amongst
cancer patients or survivors, the 2002 CDC NSFA
data revealed that infertile couples are more likely
to be Black (11.5%) than Hispanic (7.7%) or
White (7.0%); and non-Hispanic white women,
and women with higher levels of education and
income will be more likely to utilize infertility ser-
vices.>® This gives a clue that fertility is also a social
disparity issue which can be reduced by education,
income and improvements in other social deter-
minants. Many of the aspects such as knowledge
deficit, cultural stigma, obesity, substance abuse,
healthy lifestyles, emotions, coping and stress relief
can be directly or indirectly improved by increasing
awareness, resources and services of sexual health
counselling and family planning, health education,
affordable genetic counselling, health screening,
health care, physical activities and healthy food
advice, smoking cessation, behavioural and mental
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health support as well as better environmental
zoning.

Conclusion and future directions

Addressing the sexual health of cancer patients is
a necessary component of comprehensive cancer
treatment and cancer care of the whole person.
While there is increasing attention to this HRQOL
dimension in survivorship research, practices and
policy in developed countries, there is a serious
dearth of HRQOL and sexual health data and infor-
mation among persons from developing nations,
immigrant and indigenous/native peoples. Com-
plex and over-burdened health care systems create
barriers to access and utilization of medical care.
In addition, medical mistrust and tribal taboos
may present further obstacles to the receipt of
medical care and medical adherence. Given the
greater burden of cancer among underserved pop-
ulations, studies and interventions addressing the
continuum of cancer care including sexual health
assessments, fertility screenings and sexual health
interventions are urgent and compelling.

A ‘one-size-fits-all” approach to cancer care does
not adequately address the needs of diverse pop-
ulations. Continued support for programmes to
improve access to health care, education and care
delivery, especially in a humane, culturally sen-
sitive and competent manner, will maximize our
capacity to serve our most vulnerable popula-
tions.** At the 44th session of the Commission on
Population and Development on the theme ‘Fertil-
ity, reproductive health and development’ in April
2011, the United Nations urged Member States,
resorting to the appropriate technical and financial
support from development partners when needed,
to design and implement national cancer control
plans and strategies that encompass prevention,
early detection, treatment and palliation of can-
cers of the male and female reproductive systems,
especially prostate, breast and cervical cancers, and
to strengthen existing health services and health
systems to increase the capacity to detect these
cancers at earlier stages and allow prompt access to
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quality treatment.®® Improved governmental, non-
governmental and health care systems efforts are
needed to identify, monitor and address fertility
and sexuality concerns among cancer patients and
their families. Moreover, the inclusion of sexuality,
family building and family quality of life interven-
tions prior to and post-treatment are necessary to
attend to the human side of cancer and reduce can-
cer morbidity by improving sexual health quality
of life.

Key points

e Emerging global cancer trends present both
challenges and opportunities for sexual and
reproductive health. The most relevant trends are
increasing earlier age at diagnosis for many cancers
(i.e. breast, cervical, ovarian, prostate and genital
cancers), and advances in treatment promoting
survival and cure.

o Newdevelopments in fertility therapy promote
both options and success for biological children in
cancer patients. Yet, disparities in access and
utilization of sexual and reproductive health
counselling and therapeutics exist and
persist. Unfortunately, these disparities are primarily
based on patient characteristics (e.g. education,
income and health care system factors, such as health
care coverage, and overly complex procedures).

e The challenge for psycho-oncologists and partners in
the cancer health care teamis to: (1) educate our
medical colleagues on the significance of sexual and
reproductive health as key indicators of cancer
outcomes; (2) integrate sexual and reproductive
health counselling into our clinical skills and
practices; and (3) advocate for patients’ access into
fertility treatments to provide hope and enhance
health-related quality of life among cancer survivors.
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Introduction and background

Psychosocial distress is commonly noted in persons
suffering from cancer. A variety of psychiatric and
psychosocial disorders are also observed in cancer
patients, at different stages of their disease. The psy-
chosocial disorders are related to the diagnosis of
cancer, its physical effects, different treatments and
interventions, as well as the outcome of the disease.
The commonest psychiatric disorders observed in
cancer patients are adjustment disorders, depres-
sion, anxiety, delirium and specific cancer-related
psychosocial disorders. Many times, the psychiatric
disorders are mild and/or of short duration, but
at times these disorders can seriously impair the
functioning, compliance and quality of life of the
cancer patients. Earlier, depression was considered
as the only emotional response to cancer and a
natural reaction to the disease. Most of the early
literature on psychiatric morbidity of cancer was
drawn from clinical experience or unstructured
interviews with patients and was largely anecdotal.
There are considerable methodological problems
in assessing the psychiatric morbidity, especially
depression and anxiety, among cancer patients. A
patient with cancer is expected to have a certain
level of psychological distress but when this dis-
tress becomes a clinical problem, it needs to be
addressed.

A majority of the studies have revealed a sig-
nificant level of psychiatric morbidity among can-

cer patients. In clinical practice and in epidemi-
ological studies of these patients, psychiatric dis-
orders have been noted in varying prevalence
rates. About 50% of patients with advanced cancer
meet criteria for a psychiatric disorder, the most
common being adjustment disorders (11-35%)
and major depression (5-26%).! Generally, studies
have found adjustment disorder as the most com-
mon psychiatric syndrome in cancer patients with
major depression, delirium and anxiety disorders as
the next common diagnoses. Conditions like per-
sonality disorders, psychoses and substance abuse
are comparatively less frequent. In this chapter, the
common psychosocial disorders related to cancer
are discussed.

Common psychiatric disorders

Delirium
Delirium (sometimes called ‘acute confusional
state” or ‘acute brain failure’) is a common clinical
syndrome characterized by disturbed conscious-
ness, cognitive function or perception, which has
an acute onset and fluctuating course. It usually
develops over a few hours to days. However, it can
be prevented and treated if dealt with urgently.?
Delirium is a serious condition that is associated
with poor health outcomes (pneumonia, longer
hospital stays, death). It is a distressing experi-
ence for family and medical ward staft as well as
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for patients, caused by delusion, facing memory
loss and nearing death. Delirium also interferes
with appropriate assessment of physical symptoms,
such as pain, and communication with family
and friends. Delirious patients sometimes are not
competent to consent to medical treatment, and
exhibit impulsive behaviours caused by disinhibi-
tion, resulting in suicidal behaviours.

Prevalence

The prevalence of delirium in people in the general
adult population is 0.7% (95% CI, 0.4-1.1) among
those >55 years,” and that on medical wards in
hospital is about 14-24%.* Up to 51% of post-
surgical people? and up to 88% of people with
terminally ill cancer develop delirium.’

Although delirium is common and treatable (but
mainly irreversible in the last 24—48 hours of life),°
very few cancer patients receive beneficial phar-
macological and non-pharmacological treatments.
One of the barriers that interfere with appropri-
ate treatment may be associated with ‘hypoactive
subtype of delirium’, characterized by people who
become withdrawn, quiet and sleepy and who do
not express discomfort and distress. Patients with
hypoactive delirium were definitely as distressed
as those with hyperactive delirium.” Hyperactive
delirium showing restlessness, agitation and aggres-
siveness can be easily recognized. Moreover, it is
often unrecognized in part because of its fluctu-
ating nature, its overlap with dementia, lack of
formal cognitive assessment, under-appreciation of
its clinical consequences, and failure of health care
professionals to be mindful of delirium.*

Diagnosis, signs and symptoms,
and risk factors
It delirium is suspected, it is essential to carry out a
clinical assessment based on the clinical and diag-
nostic criteria.®? The Short Confusion Assessment
Method (CAM) can be useful for rapid assessment
and diagnosis. According to CAM the features
of delirium are: (1) acute onset and fluctuating
course, (2) inattention, (3) disorganized thinking,
and (4) altered level of consciousness.

The risk factors for delirium are presented in
Table 5.1 and the common causes of delirium in

Table 5.1 Common risk factors for delirium.

Age 65 years or older

History of delirium, dementia, cognitive impairment
Low performance status, immobility, low level of activity
Visual or hearing impairment

Dehydration, malnutrition

Many psychoactive and non-psychoactive drugs

Alcohol abuse

Advanced illness and coexisting medical conditions

cancer patients in Table 5.2. After diagnosing, an
assessment of risk and of cause for delirium should
be carried out.

Delirium in the future DSM-V is currently pro-
posed for the diagnostic category termed Neu-
rocognitive Disorders. This category contains diag-
noses that were listed in current classifications as
Delirium, Dementia, Amnestic, and Other Cogni-
tive Disorders. It is proposed to divide the new
category into three broad syndromes: Delirium,
Major Neurocognitive Disorders, and Mild Neu-
rocognitive Disorders. The Neurocognitive Disor-
ders Work Group discussed the notion that visu-
ospatial impairment and impairment in executive

Table 5.2 Common causes of delirium in cancer patients.

Cancer disease-related
Brain tumour and metastasis, paraneoplastic syndrome,
ectopic hormone-producing tumour (ACTH, ADH,
insulin-like, parathyroid hormone)
Cancer treatment
Chemotherapy, corticosteroids, brain irradiation
Cancer pain drugs
Opioid analgesics, antidepressants, psychostimulants
Drugs
Benzodiazepines, anticholinergic drugs, alcohol
Infection
Metabolic disturbance
Hypoxia, hypercapnia, hypo- or hyperglycaemia,
vitamins (B12, folate), electrolyte imbalance (Na, K, Ca),
anaemia, dehydration, poor nutritional status, liver or
renal dysfunction
Environmental
Admission to hospital, physical restraints, bladder
catheter




function are key symptoms of delirium; the Group
has also added a clarification that a pre-existing
neurocognitive disorder does not account for the
cognitive changes. Nothing is mentioned in the
current criteria about accompanying symptoms.
Though not necessary or sufficient in themselves to
make the diagnosis, they should be recognized as
frequent symptoms of delirium. Evidence is ques-
tionable for a subcategory for chronic delirium. The
Group is still discussing whether to add subsyndro-
mal delirium in parallel with minor neurocognitive
disorder.!°

Prevention, management and prognosis
Multicomponent approaches to reduce risk factors
for delirium should ideally be provided for all
newly admitted elderly patients, which are proven
to prevent delirium resulting from orientation and
therapeutic interventions for cognitive impairment,
minimizing the use of psychoactive drugs, and
so on.’

When delirium develops, the possible underlying
cause or combination of causes should be identi-
fied and managed. Ensure effective communica-
tion and reorientation (e.g. explaining where the
person is, who they are, and what your role is)
and provide reassurance for people diagnosed with
delirium. Consider involving family, friends and
carers to help with this. Provide a suitable and
safe care environment. Family members feel more
distressed about facing delirious patients, therefore
information, education and reassurance about the
nature of delirium and its meaning are critically
important management as well.” Information for
patients with delirium and their family is avail-
able which: explains that delirium is common and
usually temporary; describes people’s experience
of delirium; encourages people at risk and their
families to tell their health care team about any
sudden changes or fluctuations in usual behaviour;
encourages the person who has had delirium to
share their experience of delirium with the health
care professional during recovery; and advises the
person of any support groups. Ensure information
meets cultural, cognitive and language needs.

In terminal delirium, over half of the bereaved
families reported experiencing high levels of emo-
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tional distress and felt the need for some improve-
ment in the specialized palliative care service.
Control of agitation symptoms with careful con-
sideration of ambivalent family wishes, providing
information about the pathology of delirium, being
present with the family, respecting the patient’s
subjective world, explaining the expected course
with daily changes, and relieving family care bur-
den can be useful care strategies.'!

If delirium is significantly distressing for the
patients, or the person with delirium is considered
a risk to themselves or others, consider pharma-
cological interventions; short-term antipsychotic
medication and implement safety precautions and
procedures. All four guidelines (Australian, Cana-
dian, UK and USA) recommend low-dose use
of haloperidol (0.25-0.5mg). Start at the lowest
clinically appropriate dose and titrate cautiously
according to symptoms. Some of the guidelines
recommend atypical antipsychotics like olanzapine,
risperidone and quetiapine. Open-label prospective
studies revealed that aripiprazole,'? perospirone,!?
mianserin,'* and trazodone'® might be effective for
delirium, whereas melatonin'® was effective in a
randomized placebo-controlled study. If there is
difficulty distinguishing between the diagnoses of
delirium, dementia or delirium superimposed on
dementia, treat for delirium first.

In conclusion, there is still a need to improve
the understanding of pathophysiology of delirium
and the efficacy of specific drug and/or non-drug
therapy in delirium subtypes and subgroups based
on the large, multicentre trials in this field.

Major depressive disorder

Depression has a great impact on the cancer
patient’s psychological distress, quality of life and
increase in the subjective perception of pain, sui-
cidal ideation and attempts, decreased adherence
to treatment, prolonged length of hospital stay,
increased family distress and worse prognosis.

Prevalence

Depression occurs throughout the course of their
illness. Studies on depression in cancer patients
have revealed that 4.5-58% of patients experi-
ence some form of depression, including major
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depression, dysthymia and adjustment disorders
with depressive mood, and that 1-38% have major
depression.!” Recent meta-analytical pooled preva-
lence of DSM-defined major depression was 16.5%
(95% CI, 13.1-20.3) in palliative care settings, and
16.3% (13.4-19.5) in oncological and haematolog-
ical settings.'8

Although depression is common and treatable
(but may be irreversible in the last four weeks
of life),'” very few cancer patients receive bene-
ficial psychosocial and psychiatric treatments. The
recent systematic review provides evidence that
antidepressants are effective in treating depression
in palliative care settings as well. Their superiority
over placebo is apparent within 4-5 weeks and
increases with continued use.?°

The barriers that interfere with appropriate treat-
ment are: patient’s reluctance to talk about psy-
chological issues with medical statf, oncologist’s
thoughts that depression is an understandable reac-
tion to cancer, lack of oncologist’s knowledge and
skills about psychological assessment and manage-
ment skills, lack of psychiatrist’s knowledge about
oncology, difficulties in distinguishing appropriate
sadness to cancer from depressive physical symp-
toms not attributable to cancer.?! Also, cultural,
organizational and specific issues continue to rep-
resent a problem in the delivery of mental health
interventions in medical settings.

Diagnosis and severity assessment

of depression

If thinking of depression, consider asking cancer
patients who may have depression two questions,
specifically:

— During the last month, have you often been
bothered by feeling down, depressed or hopeless?
— During the last month, have you often been
bothered by having little interest or pleasure in
doing things?

These are two core symptoms of major depres-
sion, namely depressed mood and a marked loss of
interest or pleasure. To diagnose as major depres-
sion, one or both of the hallmark core symptoms
must be present for at least two weeks, along with
at least four other symptoms (significant weight
loss/gain or decrease/increase in appetite, insomnia

or hypersomnia, psychomotor agitation or slowing,
fatigue or loss of energy, feelings of worthlessness
or excessive guilt, diminished ability to think or
concentrate, or indecisiveness, recurrent thoughts
of death or suicidal ideation).

Difficulty in diagnosing depression comes from
somatic and vegetative symptoms, such as fatigue,
appetite disturbance or weight loss, sleep ditficul-
ties, and difficulties with memory and concentra-
tion, because these symptoms can be attributable to
cancer and its treatment. More emphasis may need
to be placed on psychological symptoms, such as
feelings of worthlessness, excessive guilt, hopeless-
ness and helplessness. Persistent suicidal ideation is
strongly associated with major depression.

Non-Western, especially Japanese patients had
difficulty with Western biopsychiatric concepts of
depression. Sadness, worry and stress, not depres-
sion were more commonly used terms, thus mental
health providers need more euphemisms: worry,
maybe sadness, stress, anxiety. These patients are
reluctant to discuss psychological issues, especially
emotional disclosure to their physicians. They
would like not to view their condition as an indi-
vidual issue. Focusing on community and contex-
tual factors, such as family, work, financial and
housing issues, was seen as more acceptable. The
physicians might avoid the term depression during
these discussions.?*2?

Depression in cancer patients should be distin-
guished from demoralization. The depressed person
has lost the ability to experience pleasure gener-
ally, whereas a demoralized person may enjoy the
present moment, if distracted from demoralizing
thoughts. The demoralized person feels inhibited
in action by not knowing what to do, feeling
helpless and incompetent; the depressed person has
lost motivation and drive, and is unable to act
even when an appropriate direction of action is
known.?* Diagnosing severity of depression simul-
taneously would be useful for moderate and severe
major depression responding well to antidepressant
pharmacotherapy.

The Mood Disorders Work Group for DSM-V
is putting forth a proposal for the addition of
Mixed Anxiety/Depression as a new diagnosis. The
patient hasthree or four of the symptoms of major



depression (which must include depressed mood
and/or anhedonia), and they are accompanied by
anxious distress. The symptoms must have lasted
at least two weeks, no other DSM diagnosis of
anxiety or depression must be present, and they are
both occurring at the same time. Anxious distress
is defined as having two or more of the following
symptoms: irrational worry, preoccupation with
unpleasant worries, having trouble relaxing, motor
tension, fear that something awful may happen.
The new Mixed Anxiety/Depression will be a hot
area in the field of psycho-oncology.

Assessing risk factors of depression

in cancer patients

Comprehensive assessment of risk factors of
depression in cancer patients leads to better pre-
vention and early treatment. Table 5.3 describes
the common risk factors of depression in cancer
patients.

Management and prognosis

Clinical practice guidelines for the psychosocial care
of cancer patients are available in some countries.
The National Institute for Clinical Evidence (NICE)
guidelines for the management of depression in
adults with a chronic physical health problem in
the United Kingdom propose that screening for
depression should be undertaken in primary-care
and general hospital settings for high-risk groups,

Table 5.3 Common risk factors of depression in cancer
patients.

— Physical: pain, low performance status

— Metabolic: abnormal electrolytes, vitamin B12, folate,
parathyroid and thyroid hormone, ACTH, cortisol,
cachexia, paraneoplastic syndrome

— Brain tumour, vascular vulnerability, Parkinsonism,
Lewy body disease

— Drugs: corticosteroids, interferon, interleukin-2,
vincristine, vinblastine, procarbazine, paclitaxel

— Psychiatric: history of depression and suicide, substance
abuse

— Others: recent life events, recent loss of spouse or
significant other, younger age, living alone, poor social
support, economic difficulties
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which include those with significant physical ill-
nesses.”’

When beginning treatment with cancer patients
with depression and their families, information and
support should be provided, a time for appropriate
decision and informed consent, support for families
and carers, being respectful of, and sensitive to,
diverse familial, cultural, ethnic and religious back-
grounds, coordination of cancer care and choosing
depression treatments.

After carefully assessing symptoms, risk factors
and functional impairment, moderate/severe major
depression or mild/less major depression (minor
depression, adjustment disorders with depressive
mood, ‘reactive depression’) should be evaluated
next. For mild/less major depression, in principle,
low-intensive psychosocial interventions should be
provided, such as a peer support group, supportive
psychotherapy, problem-solving technique and/or
anxiolytics and hypnotics.

For  moderate/severe depression,
should be

cognitive-

major

intensive-psychosocial interventions
provided, such as more formal
behavioural psychotherapy or pharmacotherapy.
Before choosing antidepressants, consider admin-
istration route of antidepressants (e.g. bowel
obstruction, stomatitis), adverse effect profiles
(nausea, constipation, erectile dystunction, urinary
retention, etc.), estimated prognosis and time
enough for responding to antidepressants (at
least four weeks),!*2°
liver and renal dysfunction, drug interactions and
patient’s preferences for avoidable adverse effects.
Selective serotonin reuptake inhibitors (SSRIs)
with safety and less adverse effect profiles, such as

physical status, especially,

citalopram and sertraline, are the starting drugs.
The newer agents, such as mirtazapine, duloxetine,
venlafaxine, are also considered especially for
patients with cancer pain.

Although SSRIs and SNRIs (serotonin-
norepinephrine reuptake inhibitors) have been
shown to be effective in treating hot flushes in
women with a history of breast cancer, paroxetine
(an irreversible inhibitor of CYP2D6) use during
tamoxifen treatment is recently reported to be
associated with an increased risk of death from
breast cancer. Caution should be exercised when
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using SSRIs and SNRIs, which can reduce or
abolish the benefit of tamoxifen in women with
breast cancer by inhibiting its bioactivation by
CYP2D6.%°

The older agents, such as tricyclic antidepres-
sants, are usually avoided except for patients with
neuropathic cancer pain because of the drugs’ anti-
cholinergic and anti-alpha-adrenergic properties.
Amytriptyline as well as mirtazapine are listed
in the essential drugs for palliative care endorsed
by the International Associations of Hospice and
Palliative Care (IAHPC).Vulnerable and elderly
patients should be started at low doses with careful
dose escalation and be monitored everyl-2 weeks
for adverse effects and response. When facing
death, antipsychotics rather than antidepressants
should be considered for reducing and sedating
some of the distressing symptoms caused by termi-
nally ill depression.

In conclusion, a more sensitive, collaborative and
comprehensive approach to the diagnosis and treat-
ment of depression, including clinical education,
enhanced role of nurses, and integrating oncology
and specialty care, is required in the clinical oncol-
ogy setting.

Anxiety disorders

Anxiety symptoms have often been observed as
part of depression in cancer patients. Anxiety can
also be a part of the normal stress response, adjust-
ment disorder, depressive disorders and delirium.
Generalized anxiety disorder is not as frequent as
depressive disorder in these patients. The common
anxiety symptoms noted in cancer patients are
persistent tension and worrying, panic attacks and
palpitations. In addition to the stress of the cancer
and its effects, the treatment methods and some
of the drugs that are commonly used in cancer
patients can also produce anxiety, for example
bronchodilators, which are frequently used in lung
cancer patients, interferon and steroids.

Cancer patients become anxious when there is
uncertainty and communication with the health
professional has not been appropriate or satisfac-
tory. Other situations which can make a can-
cer patient anxious are costs of treatment, future
of family members, lack of adequate response

to cancer treatment and other unfinished busi-
ness. Effective communication skills and breaking
bad news methods can reduce or minimize this
anxiety.

Prevalence

The prevalence of anxiety in patients diagnosed
with cancer increases with advancing disease and
declines with the patient’s physical status. In can-
cer patients, anxiety is commonly associated with
depressive symptoms, which makes the determi-
nation of exact prevalence of anxiety symptoms
and syndromes a challenging task. Another factor
that interferes with the assessment of prevalence of
anxiety in cancer patients is the overlap of physical
and autonomic symptoms of anxiety in cancer and
anxiety disorders, such as in depressive disorders. A
recent meta-analysis found prevalence of anxiety
disorders to be 9.8% (6.8-13.2) in palliative care
settings and 10.3% (5.1-17.0) in oncological and
haematological settings.!® There is a lack of data
regarding the influence of cultural factors in the
moulding anxiety disorders in cancer.

The anxiety symptoms in relation to cancer
often go undetected and under-treated as these
are considered as a natural reaction to the cancer
diagnosis, the physical effects of the treatment and
also the different therapies for the disease. Anxiety
increases as the disease progresses and may also be
precipitated by the withdrawal of active treatment
due to any reason.?’

Diagnosis of anxiety disorders

The common symptoms of anxiety are given in
Table 5.4. The physical or somatic manifestations of
anxiety, such as autonomic hyperactivity, insom-
nia, or dyspnoea, often overshadow the psycholog-
ical or cognitive ones. Physical symptoms are the
most common presenting symptoms of anxiety in
patients with advanced illness also.

The assumption that a high level of anxiety is
inevitably encountered during the terminal phase
of illness is neither helpful nor accurate for diag-
nostic and therapeutic purposes. Anxiety decreases
gradually and sometimes spontaneously, but can be
easily reactivated by another development in the
course of disease or treatment.



Table 5.4 The common symptoms of anxiety in cancer
patients.
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Table 5.5 Risk factors of anxiety in cancer patients can
be assessed by evaluating the following:

Somatic / Physical

e Muscular aches and fatigue

e Restlessness

e Trembling, tremors

e Jumpiness, edgy, jitteriness

Tension headache

e Autonomic over-activity: palpitations, sweating,
dizziness, dry mouth, nausea, diarrhoea, ‘lump in
throat’, cold clammy hands, paresthesias, hot or cold
spells

e |nability to relax body

Psychological

e Apprehension about future, death

e Worry about illness, anxiety

e Fears, ruminations

e Dread of misfortune in self or others
Inability to relax mind

Irritability

Difficulty concentrating, distractible
Difficulty falling sleep, unrefreshing sleep, tired on
waking, nightmares
Misinterpretation of bodily sensations

Risk factors of anxiety in cancer patients can be
assessed by evaluating a number of features given
in Table 5.5.

Management and prognosis

The patient’s subjective level of distress is the
primary reason for the initiation of treatment. It
is necessary to consider the risks and benefits of
treatment. The specific treatment of anxiety in can-
cer often depends on aetiology, presentation and
setting. Other considerations include problematic
patient behaviour such as non-adherence due to
the anxiety, as well as family and staft reactions to
the patient’s distress.

The common pharmacological agents that can be
used for management of anxiety disorders in can-
cer patients are low-dose benzodiazepines such as
clonazepam, alprazolam, lorazepam, beta-blockers,
buspirone and hydroxizine. Low-dose antidepres-
sants can also be used for management of anxiety
disorders, such as trazodone or citalopram. Tri-
cyclic antidepressants as well as SSRIs are useful

Anxiety as a reaction to:
Receiving bad news,
Awareness of terminal condition,
Fears and uncertainty about, poor relationship with
family or staff.

Disease- and treatment-related anxiety:
Poor pain control,
Related metabolic disturbances,
Delirium,
Discomforts of medical procedures.

Medication-induced anxiety:
Due to steroids, antiemetics, opioids, bronchodilators
including,
Withdrawal of medications, like opioids,
benzodiazepines.

Other risk factors:
Pre-existing anxiety disorders, independent of the
disease
Past history of mood disorder
Family history of mood disorder
History of substance use, alcoholism, drug dependence
Concurrent life events, social stress
Lack of social support from families and friends
Personality traits hindering adjustment, such as
rigidity, pessimism, extreme need for independence
and control, or anxious avoidant personality

for longer term anxiety disorders in patients with
cancer.

Psychological methods such as psychotherapy
and counselling, and behavioural methods such
as mindfulness meditation and relaxation exercises
can also be useful in managing anxiety disorders,
with or without pharmacological therapy.

Adjustment disorders

The diagnostic criteria for adjustment disorders in
the DSM and ICD systems are reported to be
imprecise and vague. Adjustment disorder refers to
someone who is distressed and ‘not coping’, having
recently encountered a disease-related stressor, like
a malignant diagnosis, a treatment complication,
a non-response to treatment, or the awareness
of impending death.?’” In the proposed DSM-V,
adjustment disorder will be considered as the devel-
opment of emotional or behavioural symptoms
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in response toan identifiable stressor(s) occurring
within three months of the onset of the stressor(s).
In the case of the subtype ‘related to bereave-
ment’, 12 months of symptoms are required after
the death of a close relative or friend, before the
diagnosis may be employed.!°

Prevalence

These are the most common psychiatric syndromes
seen in cancer patients. The majority of patients
have adjustment disorder mainly with depressed
mood, anxious mood and mixed emotional distur-
bances. Prevalence of adjustment disorder alone
was 15.4% (10.1-21.6) in palliative care settings
and 19.4% (14.5-24.8), in oncological and haema-
tological settings in a recent meta-analysis.!®

Diagnosis, risk factors and severity

assessment of adjustment disorders

A diagnosis of adjustment disorder should be con-
sidered when an acute stress response persists in
a stereotyped fashion and interferes significantly
with functioning. Adjustment disorder is classified
according to subtype, which corresponds with the
presenting symptoms. The subtypes of adjustment
disorder include those with depressed mood, anx-
iety, mixed anxiety and depressed mood, distur-
bance of conduct, mixed disturbance of emotions
and conduct, and unspecified.

Risk factors identified for development of adjust-
ment disorders are: low ego strength, passive or
avoidant coping style, inadequate or inappropriate
information, poor social support, communication
problems, treatment-related stressors, number of
unresolved concerns and level of partner’s dis-
tress.?® Lack of coping flexibility may also predis-
pose a person dealing with the stress of a malignant
disease.

Management and prognosis

Management of adjustment disorders can be done
effectively with supportive methods and coun-
selling. Behavioural and cognitive behavioural
approaches are also worth trying. The pharmaco-
logical treatment is symptomatic. Low-dose antide-
pressant medications or benzodiazepines for a short
period of time may be useful.

Adjustment disorders are likely to recur with
repeated stressful situations during the course and
progression of the disease. Cancer patients with
adjustment disorders can respond to psychiatric
treatment, but some patients go on to develop
major depressive disorders. Those suffering from
pain, which can be managed or controlled, sig-
nificantly predicted a good treatment response,
whereas a worse performance status predicted a
poor treatment response.?’

Somatization and abnormal iliness
behaviour in cancer patients

There is a common belief among health profes-
sionals that physical or somatic symptoms occur
only in medical, physical or ‘organic’ disorders,
and that psychiatric disorders present mainly with
emotional, psychological or cognitive symptoms.
Similarly, when physical or somatic symptoms
occur in a person with a diagnosed medical dis-
ease, these symptoms are suspected or believed
to be due to the underlying medical disease, its
complication or its treatment. Somatic symptoms
and somatization in depressive disorders and anx-
iety disorders are common clinical and research
observations. Thus, it is likely that the depressive,
anxiety or other psychiatric disorders in cancer
may manifest with physical or somatic symp-
toms. Psychological factors affecting medical con-
ditions in a category in DSM-V, could be use-
ful in documenting illness behaviours in cancer
patients as the factors that influence the course
of the malignancy, as shown by a close temporal
association between the psychological factors and
the development or exacerbation of, or delayed
recovery from, the malignancy (e.g. poor adher-
ence), interfere with the treatment of the malig-
nancy. These factors constitute additional well-
established health risks for the individual and influ-
ence the underlying pathophysiology to precipitate
or exacerbate symptomsor to necessitate medical
attention.!?

Prevalence

Residual or persistent fatigue in survivors of child-
hood cancer, survivors of Hodgkin’s disease and
cancer patients referred for psychiatric consultation



have been noticed.>*?! In a prospective study of
patients with Hodgkin’s disease and non-Hodgkin’s
lymphoma nearly a fifth of patients, who were
disease-free and off treatment, continued to exhibit
illness behaviour such as complaints of feeling
tired, poor concentration and irritability, probably
due to psychological factors. Somatization is com-
mon in patients referred for psychiatric consul-
tation with about 28% demonstrating prominent
somatic presentation with multiple somatic symp-
toms. There is an association between somatiza-
tion, depression and cancer.’® Common somatic
complaints observed in cancer patients are pain,
fatigue, sensory symptoms, anorexia, weight loss,
tiredness, exhaustion, weakness, reduced energy,
tremors, lethargy and mixed symptoms. A study
reported high prevalence of psychological distress
in cancer patients (37%) and among patients with
psychological distress somatization was more fre-
quent followed by depression and anxiety.>?

An important issue related to somatic symptoms
in cancer is the difficulty in deciding whether
certain physical symptoms are due to cancer, treat-
ment by cytotoxic drugs, radiotherapy, psychi-
atric disorder, or a combination of these, because
somatic symptoms of depression overlap those of
cancer. However, they present a challenge since
the management of cancer pain and fatigue due to
chemotherapy would be managed differently from
pain and fatigue as somatoform symptoms.

The somatic symptoms in cancer are not life-
threatening, rather these fluctuate during the
course of the disease. They have important impli-
cations in the management and prognosis of cancer
due to the associated disability and poor outcome
with reduced quality of life. Somatic symptoms
magnify disability resulting from cancer, interfere
with treatment adherence and decisions, cause
delay in recovery, result in poor outcome and
recurrence, reduce overall well-being and quality
of life.

Diagnosis of somatization

Cancer-related somatic symptoms have cognitive,
psychological and physiological causes each of
which is amenable to treatment. The occurrence of
somatoform disorders in cancer patients is likely to
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complicate the treatment and outcome of cancer.
In advanced cancer, depression and somatic symp-
toms have been known to be due to endocrine and
metabolic brain syndromes, cerebral metastasis,
neurological infections, nutrition deficits and anti-
tumour therapies. Breathlessness, muscle pain,
dizziness and palpitation are common symptoms of
anxiety and panic attack, which have been noted
in cancer patients.

Somatization in disease-free cancer patients is
perhaps related to anxiety and depression. Can-
cer patients with somatization also have excessive
somatic concern and preoccupation, but whether
this is the cause or effect of suffering from per-
sistent somatic symptoms is difficult to conclude.
It could be the effect of persistent somatization
since most subjects had no previous evidence of
somatization. Depressive symptoms and depressive
disorders were encountered commonly in these
patients, and this association between depression
and somatization is similar to that documented in
psychiatric populations.

Assessment of somatic symptoms and differ-
entiating their aetiology needs careful evaluation
of association with stress and psychological fac-
tors. When somatic symptoms arise or are aggra-
vated after stress, psychological or emotional fac-
tors, they are likely to be psychological somatic
symptoms. Those related to progression of disease
or treatments are probably more physical. Some
somatic symptoms may have both physical and
psychological factors implicated. Lastly, there may
be somatic symptoms which may not be clearly
physical or psychological in origin and may be
idiopathic.?!

Diagnosis of abnormal illness behaviour

in cancer patients

The occurrence of unexplained somatic symptoms,
persistent fatigue and tiredness in disease-free can-
cer patients has raised doubts of the occurrence of
abnormal illness behaviour in cancer patients. The
study by Grassi and Rosti** confirmed the associa-
tion between psychological disorders and abnormal
illness behaviour in cancer and pointed out a role
for personality variables (external locus of control)
and low social support in favouring maladaptive
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responses to cancer. In another study by Grassi and
colleagues,® different forms of abnormal illness
behaviours such as denial, irritability, dysphoria,
measured using the Illness Behaviour Question-
naire, were noted in cancer patients in association
with depression.

Management and prognosis

The management of somatization would include a
combination of psychosocial and pharmacological
methods. Psychotherapy, counselling, reassurance
and reattribution of the somatic symptoms can
be useful. Low-dose antidepressants, both tricyclics
and SSRIs can also be effective, though one needs
to be cautious of drug side-effects which may be
further misinterpreted as worsening of the disease
or new somatic symptoms.>> Fatigue in terminally
ill cancer patients is determined by both physical
and psychological factors; hence it may be impor-
tant to include psychological intervention in the
multidimensional management of fatigue in addi-
tion to physical and nursing interventions.>®

Other psychiatric disorders

Other psychosocial disorders encountered in cancer
patients are sleep disorders, psychosis, psychosex-
ual dysfunctions, anticipatory nausea and vomit-
ing, alcoholism and substance use disorders.

Sleep disorders

Sleep disturbances are common in cancer patients,
but there are few specific data on their preva-
lence. Sleep problems may be a symptom of cancer
itself, part of the stress reaction to having can-
cer, as sequelae to some other cancer symptom
such as pain, or a side-effect of cancer treatment.
Insomnia is the more common sleep problem,
although hypersomnia also occurs. Most insom-
nias are related either to pain or to psychophys-
iological factors. For management of insomnia in
cancer, evidence supports cognitive-behavioural
therapy incancer; nosleepagents have superior
effectiveness.’”

Psychosis
Schizophrenia and other functional psychoses are
comparatively less frequent than the other above-

mentioned disorders but contrary to the ear-
lier beliefs cancer is not rare in patients with
schizophrenia as compared to the general popu-
lation. Recently the impact of cancer in patients
with severe mental illness has been the object
of discussion among mental health profession-
als. The different organization in mental health
care systems in different countries is making an
attempt to understand if and how people with
severe psychiatric disorders are in fact looked after
in terms of screening of cancer, prevention and
treatment. Problems can emerge in using drugs
that could worse psychotic symptoms. Vinca alka-
loids can produce hallucinations. Opioid treat-
ment also could create problems in psychiatri-
cally ill patients who develop cancer. It has been
reported that severe mental illness is associated
with behaviours that predispose an individual to
an increased risk of some cancers, including lung
and breast cancer, although lower rates of other
cancers are reported in this population. Severe
mental illness is also associated with disparities in
screening for cancerand with higher case-fatality
rates. This higher rate is partly due to the spe-
cific challenges of treating these patients, includ-
ing medical comorbidity, drug interactions, lack of
capacity and difficulties in coping with the treat-
ment regimen as a result of psychiatric symptoms.
To ensure that patients with severe mental ill-
ness receive effective treatment, inequalities in
care need to be addressed by all health care pro-
fessionals involved, including those from men-
tal health services and the surgical and oncology
teams.>8

The management is the same as in schizophre-
nia with any medical disorder, with caution over
drug interactions between anticancer treatment
and antipsychotics.

Psychosexual dysfunctions

Psychosexual dysfunctions can occur in patients
who have a malignancy of sexual organs or related
body parts like testis, prostate, cervical cancers,
uterus, ovary or breast. The dystunction could
be due to direct effect of the disease, hormonal
derangements, chemotherapy, radiation treatment
or hormonal treatment.



Sexuality and intimacy are altered follow-
ing mastectomy. Besides the woman atfected by
breast cancer or mastectomy, some researchers
have found that approximately 36% of husbands
reported that mastectomy had a ‘bad” or ‘somewhat
bad” influence on their sexual relationships, and
moderate to severe sexual difficulties even a year
after mastectomy.

A review of sexual functioning morbidity esti-
mates for major organ sites, indicates that a large
number of cancer patients have problems in sexual
functioning. The highest rates are in those patients
where the cancer is at a sexual or reproductive
body site. The exact prevalence of psychosexual
problems is not known among cancer patients,
but it is thought to be much more common than
expected. Cancer survivors experience rates of sex-
ual dystunction ranging up to 90%; actual rates
may be even higher than reported rates due to
widespread reluctance of patients to discuss sexual
problems with staff.

Sexual problems among cancer patients usu-
ally start acutely, after diagnosis, or treatment. In
some cases, such as in prostate cancer or cervi-
cal cancers, sexual problems may be the earliest
sign of disease. Problems in sexual excitement and
arousal are common, orgasmic problems are also
quite frequent while in some there may be pain
during intercourse. Sexual activity and satisfac-
tion is affected by the malignancy, its effect on
the health, changes in body image, foul smelling
or blood-stained discharges from the tumour site,
chemotherapy, radiotherapy or surgery. Loss of
libido could be due to the above factors, but it could
at times be a manifestation of depression associated
with cancer. General weakness and cachexia could
also contribute to the sexual weakness and disin-
clination. Fatigue after the treatment can be very
severe and interfere with sexual activity.

The management would include sexual and mar-
ital counselling besides any medications for under-
lying medical or psychiatric causes of the dysfunc-
tion or difficulty. Also regarding this important
area, cultural implications are important, given the
role of social habits, religious and traditions in
modulating the expression of sexuality and sexual
disorders secondary to cancer.
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A recent review®’ noted moderate support for
the effectiveness and feasibility of psychological
interventions targeting sexual dysfunction follow-
ing cancerbut attrition rates were high, placebo
response was notable, and there were often barri-
ers impeding survivors from seeking out psycho-
logical interventions forsexual concerns. Despite
the prevalence of sexual difficulties following can-
cer treatment, psychologicalinterventions are a
viable, but not often sought after option to help
improve sexual functioning, intimacy and quality of
life for cancer survivors and their partners.

Anticipatory nausea and vomiting (ANV)
(conditioned response to chemotherapy)

The conditioned side-effects are thought to develop
through a classical conditioning. These condi-
tioned responses can occur before, during or after
chemotherapy. The anticipatory nausea and vomit-
ing are found to be associated with a higher anxiety
level, post-chemotherapy nausea and vomiting are
also reliable predictors of anticipatory side-effect.

The management of the anticipatory nausea and
vomiting is gradual desensitization, counselling or
low-dose benzodiazepines.

Non-pharmacological approaches, which include
behavioural interventions, may offer the greatest
promise in relieving symptoms. Little evidence sup-
ports the use of complementary and alternative
methods, such as acupuncture and acupressure,
in relieving ANV. Behavioural interventions, espe-
cially progressive muscle relaxation training and
systematic desensitization, should be considered
important methods for preventing and treating
ANV 40

Alcoholism and substance use disorders
Alcoholism may coexist in many cancer patients,
as a risk factor for many malignancies especially
involving the gastrointestinal system, head and
neck, and hepatic systems. Similarly, nicotine use,
both smoke and smokeless is associated with pul-
monary and head and neck cancers. Patients with
dependence on alcohol, nicotine or other sub-
stances may need additional help to manage these
drug dependencies.
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Similarly, there can be evidence of cannabis and
opiate abuse or dependence, which would need
appropriate management. One has to be cautious
not to under-medicate for cancer pain in a patient
who has a substance use disorder. Misconceptions
that treatment of cancer pain with morphine would
necessarily lead to addiction also need to be dis-
pelled.

Psychiatric emergencies

Psychiatric emergencies warrant immediate atten-
tion similar to other oncological emergencies
(Table 5.6). Early diagnosis and treatment can
result in effective management of these psychi-
atric emergencies.*!*> The most common psychi-
atric emergencies are delirium, depression, suicidal
behaviours and severe anxiety in cancer patients.
There are, however, some difficulties in carrying
out a psychiatric and psychosocial assessment of
cancer patients without a history of psychiatric
disorders encountered in the emergent setting.
When the patients are agitated, confused, self-
harmful and leave the hospital against medical
advice, these disorders require the same urgent and
aggressive attention as do other distressing physical
symptoms.

When emergent, carry out the assessment of
risk and cause for agitated and suicidal behaviours
(Table 5.6). Suicidal statements are commonly
thought, and when asked, expressed by cancer
patients, often resulting from their frustration or
wish to share or end their distressed situation.
However, it could be dangerous when they have
actual plans with suicidal attempts, especially if
juxtaposed with delirium, depression, or substance
abuse. So, it is important to ask it they have a
suicidal plan as well as psychiatric and psychosocial
disorders.

Role of cultural factors and
cultural implications

As discussed throughout the chapter, sociocultural
and traditional factors have an important role in
the etiopathogenesis, manifestation, presentation

Table 5.6 Psychiatric emergencies: assessment of
agitated, confused, suicidal, or treatment refusal in
cancer patients.

1 Oncological emergencies (spinal cord compression,
superior vena cava syndrome, hypocalcaemia, acute
dyspnoea, seizures, acute urinary and bowel
obstructions, massive haemorrhage, cardiac
tamponade and acute embolic phenomenon)

2 Excited, agitated, restlessness, anxious
e Major depression, adjustment disorders with anxious

mood
e Acute exacerbation of major psychosis, alcohol and
substance abuser, dementia and other organic brain
disorders, panic disorder, generalized anxiety
disorder, personality disorders

Uncontrolled pain, anticipated painful images of

medical procedures, surgery, or advanced illness

Akathisia due to dopamine-2 receptor antagonist;

prochlorperazine, metoclopramide, haloperidol,

chlorpromazine
e Steroid psychosis
e Grief reaction
3 Confused, somnolent
e Delirium
e Encephalitis, brain tumour, brain haemorrhage,
hepatic encephalopathy, dementia with delirium,
alcohol and substance withdrawal, epileptic seizure
and other organic brain disorders

e Drug intoxication

4 Suicidal
e Depression, adjustment disorders with anxious mood
e Delirium, drug intoxication

5 Refusal against medical advice
e Cognitive impairment, dementia, delirium
e Major depression, adjustment disorders with anxious

mood

and management of psychosocial disorders related
to cancer. The implications of the cultural aspects
are important in view of current globalization and
immigration. It is crucial for health care providers
to recognize the influence of cultural factors and
be able to provide culturally sensitive care for their
patients. The knowledge about a person’s cultural
background can improve psychosocial care. Hence,
there is a need for cultural sensitivity and respect
for cultural norms, preferences, taboos and tra-
ditions of the patient. Promoting cultural aware-
ness and cultural competence among health care



protessionals should improve their confidence and
skills in providing comprehensive care for cancer
patients and families from different backgrounds.
Cultural competence is effective when based on
knowledge of a culture, on appreciation of cultural
differences, on awareness of biases and prejudices,
and on attitudes of humility, empathy, curiosity,
respect and sensitivity.

A recent meta-analysis on prevalence of depres-
sion, anxiety and adjustment disorder in oncologi-
cal, haematological and palliative care settings eval-
uated 24 studies of individuals across 7 countries
in palliative care settings, and 70 studies across 14
countries in oncological and haematological set-
tings, and reported comparable rates using the ICD
and DSM systems, indicating little cross-national
variations.'8

Key points

e Psychosocial and psychiatric disorders are common in
cancer patients at different stages of the disease, and
may be related to the cancer treatments as well.
Identification and appropriate management of these
disorders is important for the holistic care of cancer
patients.

e Adjustment disorders are common; however, there
can be varied manifestations of depression, anxiety,
panic, somatoform and illness behaviour disorders, or
specific sleep, psychosexual or substance use
disorders.

e Combination diagnoses are common; all types of
depression and mood disorder are noted. The
presence of psychosocial disorders may interfere with
the patient’s adherence to cancer treatment, and also
aggravate their quality of life.

o A recent meta-analysis concluded that depression
and anxiety is less common in patients with cancer
than previously thought, although some combination
of mood disorders occurs in 30-40% of patients in
hospital settings without a significant difference
between palliative care and non-palliative care
settings.'®

e Clinicians should be cautious and vigilant for
different mood complications, not just depression.
Psychiatric emergencies occurring in cancer patients
need prompt intervention. The role of psychological
treatments in the management of psychological
problems is well acknowledged by physicians and
other clinicians caring for patients in oncology.
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Introduction

Cognitive changes associated with central nervous
system (CNS) cancers (e.g. brain tumours, CNS
lymphoma) and treatment for these malignancies
(e.g. cranial surgery and radiation) have long been
recognized.! Additionally, the advent of cures for
paediatric cancers and the associated emergence
of cognitive changes, and learning/developmental
disabilities has been studied since the 1980s.2 How-
ever, over the last 15-20 years, increasing evidence
suggests that treatments for non-CNS tumours can
have both acute and long-term effects on cognitive
functioning that can range from subtle changes
to problems which affect the attainment of edu-
cational and occupational goals, and quality of
life. Understanding these cognitive changes and
the impact on survivors’ functioning is critical
since hundreds of thousands of patients are treated
worldwide each year for these cancers (e.g. breast,
colon, prostate) and the number of long-term sur-
vivors who may have to cope with these cognitive
changes is growing dramatically. This chapter will
focus on treatment-related cognitive changes asso-
ciated with adjuvant treatment for breast cancer as
an example of the emerging findings in this field
(see Box 6.1).

Box 6.1 Major findings.

e Multiple aspects of cancer and cancer treatments are
likely related to post-treatment cognitive change.

e Risk for post-treatment cognitive problems is likely
the interaction of vulnerability factors (including age,
cognitive reserve, genetics, lifestyle and
environmental exposures) and specific cancer
treatments.

e Emerging data from imaging and animal studies
suggest that chemotherapy can affect brain structure
and function.

e Treatment trials evaluating the efficacy of
medications and cognitive rehabilitation approaches
are being conducted, but additional research is
required to define optimal treatment approaches.

e Lack of studies examining racial/ethnic variation or

low socioeconomic status and post-treatment
cognitive problems.

Background

Although references to cognitive changes associ-
ated with chemotherapy can be found dating back
to the 1970s, serious scientific attention was not
paid to the topic until the mid 1990s.! Cancer sur-
vivors report changes in attention, concentration,
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working memory and executive function (i.e. abil-
ity to multitask) (see clinical case study below).
A series of cross-sectional studies of breast cancer
survivors reported that 17-75% of women expe-
rienced cognitive deficits in these domains from 6
months to 10 years post-exposure to chemother-
apy. The lack of pre-chemotherapy assessment
of cognitive performance limited the conclusions
that could be drawn from these studies since
some survivors may have had cognitive deficits
pre-treatment that did not change over time or
others may have had high normal performance
on neuropsychological testing pre-treatment but
mid-range normal performance post-treatment.
Consequently, a number of investigators began
longitudinal studies that included pre-treatment
(post-surgery, but prior to adjuvant treatment)
neuropsychological assessments of various domains
of cognitive function. Consistent with the cross-
sectional studies, the results of the longitudi-
nal studies suggest that only a subgroup of
patients experience post-treatment cognitive prob-
lems. Estimates of the frequency of post-treatment
cognitive change vary among studies, likely due
to differences in patient populations, assessment
instruments used, criteria for defining change, and
other aspects of study methods. Many investiga-
tors believe that the incidence of post-treatment
cognitive problems is in the range of 15-25%,
although percentages as high as 61% have been
reported.> However, the longitudinal studies have
found a less consistent pattern of post-treatment
cognitive decline (some finding no evidence of
cognitive change) and have challenged some basic
assumptions made by many researchers in the field.

Clinical case study

Ms A is a 45-year-old woman diagnosed with stage Il
breast cancer. Her treatment consisted of mastectomy
followed by chemotherapy (AC-T), and radiation therapy.
She is currently taking tamoxifen. She is married and the
mother of three children (ages 7, 10 and 14) and works
as a partner in a corporate law firm. She took a medical
leave of absence during her treatment, but is now trying
to return to work on a full-time basis. Ms A reported that
she experienced multiple symptoms during treatment

including nausea, fatigue and problems with attention,
concentration and short-term memory. After the end of
radiation therapy, she reported that her symptoms began
to improve over a 12-month period. However, in terms of
her cognitive symptoms, she feels that she has recovered
only to 75% of her previous capacity and she reports that
the persistence of her cognitive problems only became
obvious when she returned to work. Her current cognitive
symptoms include problems with attention, short-term
memory, word-finding and multitasking. She admits
to becoming fatigued more easily and that her sleep
quality is not as good as before her diagnosis; however,
she denies major symptoms of anxiety or depression.
The cognitive assessment revealed significant attentional
difficulties. On a continuous performance task, Ms A had
problems quickly and efficiently processing stimuli and
her responses were less consistent as the test progressed.
Ms A had an impaired learning slope on a verbal list
learning task. Her ability to retain what she had learned
was Average but this is likely lower than expected for
her given her pre-morbid academic and occupational
functioning. Also she made many false positive errors on
a recognition task (Impaired). Her attentional difficulties
impact her retrieval of information. The results of the
evaluation are consistent with Ms A's report of shortened
attention span, forgetfulness and difficulty with word-
finding and multitasking.

Normal pre-treatment cognitive
function

Many investigators assumed that breast cancer
patients would have normal cognitive function
at pre-treatment. However, several studies have
found that 20-30% of breast cancer patients
have lower than expected cognitive performance
based on age and education at the pre-treatment
assessment (in all cases assessments occurred
between surgery and the onset of adjuvant
treatment). Interestingly, lower than expected
level of performance does not appear to be
related to psychological factors (depression or
anxiety), fatigue, or surgical factors (e.g. type and
length of general anaesthesia).* No explanation
for this phenomenon currently exists; however,
two non-mutually exclusive hypotheses have
been proposed.’ First, there may be some aspect
of the biology of cancer (e.g. an inflammatory



response triggering neurotoxic cytokines) that
may contribute to lower than expected cognitive
performance. Second, there may be common risk
factors for the development of breast cancer and
the development of mild cognitive changes over
years (e.g. poor DNA repair mechanisms have
been linked both to increased risk of cancer and of
neurodegenerative disorders such as Alzheimer’s
disease).

Chemotherapy is the major cause
of cognitive change

As the colloquial term ‘chemobrain’ implies,
most investigators initially assumed that cogni-
tive changes were associated primarily with expo-
sure to chemotherapy. However, longitudinal stud-
ies that included cancer patients not exposed to
chemotherapy and healthy controls revealed that
the no chemotherapy cancer group sometimes per-
formed as poorly as the chemotherapy group or at
an intermediate level between the chemotherapy
exposed group and the healthy controls. This pat-
tern of results also raised the question of whether
endocrine therapy could impact cognitive func-
tioning. Initial examination of this issue produced
mixed results, but most studies were not powered
to adequately examine the independent effects
of endocrine therapy. However, a recent longitu-
dinal study examining patients not treated with
chemotherapy who were randomized to tamox-
ifen or exemestane revealed that patients treated
with tamoxifen, but not exemestane experienced
cognitive problems compared to healthy controls.®
Even though investigators assumed that they were
studying the effects of chemotherapy, in reality,
most breast cancer patients receive multimodality
treatment including surgery with exposure to gen-
eral anaesthesia, radiation therapy and endocrine
therapy in addition to chemotherapy. This in com-
bination with the evidence for pre-treatment cog-
nitive issues lead Hurria and colleagues to propose
the phrase cancer and cancer treatment associated
cognitive change as a more accurate descriptor of
the phenomenon.”
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Pattern of cognitive change

Longitudinal studies and clinical description have
suggested that the majority of patients experi-
ence cognitive changes during active treatment
with chemotherapy, likely due to multiple factors
including anaemia, nausea, fatigue/disrupted sleep,
distress and sedating medication. Recovery post-
chemotherapy occurs over 6-12 months for many
patients. However, a subgroup report ‘hitting a
plateau at 70-80% of pre-treatment functioning’
and then no further improvement. This lower
level of cognitive functioning was then thought
to remain stable over time. This assumption has
been challenged by data from a study by Wefel
et al. which suggests that some patients continue to
deteriorate over time and others show no deficits
immediately post-chemotherapy, but then develop
declines in cognitive functioning after 12 months
post-treatment.’ Clinically, the first author has
seen women in their 60s who report a gradual
worsening of their cognitive symptoms as if the
cancer treatment has accelerated the normal pro-
cess of cognitive ageing.

Cognitive changes are subtle

Cognitive changes associated with adjuvant treat-
ment are frequently described as relatively subtle
changes. In contrast to disorders like Alzheimer’s
disease or major head trauma, this may be an accu-
rate description. However, this description may
be misleading on at least two levels. First, most
longitudinal studies have a long list of exclusion cri-
teria, which frequently include a history of learning
disability, head trauma, neurological disorders and
major psychiatric disorders, all of which may be risk
factors for post-treatment cognitive decline. There-
fore, the current research may be underestimating
the impact of treatment-related cognitive changes
because the people who are most vulnerable may
be excluded from the studies.

Second, even subtle changes in cognitive func-
tioning may be problematic for someone who
has a lifestyle with high cognitive demands. Even
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within the same profession, the demands on work-
ing memory and multitasking capacity may vary
considerable. For example, the first author has
seen several nurses clinically who experienced
significant problems post-cancer treatment when
returning to work in high-stress environments like
emergency rooms and intensive care units but who
were able to function well in slower paced outpa-
tient clinics. Additionally, survivors have reported
being able to return to work, but feeling like they
have been passed over for promotions or other
opportunities for advancement. Further research
examining this interface of cognitive change and
environmental demand is clearly needed.

Psychological factors do not
impact cognitive decline

Most studies of cancer treatment-related cognitive
change have found no association between cogni-
tive decline and factors like depression, anxiety and
fatigue. However, this may be, in part, related to
the fact that patients with clinical levels of psychi-
atric problems have been excluded, thereby weak-
ening the chance of finding associations between
cognitive functioning and psychological factors. As
noted below, in the clinical setting, the evaluation
of depression and anxiety are critical when assess-
ing a cancer survivor who reports cognitive issues.

Interestingly, Schagen and colleagues® have
demonstrated that cancer survivors who were
given information about the association between
cognitive problems and chemotherapy and who
had a history of treatment with chemotherapy
reported higher levels of cognitive problems and
performed less well on a word-learning test com-
pared to survivors not provided with this informa-
tion. The investigators hypothesize that the pro-
vision of information connecting chemotherapy
and cognitive problems induces a stereotype threat
that affects both self-report of cognitive problems
and neuropsychological test performance. These
intriguing findings suggest that psychological fac-
tors may play a more significant role in cancer
treatment-related cognitive changes than previ-
ously assumed. Additional factors that have not

been adequately studied are the psychological and
physiological impact of stress and trauma history
and their relationship to cognitive changes associ-
ated with cancer treatments.

Risk factors for post-treatment
cognitive decline

Since there is an emerging consensus that only
a subgroup of patients treated with similar reg-
imens experience persistent post-treatment cog-
nitive decline, a next logical step is to examine
risk factors that increase vulnerability to cognitive
change. Age is a well-established risk factor for cog-
nitive decline in other disorders, and researchers
have speculated that older adults may be more
vulnerable to cognitive side-effects of cancer treat-
ments. Lower than expected cognitive performance
at pre-treatment may also be a risk factor for post-
treatment cognitive changes if it is an indication
of low cognitive reserve. Cognitive reserve rep-
resents innate and developed cognitive capacity
which is influenced by various factors including
genetics, education, occupational attainment and
lifestyle. Research has demonstrated that people
with low cognitive reserve are more vulnerable
to the development of neurocognitive disorders
(Alzheimer’s disease) and to cognitive decline fol-
lowing a variety of insults to the brain. Further,
research has demonstrated poorer cognitive out-
comes secondary to neurotoxic exposures (e.g.
lead) in people with low cognitive reserve. Based
on the theory of cognitive reserve, one would pre-
dict that patients with lower than expected cogni-
tive performance at pre-treatment who are exposed
to chemotherapy would demonstrate poorer cog-
nitive performance post-treatment. Ahles and col-
leagues found support for an interaction of age,
cognitive reserve and exposure to chemotherapy
as risk factors for cognitive decline. In the con-
text of a longitudinal study they demonstrated
that older patients who had lower levels of pre-
treatment who were exposed to chemotherapy
demonstrated significantly reduced performance
on post-treatment measures of processing speed
(see Figure 6.1).°
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Figure 6.1 Pre- to post-treatment change in processing speed by treatment, age groups, and level of cognitive reserve.
Reprinted with permission. (C) 2008 American Society of Clinical Oncology. All rights reserved. Ahles, Tim A. et al.

Journal of Clinical Oncology, Issue 28, 2010: 4434-4440.

Genetic factors have also been examined
as potential risk factors for cognitive decline.
Apolipoprotein E (ApoE) is a complex glycolipopro-
tein that facilitates the uptake, transport and dis-
tribution of lipids. It appears to play an important
role in neuronal repair and plasticity after injury.
A four-exon gene codes for ApoE on chromosome
19 in humans. There are three major alleles: E2,
E3 and E4. These alleles differ in amino acids
at positions 112 and 158: E2 (cysteine/cysteine),
E3 (cysteine/arginine), and E4 (arginine/arginine).
Animal models suggest a link between the E4 allele
and increased mortality, extent of damage and poor
repair following trauma.'® The human E4 allele has
been associated with a variety of disorders with
prominent cognitive dysfunction including healthy
individuals with memory complaints, Alzheimer’s
disease, and poor outcomes in stroke and traumatic
brain injury. The Dartmouth group evaluated the
relationship of the ApoE genotype to neuropsy-
chological performance in long-term cancer sur-
vivors treated with standard dose chemotherapy.
The results demonstrated that survivors with at
least one E4 allele scored significantly lower in the
visual memory and spatial ability domains, with a
trend to score lower in the psychomotor domain,
as compared to survivors who did not carry an E4
allele.!!

Small et al.'? studied catechol-o-methyl trans-
ferase (COMT), which influences the metabolic
breakdown of catecholamines through the methy-
lation of dopamine (DA). The valine version (val
allele) is almost four times as active as the methio-
nine version of the gene (met allele). Thus indi-
viduals homozygous for the val allele presumably
metabolize DA much more rapidly than those with
the met allele. COMT becomes a major modu-
lator of dopaminergic tone in the frontal cortex,
accounting for ~60% of the metabolic degradation
of DA. These researchers found that breast cancer
patients who had the COMT-val allele and were
treated with chemotherapy performed less well on
tests of attention, verbal fluency and motor speed
as compared to COMT-met homozygotes.

Other genetic factors that have been suggested
as potential candidates for increasing risk for
chemotherapy-induced cognitive change include
genes that regulate DNA repair (e.g. X-ray repair
cross-complementing protein 1, (XRCC1); Mei-
otic recombination 11 homolog A, (MRE11A)),
cytokine regulation (e.g. Interleukin 1, IL1; IL6;
tumour necrosis factor alpha TNF-alpha), neuro-
transmitter activity (e.g. BDNF), and blood-brain
barrier efficiency (e.g. multidrug resistance 1,
(MDRI1); organic anion transporting polypep-
tide, (OATP)). However, no studies have directly
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examined the relationship between these genes
and chemotherapy-induced cognitive function.’

Inconsistencies in the pattern
of results

Several studies have been reported which do not
find evidence for cognitive changes associated with
chemotherapy or other treatments.! This inconsis-
tent pattern of results may be related to high vari-
ability in study design, choice of comparison groups
and the neuropsychological tests used (these issues
will be discussed further below). However, given
the discussion of risk factors outlined above, the
pattern of post-treatment cognitive deficits may
be influenced by sample characteristics like age
and education (typically reported) and genetic vari-
ability (typically not measured). Therefore, if a
study population consists of young, highly edu-
cated (one proxy for cognitive reserve) patients,
then one might expect less evidence of post-
treatment cognitive deficits as compared to a study
that includes older, less-educated individuals. Gen-
erally, the studies which do not find evidence for
chemotherapy-induced cognitive decline included
younger patients with high levels of education.
Further, many of these studies covaried out the
effects of age and education or other proxies of
premorbid IQ rather than examining these vari-
ables as risk factors; therefore, the investigators
may have inadvertently covaried out the very effect
that they were studying. Finally, within a relatively
small study, the proportion of patients with adverse
genetic alleles (e.g. ApoE) may vary significantly
and affect the pattern of results depending on
whether the proportion of ApoE 4-positive patients
is high or low. Although these causes for variation
in the pattern of results cannot be sorted out com-
pletely based on the current literature, they suggest
specific hypotheses for future research.

Impact of chemotherapy on brain
structure and function

Because of the relatively subtle nature of post-
treatment effects and the inconsistent results,

some investigators have questioned whether can-
cer treatments actually alter brain function. Emerg-
ing data from imaging and animal model studies
increasingly provide important evidence for the
impact of chemotherapy on brain structure and
function.

Imaging studies

Several cross-sectional, post-treatment studies have
documented reductions in grey matter, primar-
ily in frontal structures and the hippocampus,
and white matter integrity in cancer survivors
treated with chemotherapy.'>!* McDonald et al.'?
have reported the first longitudinal study of breast
cancer patients exposed to chemotherapy who
were evaluated with neuropsychological testing
and structural and functional magnetic resonance
imaging (MRI) at pre-treatment and 1 and 12
months post-treatment. Patients not exposed to
chemotherapy and healthy controls were evalu-
ated at similar intervals. Voxel-based morphometry
was used to evaluate grey matter density between
groups and over time. The analysis revealed that
patients treated with chemotherapy had decreased
grey matter density in bilateral frontal, temporal
(including hippocampus), and cerebellar regions
and right thalamus. Recovery was seen in some
regions at the year-one assessment, but persistent
decreases were seen in bilateral cerebellum, right
thalamus, medial temporal lobe, left middle gyrus
and right precentral medial frontal, and superior
frontal gyri. No significant changes in grey matter
over time were seen in the no chemotherapy can-
cer group or the healthy controls.

Cross-sectional studies of cancer survivors uti-
lizing functional imaging techniques including
functional magnetic resonance imaging (IMRI),"
functional positron emission tomography (fPET),'¢
and electroencephalographic evaluation (EEG)!7
have demonstrated both areas of decreased and
increased activation during performance of a cog-
nitive task in survivors exposed to chemotherapy
as compared to controls. The interpretation of an
increase in brain activation is a matter of debate,
but many investigators believe that this represents
compensatory activation of alternate brain struc-
tures in an attempt to maintain task performance.



It this interpretation is correct, it may provide
a partial explanation for the lack of correlation
between survivors” self-report of cognitive prob-
lems and performance on neuropsychological tests.
In the context of a standard neuropsychological
assessment with a supportive tester and one task
to focus on at a time, the person may be able
to activate alternate brain structures in order to
perform successfully on the test. However, in their
home or work environment, the cognitive demands
may exceed the capacity of compensatory activa-
tion, causing a decline in cognitive functioning.
Theretore, the person may accurately perceive cog-
nitive problems that are not adequately captured
in a typical neuropsychological evaluation. Clearly,
this is an area that requires further investigation.
McDonald et al. are currently analysing the data
from the fMRI component of their longitudinal
study.

Animal studies

Seigers and Fardell'® recently reviewed the liter-
ature examining animal studies of chemotherapy-
induced cognitive impairment. Several studies that
have utilized a variety of common chemotherapeu-
tic agents have demonstrated changes in memory
and learning which parallel the deficits seen in
cancer survivors. Further, the animal studies have
demonstrated evidence for a variety of potential
mechanisms for the effect of chemotherapy on
the brain including: (1) inhibition of hippocampal
neurogenesis; (2) oxidative damage; (3) white mat-
ter damage; (4) decreased hypothalamic-pituitary-
adrenal axis activity; and (5) reduced brain vascu-
larization and blood flow.

In addition to these general findings, several
specific findings help to increase our understanding
of the results from the clinical studies. First, there
has been an assumption that most chemother-
apy agents cannot affect cognition because they
do not cross the blood-brain barrier in signifi-
cant concentrations. However, Deitrich ef al.!® have
demonstrated that concentrations of carmustine,
cisplatin and cytarabine that are inetfective in
killing tumour cells did increase cell death and
decrease cell division in the subventricular zone,
in the dentate gyrus of the hippocampus and in
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the corpus callosum. Therefore, even very small
amounts of chemotherapy in the brain may have
toxic effects. Second, studies of 5-fluorouracil (5-
FU) have demonstrated both acute and progres-
sive changes in white matter which is consistent
with the Wefel et al.®> study which demonstrated
both acute and delayed post-treatment cogni-
tive changes in breast cancer patients treated
with chemotherapy regimens that included 5-FU.
Finally, emerging evidence supports the efficacy of
antioxidants in blocking the behavioural and phys-
iological (e.g. decreased hippocampal neurogene-
sis) effects when coadministered with chemother-
apy. Although this is a very interesting proof of
principle, this is not an intervention that can be
taken immediately to the clinic because of concerns
that antioxidants may decrease the therapeutic
efficacy of chemotherapy. However, understanding
the mechanism(s) of treatment-related cognitive
change will allow for a rational approach to drug
development with the goal of designing drugs that
protect the brain but do not interfere with the
efficacy of cancer treatments.

Taken together, data from imaging and animal
studies support the hypothesis that chemother-
apy effects brain structure and function and begin
to provide evidence for candidate mechanisms of
chemotherapy-induced cognitive change. Similar
studies examining other aspects of cancer treat-
ments such as endocrine therapy for breast cancer
and hormone ablation therapy for prostate cancer
are clearly needed.

Interventions

Despite the increasing concern regarding cognitive
changes associated with chemotherapy, few studies
designed to evaluate interventions to treat cogni-
tive changes have been conducted. When evalu-
ating a cancer survivor clinically, it is important
to evaluate fatigue/sleep disorders (insomnia, sleep
apnoea), anxiety and depression, pain and pain
medications which may alter cognitive functioning.
Additionally, since the majority of cancer patients
are diagnosed over the age of 65, comorbidities
(e.g. diabetes and hypertension) and polypharmacy
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will be common. Common medical problems of
the elderly and medications used to manage these
problems can impact cognitive functioning as well.
A thorough clinical assessment is critical since the
appropriate treatment of problems such as sleep
disorders or depression can result in both the
resolution of that problem and improvement in
cognitive functioning.

In terms of medication management of cogni-
tive deficits, two studies have found support for
the efficacy of modafinil, a psychostimulant, in
improving memory and attention, and reducing
fatigue.?° Studies examining the use of medica-
tions utilized for the treatment of Alzheimer’s dis-
ease (cholinesterase inhibitors) and herbs (Ginkgo
biloba) are currently in process. Although these
medication approaches make sense empirically,
they do not represent targeted approaches based on
known mechanisms of chemotherapy-induced cog-
nitive change. The animal studies described provide
a model for defining the mechanisms of cognitive
change associated with cancer treatments and test-
ing interventions for preventing these changes.

Cognitive rehabilitation approaches are emerg-
ing as a treatment option for cancer survivors
experiencing cognitive problems. Ferguson and col-
leagues have developed an intervention termed
Memory and Attention Training (MAAT) that
includes several components including education
regarding cognitive problems, compensatory strate-
gies (e.g. memory aids), problem-solving to define
goals so that strategies for goal attainment can
be designed, and arousal reduction (e.g. relax-
ation training). A preliminary single-arm study
and a small randomized study have provided pre-
liminary support for the efficacy of the MAAT
intervention.?! Studies examining the efficacy of
computer-based and group-based cognitive reha-
bilitation interventions are currently underway.
One debate in the rehabilitation area is whether
these interventions restore cognitive functioning,
presumably through enhanced neuroplasticity, or
whether the effects are primarily compensatory in
nature. These are not mutually exclusive hypothe-
ses and elements of both processes may be at
work. Studies that include pre- and post-treatment
assessments utilizing structural and functional neu-

roimaging techniques may help to shed light on the
neuroplasticity hypothesis.

The International Cancer and
Cognition Task Force

In 2003, approximately 30 researchers from around
the world convened a workshop in Banff, Canada
prior to the International Psycho-Oncology Society
(IPOS) meetings to discuss the state of the science
in the area of chemotherapy-induced cognitive
change.?? From this initial meeting, the Interna-
tional Cancer and Cognition Task Force (ICCTF)
was formed at the 8th IPOS World Congress
of Psycho-Oncology in Venice, Ttaly in 2006.%
Below is the mission statement of the ICCTE
(www.icctf.com/):

The mission of the ICCTF is to advance our under-
standing of the impact of cancer and cancer-related
treatment on cognitive and behavioral functioning
in adults with non-central nervous system cancers.
Members of the ICCTF conduct local, national and
international research to help elucidate the nature
of the cognitive and neurobehavioral sequelae asso-
ciated with cancer and cancer therapies, the mech-
anisms that underlie these changes in function, and
interventions to prevent or manage these undesired

symptoms and/or their side effects.

A critical outcome from the Venice Confer-
ence was the setting up of working groups which
were charged with the development of guide-
lines for salient issues related to the study of
cognition and behaviour in cancer patients. Six
working groups were planned focusing on issues
relevant to: (1) neuropsychological assessment;
(2) trial design; (3) prevention, management and
intervention for cognitive dysfunction; (4) clin-
ical epidemiology and translational guidelines;
(5) imaging; and (6) animal studies. The rec-
ommendations of the first two working groups
were reported at the 2006 meeting in Amster-
dam and were summarized in a recent publica-
tion.** The Neuropsychological Assessment Work-
ing Group recommended the inclusion of three



Box 6.2 ICCTF recommended
neuropsychological tests for inclusion in
test batteries.

Hopkins Verbal Learning Test-Revised
e Assesses short- and long-term memory

e Adequate psychometric properties and six alternate
forms

e Is available in multiple languages (English, Dutch,
French, German, Italian and Spanish).

Trail-Making Test
e Assesses psychomotor speed and executive function

e Adequate psychometric properties

e Although the test is not language-dependent, the
instructions have been translated into multiple
languages.

Controlled Oral Word Association Test
o Assesses speeded lexical fluency and aspects of
executive function

e Adequate psychometric properties

e Available for use in multiple languages.

neuropsychological (Hopkins Verbal
Learning Test-Revised, Trail Making Test, and the
Controlled Oral Word Association Test of the Mul-
tilingual Aphasia Examination) in test batteries to
allow for the potential of comparing data across
studies and/or for combining data (see Box 6.2).
The Trial Design Working Group offered sugges-
tions on a variety of topics including the use
of longitudinal versus cross-sectional designs, the
importance of pre-treatment cognitive assessments,
and the selection of appropriate control groups
(see Box 6.3). Overall, the goal of the working
groups is to make recommendations that harmo-
nize studies of cognitive function in cancer patients
in order to move the field forward by increasing
the comparability of results across international
studies.

measures

Box 6.3 ICCTF methodological
recommendations.

e Preferred design is a longitudinal study which
includes pre-treatment assessment.
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e Cross-sectional designs with appropriate control
groups may be useful for proof-of-concept trials.

e Comparison groups would ideally include
disease-specific controls (e.g. cancer patients not
exposed to chemotherapy) and healthy controls,
matched on age and education.

e Inclusion and exclusion criteria need to be
appropriate for the study question, but cannot be so
restrictive as to reduce the generalizability of the
results (e.g. excluding patients on SSRIs for the
treatment of depression or hot flushes could
significantly reduce patient eligibility).

Another major goal of the ICCTF is to explore
opportunities to conduct coordinated, interna-
tional studies. To date, published studies in this
area have been conducted in Australia, Belgium,
Canada, Denmark, France, Germany, Japan, the
Netherlands, the United Kingdom and the United
States. Although there are difficulties comparing
the results of these studies, there do not appear
to be major differences in the general pattern
of results across countries. However, no studies
have directly addressed the issue of differences in
the incidence, severity, etc. of cognitive problems
across populations from different countries. The
ICCTF network could potentially design such a
study. Of particular interest would be the examina-
tion of populations with expected genetic variation
based on racial and ethnic background.

To date, most of the studies reported have had
small to modest sample sizes, which has limited
investigators” ability to obtain precise estimates of
the prevalence of cognitive problems and to con-
duct subgroup analyses to examine risk factors etc.
In order for the field of cognition and cancer to
move forward, a critical next step is conducting
large-scale studies that would allow for the more
accurate identification of the incidence of cognitive
side-effects of cancer treatments, factors that con-
fer vulnerability to cognitive side-effects, including
genetic polymorphisms that are associated with
change in performance on neuropsychological test-
ing and in brain structure and function based on
imaging. There are many challenges to conducting
collaborative research across institutions including
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standardization of testing and imaging protocols.
However, the Alzheimer’s Disease Neuroimaging
Initiative (ADNI) serves as a model for such a study
(http://adni.loni.ucla.edu/). The goal of ADNI is to
understand the rate of progression of mild cogni-
tive impairment and Alzheimer’s disease. Patients
diagnosed with mild cognitive impairment and
Alzheimer’s disease, as well as healthy, elderly
controls from over 50 sites in the United States and
internationally are evaluated with a comprehen-
sive assessment that includes neuropsychological
testing, imaging, biomarkers and genetics. ADNI
investigators have developed protocols for collect-
ing reliable and valid data across institutions and
imaging scanner platforms. Additionally, data from
ADNI is uploaded to the Internet so that data can
be accessed by researchers around the world. Very
similar methods and protocols could be adapted for
a study of cognitive changes associated with cancer
treatments.

Cultural implications

A limitation of all of the research conducted thus
far is that studies have been primarily conducted in
large cancer centres and the patients have tended to
have high education and socioeconomic status. No
studies have focused on patients from underserved
populations who may have lower education levels
and live in poverty. One could predict that patients
from underserved populations may be more vul-
nerable to cognitive changes associated with can-
cer and cancer treatments for a variety of rea-
sons including lower education/cognitive reserve,
poorer diet and health care and high exposure to
environmental toxins. Further, genetic variation
based on race and ethnicity may influence the
incidence and severity of post-treatment cognitive
changes. For example, research has suggested vari-
ability in the incidence of the ApoE 4 polymor-
phism across racial/ethnic populations; therefore,
groups that have higher incidence of the ApoE
4 polymorphism and other genetic vulnerability
factors may have a higher incidence of cancer
treatment-related cognitive changes in those pop-
ulations. Further, the association between ApoE 4

and Alzheimer’s disease has been shown to differ
across racial/ethnic groups; therefore, the same
genetic polymorphism may confer a different level
of risk for post-treatment cognitive decline based
on race and ethnicity.?* Finally, extrapolating from
the work of Schagen et al.® discussed above, certain
racial/ethnic groups may be more vulnerable to the
induction of stereotype threat which may translate
into higher levels of self-reported cognitive prob-
lems and poorer performance on neuropsychologi-
cal tests.

There are various challenges to conducting
research on cognitive changes associated with can-
cer treatments across racial, ethnic and low socioe-
conomic status groups. Many of the traditional
neuropsychological tests have been developed and
norms obtained on Western, English-speaking pop-
ulations. Therefore, not all tests have been appro-
priately translated and normative data obtained
for particular groups of interest. Additionally, even
when translated, the test may not be culturally
relevant which makes comparisons across cultural
groups challenging. Finally, the quality of educa-
tional systems vary greatly across socioeconomic
strata; therefore, years of education are likely not
equivalent across groups (e.g. in areas of the United
States, a significant proportion of high school grad-
uates are functionally illiterate). Tests of premorbid
IQ and/or reading ability can help to control for this
variation.

Conclusions

Increasing evidence has suggested that various
aspects of breast cancer and breast cancer treatment
can have a long-term effect on cognitive function-
ing in a subgroup of patients. Data from imaging
studies in patients and animal model studies are
providing clues regarding the impact of cancer
treatments on brain structure and function that
can lead to the definition of mechanisms for post-
treatment cognitive change. However, a critical
next step in moving the field forward is large-scale,
multi-institutional studies designed to provide an
accurate estimate of the incidence and course
of post-treatment cognitive decline, the relative



cognitive etfects of various chemotherapy regimens
and endocrine therapies, risk factors for cognitive
decline, mechanisms (biological and psychologi-
cal) underlying cognitive changes, the effect of
cognitive changes on a survivor’s daily life and
ability to function, and interventions designed to
prevent or reduce the negative cognitive impact
of cancer treatments. Further, similarities and dif-
ferences between breast cancer and other types
of cancer and cancer treatment clearly need addi-
tional investigation. A major gap in the field is the
lack of studies examining the cognitive impact of
cancer treatments across racial and ethnic groups
and across lower levels of socioeconomic status.
Data collected on highly educated, affluent Cau-
casian patients may not generalize to other popu-
lations given known genetic variation across racial
and ethnic groups, and the deleterious effects of
poverty, including poor nutrition and health care,
impoverished environments which translate into
lower cognitive reserve, and higher levels of toxic
environmental exposures.

Key points

e Emerging data from studies examining cognition and
cancer have led to new insights and challenged
various assumptions.

e Pre-treatment cognitive problems suggest that some
aspect of the biology of cancer may affect cognitive
function or that there may be common risk factors
for the development of cancer and mild cognitive
change over time. These data, along with the results
of studies examining the cognitive effects of
endocrine therapy suggest that chemotherapy is not
the only aspect of cancer treatment that influences
cognitive functioning.

e Factors including age, cognitive reserve and genetic
factors (ApoE and COMT) are being identified as
increasing risk for post-treatment cognitive decline
and imaging studies and animal model studies are
beginning to define the impact of cancer treatments
on brain structure and function.

e Studies examining the efficacy of medication and
cognitive rehabilitation interventions are underway,
but are hampered by the lack of understanding of
the mechanism(s) for cancer treatment-related
cognitive change. The ICCTF has brought together
researchers from around the world who are studying
cognition and cancer with the goals of providing a
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forum for exchange of emerging results and to
provide recommendations for study design,
assessment, etc. However, although research in this
area is being conducted in many countries, most
studies have focused on relatively homogenous
populations from a racial/ethnic perspective and
most study populations have consisted of high
education and income patients.

e Therefore, a major gap in the field is examining

differences based on race and ethnicity and
socioeconomic status.
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Introduction: Integrated
interdisciplinary patient-centred
care

Interdisciplinary teams

Interdisciplinary teamwork has long been heralded
as the pathway to excellence in patient care. No
health care professional would ever admit that
they possess the knowledge or skillset to attend
to all of their patient’s needs. Despite consensual
agreement to this viewpoint, health care systems
have been slow to commit to an interdisciplinary
model of patient care. Rather, health care and the
contributing professions seem content to focus on
doing what they have been trained to do, remain-
ing in their own discipline silo and to a large extent
to ignore or minimize patient concerns outside of
their scope of practice.! Lack of interdisciplinary
integration and coordination can have a negative
impact on the cancer experience, especially for
those patients most at psychosocial risk. There is

also the stress on physicians and nurses who will
be caring for patients with complex needs especially
when there is no systematic approach to symptom
identification or management in place.

Cancer care for the whole person

The Institute of Medicine’s (IOM) 2008 report,
Cancer Care for the Whole Patient: Meeting Psychosocial
Health Needs documented the substantial scientific
evidence that supportive care can yield significant
benefits for cancer patients and survivors.? These
benefits are robust and extend to the patient, their
families, health care providers, institutions where
they are treated and local communities. Compre-
hensive cancer care programmes have emerged
because of dramatic advances in early detection,
disease-directed treatments and the recognition
that the needs of the ‘whole’ patient must be
addressed as an essential part of cancer care.
Patient-centred also referred to as whole-patient-
centred care requires programmes to be relevant to
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what patients and their families experience as they
move along the cancer continuum.

In this chapter, we will describe some of the chal-
lenges patients experience and the current practices
employed by the health care team to address these
challenges. We will also describe how Screening for
Distress can become the connective tissue of cancer
care and how screening has challenged profession-
als to think beyond mere collaboration to a model
of integration that truly puts the patient at the
centre of care. To illustrate how Screening for Dis-
tress has begun changing clinic culture, the authors
will present two models of care, from two very
different social contexts, Canada and the United
States, where the evolution from profession-centric
to person-centred care has been shown to be feasi-
ble although still quite provocative.

Background

Current cancer care

With dramatic advances in laboratory and clinical
research, cancer care has moved from an acute ill-
ness model to one that is, for the most part, chronic
and outpatient-oriented. Clinics function in such a
way that patients initially see their family physician
with a health concern that is followed up with
further assessments and referral to other specialized
health professionals for a complete assessment. If
there is a confirmed cancer diagnosis, referral to
an appropriate physician or tertiary cancer clinic
usually follows.

Once diagnosed, cancer care focuses on eradica-
tion of the malignancy via surgery, chemotherapy,
and/or radiation, leaving emotional support for the
patient and attention to psychosocial concerns as
an afterthought, if considered at all. In smaller
oncology practices, psychosocial services may be
non-existent. Because of this void in many health
care programmes, patients and advocacy groups
increasingly have vocalized their concern about
the limited psychosocial resources available to help
patients and families cope with the complex and
multiple challenges often associated with their can-
cer experience.

Concerns about the specific psychosocial needs
of cancer patients in the professional literature go

back to the beginning of the twentieth century.’?
Although patient concerns have not changed much
since that time, the health care environment cer-
tainly has. The time of a generalist physician work-
ing in a rural setting, close to the populations they
served but isolated from large institutions has given
way to highly qualified subspecialists working in
highly technologically advanced institutions. In the
past, it was physical space and lack of technology
that created lack of coordination, but today it may
be the highly specialized and technological skills
that are barriers to coordination and timely com-
munication among patients, families and multispe-
cialists. But within the supportive care oncology
community, there is also a challenge of how best to
provide whole-person-centred cancer care. Fortu-
nately, screening patients and families has provided
the information on how best to address patient
needs. This data has been quite clear and consistent
around the world.**

Major issues

Moving beyond pain as the 5th Vital
Sign to distress as the 6th Vital Sign
Given the high prevalence rates of reported symp-
toms and patient problems, like pain being branded
the 5th Vital Sign, it was proposed that a similar
approach be used for distress. Distress was eventu-
ally endorsed as the 6th Vital Sign in Canada’ and
then supported as a new standard by national and
international societies® and accreditation organiza-
tions.” In 2010, the Union for International Cancer
Control (UICC) endorsed the value of branding
distress as the 6th Vital Sign stating that ‘“We expect
that recognizing distress as the 6th Vital Sign will
improve the treatment of cancer patients, improve
outcomes for cancer patients, and improve the
effectiveness of cancer care systems around the
world’ (E. Cazap).!°

Moving beyond psychiatric labelling, cancer-
related symptoms became broadly seen as dis-
tress!' and research using this broad definition
embraced the full range of patient symptoms likely
to be experienced across the cancer journey from
time of diagnosis through to end-of-life care and
beyond to survivorship. In taking the broad view



on distress, the National Comprehensive Cancer
Network (NCCN) has defined distress as: a multi-
factorial unpleasant emotional experience of a psycho-
logical (cognitive, behavioral, emotional), social, and/or
spiritual nature that may interfere with the ability to
cope effectively with cancer, its physical symptoms and its
treatment. Distress extends along a continuum, ranging
from common normal feelings of vulnerability, sadness,
and fears to problems that can become disabling, such as
depression, anxiety, panic, social isolation, and existential
and spiritual crisis.'! With this definition in mind,
research has broadened the definition of distress
beyond anxiety and depression to include a com-
plete range of symptoms from fatigue, sleepless-
ness, nutritional issues, quality of life, to practical
and financial pressures to social and family con-
cerns to religious and existential concerns.

Not surprisingly, confronting one’s mortality in
the face of cancer for many is highly stressful
with untreated distress often the most relevant
predictor of subsequent psychological distress.!?
When problems such as fatigue, pain, weakness
and other physical symptoms are added, the dis-
tress of cancer patients is increased. Distress is a
normal part of life for a cancer patient and is
therefore less stigmatizing than psychiatric labels.
The early identification of patient biopsychosocial
problems (practical, physical, psychological, social
and spiritual) is essential to relieve distress, prevent
crises and minimize system disruption. Because
psychological and social problems are complex and
possess the added barriers of stigma, there is the
belief that patients with these concerns take up
valuable clinic time, and professional avoidance of
emotional content relegates these concerns to a
lower value when compared to physical care. The
problem-based approach embraced by Screening
for Distress and distress being branded the 6th Vital
Sign in large part de-stigmatizes the history-taking
process by helping patients perceive distress areas
as problems rather than personal weaknesses, both
in the phrasing of questions and by intermixing
items dealing with physical, emotional, social, spir-
itual and practical issues.!> Supported in the lit-
erature!*!> NCCN recommends Screening for Dis-
tress for all cancer patients to identify and address
problems before a crisis develops, and necessitates
higher levels of intervention.
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Cella (1998),'¢ Zabora et al. (2003),'7 Carlson
etal. (2004)'® and Loscalzo and Clark (2007)'? have
conducted large studies that illustrate that patient
needs are complex and variable based on tumour
site, stage of disease, gender and socioeconomic
background. Though each of these studies has used
different tools to identify patient concerns, there
is a commonality of identified issues. One of the
earliest prevalence studies reporting patient con-
cerns was carried out by Cella.'® Cella reported that
concerns go beyond anxiety and depression, and
documented the highest of distressing symptoms
to be fatigue and pain (Figure 7.1), suggesting that
at least in oncology settings distress is complex
and physical symptoms are likely to play a sig-
nificant role and are very likely to contribute to
the patient’s overall distress profile. Subsequently
targeting one symptom alone and not the array of
concerns is likely to have limited benefit. Zabora
has published extensively on distress and reports
on anxiety and depression as well, adding the
dimensions of common cancer-related problems
(Figure 7.2).)7 Consistent with the Cella and Zabora
seminal studies, Carlson et al. (2004) reported a
cross-sectional study of 3000 patients with different
cancers and stages attending a tertiary centre; a full
range of physical, psychosocial and practical con-
cerns exist in 35-45% of all patients (Figure 7.3).'%
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Figure 7.1 Cella (1998) Factors influencing quality of
life in cancer patients: anemia and fatigue. This article
was published in Seminar of Oncology, Vol 25 (Supl. 7),
Cella et al., Factors influencing quality of life in cancer
patients: anemia and fatigue, pp. 4346, Copyright
Elsevier (1998).
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Distribution of Common Problems for Cancer Patients:

The Johns Hopkins Oncology Center (n=2124)

25
20
15
10 ) .
Figure 7.2 Zabora et al. (2003) Managing
5 complications in cancer: identifying and
responding to the patient’s perspective.
0 - Reprinted from Seminars in Oncology
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Again, these three figures highlight that cancer
patients” concerns can be multiple in number and
likely to exist in clusters. While focusing on one
symptom may facilitate a deeper understanding of
the patient experience, this approach from a clinical
perspective is too simplistic given what we are
learning about how patients are facing their cancer.
Loscalzo et al. (2007) implemented the use of an
innovative screening of cancer patients at first visit
to assist them with distress due to cancer-related
problems.!'® Based on 15 years of experience with
Screening for Distress, his team developed a 36-
question screening instrument that addressed phys-

Frequency of Patient Reported Concerns

permission from Elsevier.

ical, practical, social, psychological and spiritual
problems. Patients rated the severity of the problem
on a scale of 1 to 5, and indicated if they wanted
staff assistance (Table 7.1). Data from the first 2071
patients to complete this screening was analysed
to identify common patient problems, demograph-
ics and trends. The five most common causes
of problem-related distress were: fatigue, sleeping,
finances, pain and controlling my fear and worry about
the future. The five most common problems for
which patients circled ‘Yes” to ask for assistance
were: understanding my treatment options, fatigue,
sleeping, pain and finances. Compared to the entire
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@ Emotions
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W Anxiety . )
30 4+—| @ Parking Figure 7.3 Carlson ef al. (2004) High
levels of untreated distress and fatigue in
Il Appearance . . o
20 1| £1 Coping cancer patle.nts. Repr{nted by permission
from Macmillan Publishers Ltd on behalf
B Sexuality of Cancer Research UK: British Journal of
10 1 8 Financial Cancer, Vol 19, Issue 12, High levels of
untreated distress and fatigue in cancer
0 patients, Carlos et al., copyright (2004).
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Table 7.1 Loscalzo and Clark (2007) Problem-related distress in cancer patients drives requests for help: A

prospective study. Loscalzo MJ, Clark KL. (2007) Problem-Related Distress in Cancer Patients Drives
Requests for Help: A Prospective Study. Oncology 21, 1133-1138. Reproduced with permission.

How Can We Help You and Your Family? Problems and Rankings

Biopsychosocial problems %>3 %Yes
Fatigue (feeling tired) 419 9.6
Sleeping 32.5 8.1
Finances 31.1 7.8
Pain 29.4 7.9
Controlling my fear and worry about the future 28.2 6.0
Me being dependent on others 27.5 3.5
Being an anxious or nervous person 27.4 5.4
Feeling down depressed or blue 27.4 5.4
Understanding my treatment options 23.1 15.0
Managing my emotions 22.9 4.4
Questions and concerns about the end of life 20.8 4.1
Solving problems due to my illness 20.3 5.3
Managing work, school, home life 20.0 3.3
Losing control of things that matter to me 19.6 2.7
Finding community resources near where | live 19.4 6.3
Sexual function 16.7 2.9
Thinking clearly 16.6 2.6
Needing someone to help coordinate my medical care 14.0 6.3
My ability to cope 13.9 1.8
Recent weight change 13.5 3.5
Transportation 12.9 5.2
Talking with the health care team 12.5 5.6
Someone else totally dependent on me for their care 12.3 1.6
Controlling my anger 12.1 2.0
Writing down my choices about medical care for the medical team 11.6 5.3
and my family if | ever become too ill to speak for myself

Talking with the doctor 11.4 5.4
Having people nearby to help me or needing more practical help at 11.0 2.7
home

Nausea and vomiting 11.0 33
Getting medicines 9.9 3.1
Ability to have children 9.1 2.1
Talking with family, children, friends 7.7 1.5
Substance abuse (drugs, alcohol, nicotine, other) 5.1 1.3
Thoughts of ending my own life 4.8 0.4
Any other problems you would like to tell us about 4.6 4.2
Abandonment by my family 4.5 0.7
Spiritual concerns 4.4 0.8

Note: All 36 of the questions from the screening instrument How Can We Help You and Your Family are listed
in descending order based on the percentage of patients who marked each problem >3. The percentages of
patients who marked the problem >3 and the percentage who circled ‘Yes' are listed in separate columns. The

top 5 percentages in each column are shaded in grey.
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population, patients who circled ‘Yes” on a par-
ticular problem demonstrated a robust increase in
problem-related distress.

These studies highlight that the cancer patient’s
challenges are complex with a strong interplay
existing between physical, psychosocial and prac-
tical concerns. But most significantly within the
context of this chapter, for the treating team, these
concerns serve as a roadmap to guide clinicians on
how to approach and support patients while work-
ing with other specialists to adequately address the
complexities of cancer and to maximize support
and evidence-based care. At a minimum, Screening
for Distress can serve as an aid to the health care
team by clearly defining patient concerns, facilitat-
ing a conversation between the patient and usually
the primary nurse or physician. These challenging
but essential conversations are critical for careful
coordination leading to higher levels of efficiency,
quality and safety with the appropriate referral in a
timely way.

Operationalizing Screening for
Distress: the connective tissue in
interdisciplinary patient care

In the United States despite endorsements by
NCCN and more recently by the American Society
of Clinical Oncology and the American College of
Surgeons only 30% of NCCN organizations (all
NCI Designated Comprehensive Cancer Centers)
routinely screen for distress.?’ In the United King-
dom, Mitchell (2010) reports that few clinicians
outside of palliative care teams screen for distress
using standardized measures.?! Much debate is
also continuing about the benefit of screening for
depression and anxiety and whether screening with
the use of ultra-short tools is more beneficial than
longer questionnaires.?? Carlson ef al. (2011) in a
recent RCT demonstrated that screening leading
to referral and education improved patient out-
comes.” There is clearly increasing international
momentum to introduce screening as the stan-
dard of clinical care in larger institutions. This
greater acceptance to screen for emotional concerns
and psychosocial problems is based on consumer
demand, increased awareness of the importance of

psychosocial perspective by physicians, availability
of psychosocial experts, expanding research and
emerging technology.

Technology has demonstrated the ability to bring
people closer together and to make meaningful
connections that previously have not been possi-
ble. The speed of technological advances is only
expected to increase, but, ultimately, caring for
and healing patients will always be about trusting
and respectful relationships. The authors and oth-
ers?*2¢ have shown that automation can decrease
resource intensity while creating systems that pro-
vide enhanced interdisciplinary timely communi-
cation, tailored interventions, clinical summaries,
and real-time triage. In the longer term, automa-
tion can also create a database that is immediately
updated and available for research and programme
development.

Model programmes: clinical cases

With global attention being given to Screening for
Distress, the 6th Vital Sign?’ going beyond screen-
ing for research purposes alone, it seems appropri-
ate to focus our attention on implementation of
screening tools into standardized cancer care. How-
ever, screening alone, without attention to clinical
concerns, provides some but not full advantage to
the patient,?® family and staff. It is our belief that
Screening for Distress can create an opportunity for
the health care team to have a conversation with
the patient followed by assessment and a referral
to the appropriate professional in a timely way.
Ultimately, screening has the capacity to transform
health care systems to encourage new partnerships
that maximize interdisciplinary care.

We will now share two model programmes that
demonstrate the integration of screening as the
core and connective tissue of their integrated mul-
tidisciplinary programmes.

Tom Baker Cancer Centre, Calgary, Canada, with
support from the Canadian Partnership Against
Cancer, the Cancer Journey Portfolio, and the
Screening for Distress Toolkit Working Group,
chose a Minimum Data Set comprised of the
Edmonton Symptom Assessment Survey and a
Problem Checklist as a screening tool (Figure 7.4).28
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Room on the screening form was later created for
documentation, so that appropriate referrals could
be initiated by the attending nurse or physician.
From the outset, it was understood that Screening
for Distress was to be followed by assessment and
intervention.

At the Tom Baker Cancer Centre in Calgary,
two clinics (Neuro-Oncology and Head and Neck
Tumor Groups) were selected to model an Integrated
Symptom Relief Service. Operationally, the Integrated
Symptom Relief Service seeks to establish a cancer
care system which effectively integrates resources
to ensure patients’ concerns are managed by the
right professionals in a timely and coordinated
manner. The ultimate goal is to move toward a
vision of person-centred care, where care focuses
on what has been identified as being important to
the patient and ultimately addresses a full range
of needs. The key driver of the Infegrated Symptom
Relief Service is the implementation of Screening
for Distress which uses standardized measures to
rapidly screen patients for psychosocial, practical
and physical concerns. Screening for Distress allows
concerns to be speedily identified and shared with
the health care team. With experience, training
and clinical skill, health care providers should,
using the screening tool as a guide, be able to
open up a directed conversation with the patient
to efficiently address patient concerns and refer as
required.

Here is how it works: patients attending either
of these clinics complete the screening tool (the
Minimum Data Set) (Figure 7.4), the nurse coor-
dinator in these clinics reviews the findings from
the screening tool, opens a conversation with the
patients, determines the nature and types of con-
cerns and refers to the appropriate health care
provider as necessary. Actions are reported on
the completed form and inserted in the patient
chart. To help guide the team, a simple guide has
been developed using cut scores as illustrated in
the referral pathway guide (Figure 7.5). What is
important to keep in mind is that Screening for
Distress needs to use a standardized questionnaire
that rapidly and simply identifies frequently raised
patient concerns so that the guesswork around
symptom management can be easily addressed,

without stigmatizing patient concerns, and thus
referral to appropriate professionals can be initiated
in a timely and appropriate way.

City of Hope, California, USA developed a touch
screen automated program called SupportScreen,
based on more than 15 years of screening experi-
ence in academic cancer centres and a small com-
munity hospital. SupportScreen is a patient-friendly
data entry system that identifies physical problems,
psychosocial concerns, alerts the health care team
to risk factors and barriers to care, triages to multi-
specialists, refers to community resources and pro-
vides personalized educational information based
on the specific needs of the patient and family
member — all in real time (Figure 7.6). SupportScreen
builds new partnerships by facilitating patient, fam-
ily, physician and multispecialist communication
and is used to maximize the effectiveness of clinical
encounters as well as overall cancer care. Support-
Screen has been successfully implemented at City
of Hope and licensed to other medical centres to
create a systematic bridge to new levels of commu-
nication, trust and partnership, which is essential
to managing the financial and resource challenges
that are undermining the solvency of the present
health care system.

Both the Canadian and American Screening for
Distress programmes are driving the health care
system to integrate multidisciplinary teams into
standardized clinical practice. The problems mani-
fested by patients and their families and the support
that the disease-directed teams require in managing
the patient are often complex and simply cannot be
addressed within the profession-centric care model.
Person-centred care cannot exist by professionals
remaining in their professional silos but must seek
a model of care that encourages respect for what
each profession can do to enhance cancer care for
the whole person.

Interdisciplinary

whole-person-centred care

What we have learned from psychosocial research
prevalence studies has confirmed that patients
may suffer from a full range of physical, practi-
cal and psychosocial concerns. While extension of
life is seen as the primary objective for patients
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Figure 7.5 Integrated Symptom Relief Service Referral Pathways, Tom Baker Cancer Centre, Calgary, Alberta, Canada.
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Figure 7.6 SupportScreen real-time outputs, City of Hope, California.

and their families, disease progression, symptom
management and quality of life are also emerg-
ing as central concerns for patients and health
care institutions and patient advocates. The data,
knowledge and paradigm shifts resulting from
Screening for Distress highlight the importance
of utilizing simple tools to better understand and
improve the patient experience. These tools are
providing insights into just how complex patient
concerns really are and how important it is that
compassionate experts integrate effort. As there
is no ‘gold standard’ with respect to which tool/
questionnaire to use, we can and should expect
further research and continued tool development.
However, what we are learning today is that symp-
tom management is too complex to be ignored or
managed by any single professional.

The goal of excellence in patient care is to
unite and integrate compassionate professionals
with comprehensive skills to help patients, families
and staff manage the challenges of serious illness
and to find personal meaning in the experience.
By its very structure and open commitment to
person-centred over profession-centric care challenges
the silo-protecting ‘supposed” collaborative model
and invites new partnerships among patients and
their health care providers and even more signifi-
cantly among the health care providers themselves.
Person-centred care drives the health care team
to integrate (rather than merely collaborate) their
effort, compassionate expertise and to define a
transparent way to work together and to celebrate
a bigger vision. This is not the traditional top-
down medical model and has the potential to be
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What we measure is what we act upon.

very useful.

You are not a serious cancer program, unless you are screening for distress.

Chief Medical Advisor on the Future of Health Care in Canada

I love the program, it helps to identify patient needs and concerns and puts their mind at ease while going through treatment.

My patients are complex on multiple levels. The automated screening and triage, real-time communication and the provision
of tailored educational materials, allows me to be the doctor. The clinic visit is focused and incredibly efficient — no need to
fish for potentially sensitive but essential information, it is all there already.

Associate Director for Medical Education, Medical Oncology & Therapeutics Research
City of Hope Comprehensive Cancer Center, Duarte, CA, USA

By having this information in real-time, my initial encounter with the patient is more effective and efficient. Often problems
are identified by SupportScreen that the patient has not volunteered to the health care team.

City of Hope Comprehensive Cancer Center, Duarte, CA, USA

[Screening for Distress] gives us a good tool to really evaluate where the patient is, in relation to us and the services we have
to offer him, and eventually personalize more what we have to offer.

Having the tool has certainly brought out conversations that I feel confident wouldn’t have happened otherwise. So, I find it

One of the first people that I did [screened] was someone who I had known for several months and I had several connections
with. Our interaction was: “Is everything going OK?”, “Yes everything’s fine”. They looked fine and were coming for their
treatments. He was one of the first people I administered the tool to and he scored high. It gave him the opportunity to really

Colum J. Smith, MD
Vice President and Chief Medical Officer
Saskatchewan Cancer Agency, Canada

Robert McMurty, MD

Christina Eckhart, Patient

Robert J. Morgan, Jr, MD, FACP
Professor of Medical Oncology

Arti Hurria, MD
Director, Cancer and Aging Research Program

Health Administrator, Quebec, Canada“

Cancer Patient Navigator, Nova Scotia, Canada®

focus on the issues that were causing him distress rather than the general comment about “is everything OK”. We could
actually go through the list of everything and he was able to pick out the things that were causing him distress. So, after that,
I felt that there were probably many more patients ... I was just taking it for granted that things are OK because they tell me

without really getting into it too deeply.

Cancer Patient Navigator, Nova Scotia, Canada“®

Figure 7.7 Quotes supporting Screening for Distress.

“4Source: Fillion L., Cook S., Blais M-C. et al. (2011) Implementation of Screening for Distress with professional cancer

navigators. Oncologie, 13, 277-289.

profoundly transformative. In fact, in the two mod-
els above, it already has.

It is hard to appreciate the full impact of design-
ing a supportive care programme based on person-
centred care. When it comes to thinking about
health care, the focus has generally been on think-
ing in silos. As part of a new model of health service

delivery, as well as excellent academic medicine,
all clinical care services must think of the patient
as the unit of care and not the parts. This means
comprehensive integrated interdisciplinary patient
care. This is a courageous undertaking and because
we are so routed in traditional biomedical care the
path ahead will likely be challenged. But changes
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to culture take time and the impetus for change has
never been greater.

Person-centred care must be built into the sys-
tem at many levels. While Screening for Distress
is able to identify problems and to link patients
to the support and education they need on an
individual level, screening is not about psychosocial
issues alone. Based on our research, it is about
the multiple symptoms patients are likely to expe-
rience. Because cancer care is highly specialized
and patient needs complex, an integrated model
of service delivery could help reduce the sutfering
and burden of cancer for the patient and health
care system. Given what we are learning from the
Canadian model of Screening for Distress and the
American model of the SupportScreen program it
is rapidly becoming apparent that Screening for
Distress is emerging as the connective tissue of
integrated interdisciplinary patient care. Screening
has engaged patients, families and the health care
teams in clearly defined efforts to use data to
focus professional effort, to apply evidence-based
interventions and to begin to transform the way
health care is provided (see Figure 7.7 for specific
examples).

Summary and conclusion

This is a unique time; health care internation-
ally is being challenged to be more efficient and
to become more person-centred. The profession-
centric view has been challenged on multiple
levels. There have been major lessons learned
from how patients, families and communities are
actively engaged and becoming partners in their
own health caring.

Screening has been widely supported and there
have been major advances because of it. The 6th
Vital Sign has been a major accomplishment and
the data has led us inexorably to the reality that we
must all be person-centred. This reality is necessary
not only based on the Hippocratic Oath and the val-
ues of all the world’s great religions and democratic
societies but also because it is the most efficient and
realistic way for health care to be able to address the
many and complex needs of varying populations.

Screening for Distress can be metaphorically seen as
the connective tissue of the health care system and
the data confirms the potential benefits gleaned
from Screening for Distress in oncology practice.

Person-centred care ultimately drives the chal-
lenge to professionals, health care leaders, social
planners to integrate and synergize resources to
maximize quality with efficiency, create true work-
ing partnerships and to advance a true science of
caring.

Key points

e Interdisciplinary teamwork has long been heralded as
the pathway to excellence in patient care.

e Screening for Distress data is providing information
about how best to address patients’ and families’
concerns.

e Distress has been endorsed as the 6th Vital Sign
internationally.

e Screening for Distress can be a roadmap for health
care providers to do the hard work of clearly defining
patient problems and referring patients to the right
professional in a timely way.

e Both the Canadian and American Screening for
Distress programmes are driving the health care
system to integrate multidisciplinary teams into
standardized clinical care.

e Patients may suffer from a full range of physical,
practical and psychosocial concerns.

e Symptom management is too complex to be ignored
or managed by any single professional.

e Clinical care must think of the patient as the unit of
care.

e Screening for Distress is emerging as the connective
tissue of integrated interdisciplinary patient care.
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CHAPTER 8

Psychological Intervention

Maggie Watson

Psychology Research Group, Institute of Cancer Research, Royal Marsden Hospital, and Research Department of Clinical,
Health and Educational Psychology, University College London, UK

Introduction

In psycho-oncology there has been accumulating
evidence over the last three decades confirming the
value of psychological intervention. This has con-
tributed to specific discussion about how the psy-
chological and emotional needs of cancer patients,
their partners, families and those close to them
might best be met (see Watson and Kissane (2011)
in the recommended further reading for a more
detailed exposition of psychotherapy models). The
development and delivery of psychological inter-
vention has now become a detailed, skilled and
organized activity guided by evidence. Linked to
this has been the publication of guidelines from
academic organizations, health care providers and
governmental sources that aim to rationalize and
improve psychological care within oncology prac-
tice (see details of guidelines in the recommended
further reading).

Background

The need for effective psychological care for people
with cancer stems, to some extent, from evidence
indicating that substantial levels of distress and dif-
ficulties are experienced by patients and those close
to them.!? Also cancer treatments are acknowl-
edged as being extremely challenging. Supporting
patients through these challenges and difficulties is
part of a holistic approach to cancer care that sees

the patients as the focus of treatment and not the
tumour. One of the most mature and frequently
cited studies documenting level of psychological
difficulties> showed that 47% of cancer patients
had symptoms of psychiatric disorder according
to the DSM-III classification system; the major-
ity being adjustment disorders with accompanying
anxiety and depression. While this study helped
put patients” psychological needs on the map it
also, by using a psychiatric nosology, set the area
back. Patients with cancer might now have diag-
nosed psychiatric disorders where in reality their
reactions, those primarily of ordinary people in
extra-ordinary situations, might have been better
conceptualized in psychological terms. While the
data overwhelmingly confirm that going through
cancer is distressing, difficult, challenging and for
some, seemingly insurmountable, the figures on
levels of psychological problems and distress vary
depending on what is being measured and how
it is measured.* Generally assessment of need
focuses on trying to evaluate how much worry
or anxiety, general distress or depression someone
experiences. Occasionally needs are assessed more
broadly to ascertain whether there are relation-
ship problems, communication issues, psychosex-
ual and/or body image issues, financial problems,
serious physical and/or treatment problems, or
spiritual and/or existential concerns. Issues about
what to assess, how needs are defined and how to
identify or screen for those in need, have been dealt
with comprehensively elsewhere.’

Clinical Psycho-Oncology: An International Perspective, First Edition. Edited by Luigi Grassi and Michelle Riba.
© 2012 John Wiley & Sons, Ltd. Published 2012 by John Wiley & Sons, Ltd.
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Many people cope using their personal resources
and adapt to the new situation given time. Some do
not, and it is these who may need access to formal
specialist services. As a proviso, it is important to
acknowledge that all patients need good commu-
nication and information provision, they need to
feel cared about by cancer professionals, and need
to feel able to voice their concerns to those health
professionals they meet as part of their routine can-
cer treatment. This has been one of the motivators
behind training to improve communication skills in
cancer professionals and, in itself, represents a type
of psychological intervention. However, the aim
here is to discuss formal psychological intervention
as something that is broader and more complex,
and practised by professionals who have had train-
ing in specific psychological care skills.

It is important that those dealing with patients
on an everyday basis in their clinical practice have
enough skill to offer some level of psychological
care and feel knowledgeable about when to refer
on to others with a higher level of skill. Routine
provision of psychological care by oncology pro-
fessionals sends a message to the patient that this
is not only an accepted part of oncology care, but
confirms the legitimacy of patients voicing psycho-
logical problems to oncology staff. In this respect
there is a need to integrate training in managing
psychological problems into cancer care. It should
also be expected that those who provide a formal
‘psychological intervention” will have satisfied cer-
tain standards for training regardless of whether
they need to provide basic level or advanced
level care.

What is psychological intervention?

How should psychological intervention be defined
and why does it matter? Hodges and colleagues®
focusing on the lack of definition in the litera-
ture, emphasize the importance of defining terms
because this helps to clarify what treatments are
included under the term ‘psychological interven-
tion” and this, in turn, helps achieve a clearer
evaluation of the evidence on therapy and what
professional training might be offered. They could
find no explicit definition in their review of 66
relevant studies and little consistency between

reviewers in how they manage this issue, and they
proposed that a checklist be used to bring some
consistency in study reporting. The importance of
defining formal ‘psychological intervention” is not
only to allow a clearer analysis of the evidence on
efficacy but also to inform what will be done in
clinical practice. Manne and Andrykowski’ use the
definition described by Strupp® where a psycho-
logical intervention is: “... an interpersonal process
designed to bring about modification of feelings,
cognitions, attitudes and behaviour’. However, this
may be too broad as it could equally apply to innu-
merable direct or indirect interactions. Hodges and
colleagues® propose that, rather than use a global
term of psychological intervention, the value of
outcome data could be more clearly ascertained if
researchers described what they did on a number of
domains including ‘content, proposed mechanism,
target outcome and methods of delivery’.

A more specific definition of formal psychological
intervention is proposed here and includes four
characteristics:

(i) A direct intervention by a recognized trained profes-
sional;

(ii) The intervention follows an evidence-based method;
(iii) The intervention method and therapy outcome is
clearly described and defined making it possible for others
to know how to use the intervention, and assess its’ effects
and efficacy;

(iv) The primary focus of the intervention is to work
with people to increase their personal resources in dealing
with aspects of cancer that cause undue stress/distress and
in this respect, targets for change will be behavioural,
emotional, cognitive and relational/interpersonal.

Who should provide psychological
intervention?

In the UK, the National Institute for Health and
Clinical Excellence (NICE)? has operationalized
psychological care within a four-tier stepped care
model (see Box 8.1). This has the effect of defining
‘intervention” according to level of skill required by
the professional working with the patient. At the
most basic level (level 1) it is a requirement that
all oncology staff have some skills that will help
provide good emotional support and information
to patients. The training in these skills should be



integrated into the routine training of each pro-
fession. As problems and emotions become more
ditficult and patients are seen to struggle to cope, so
too the type of psychological care offered becomes
more complex, detailed and specific, and the level
of professional skill needed to provide the care is
increased. While mental health professionals are
described within this model as being the most
skilled (level 4), staff functioning at levels two
and three may also provide formal psychological
intervention that requires a level of skill over and
above what is currently normally achieved within
usual training for that profession. Oncology staff
providing psychological care at levels two and three
are expected to have additional training (often
from mental health professionals) so they have
the knowledge needed to provide care which is
‘psychological’, that is, to a professional standard
over and above basic skills. This training should be
available regardless of type of oncology professional
involved and according to the NICE level at which
they aim to function.

Box 8.1 Derived from the UK National
Institute for Health and Clinical Excellence
stepped care four-tier model of
psychological support.

LEVEL 1

All health professionals:

Effective information giving, compassionate communica-
tion and general psychological support.

LEVEL 2

Health professionals with additional expertise:
Psychological interventions such as anxiety management
and problem solving.

LEVEL 3

Trained and accredited professionals:

Counselling and specific psychological therapies accord-
ing to an explicit theoretical framework.

LEVEL 4

Mental health specialists:

Specialist psychological and psychiatric interventions.
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The NICE model does not proscribe in detail a
psychological intervention type but acknowledges
that there is variation in patient need and a hier-
archy of professional skills is required. All levels of
the stepped care model are considered important,
and access by patients to all these levels of profes-
sional skill according to need, is recommended. The
NICE guidelines should not be seen to discount the
many informal support programmes, informational
and social support agencies/networks developed for
cancer patients, many of which have their advent
in the charitable sector and likely provide impor-
tant support. However, all good psychological care
should be evidence-based no matter what type is
provided and by whom.

Although there is evidence that non-
psychologist-led interventions show lower effect
sizes'® it is not clear what improvements could
be achieved in non-psychologist therapists” skills
if they are given adequate training. This issue
would benefit from further research. A few studies
have shown that non-psychologists can be trained
to use specific formal psychological therapies,
for example CBT;'"!'? however, the evidence for
impact on depression is less clear.!' Access to
mental health professionals is likely to continue to
be limited and passing skills down is an important
role they have in training others and improving
patient access to good psychological care. The
integration of mental health professionals into
training of oncology staff remains underdeveloped,
with the consequence that opportunities are being
missed for the passing down of psychological skills.

Recent evidence on the nature of psychosocial
care delivered by oncologists indicates that less than
half (47%) initiate a referral to psychosocial sup-
port services and 48% report starting patients on
psychiatric medication, mainly selective serotonin
reuptake inhibitors (SSRIs) and benzodiazepines;'>
a questionable quick fix. Ironically, the majority
of patients want to discuss psychological concerns
with cancer doctors but only a minority of patients
are willing to mention them.'* The burden of time
is often perceived by oncologists as a barrier to
them asking about concerns but evidence shows
that responding to patients’ emotional needs may
shorten consultation times.!> Up-skilling cancer
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professionals should increase confidence in man-
aging many of the patients” psychological concerns
observed in routine practice.

Does intervention work: What is the
evidence?

The amount of evidence on efficacy of psy-
chological intervention for adult patients is sub-
stantial. There are a number of meta-analyses
and supra-meta-analyses.!®2° One review included
‘673 reports comprising 488 unique projects con-
ducted over a 25-year time’.?! These authors con-
cluded that it was important to ascertain whether
intervention ‘should be targeted to individuals
experiencing specific difficulties or if, based on their
potentially preventive value, most cancer patients
could be helped by them’. Despite the number of
studies they report accessing they overlooked one
of the largest randomized controlled trials?? per-
haps due to the limited bibliographic database they
used. In particular it is possible to challenge these
authors when they claim that ‘just a single non-
profit organization among the dozens that exist, ...
provided free counselling, support groups, referral,
and financial assistance ...” when by doing so they
exclude those studies provided from within a free-
to-all national health service such as in the UK
and other European countries.?>?* Therefore the
conclusions of this review need to be approached
with some caution. The UK NICE guidelines® help
to clarify the issue raised by Moyer and colleagues?!
by describing a stepped care model which advocates
providing different types and levels of psychological
care according to patient need rather than trying
to decide whether either a targeted programme or
blanket preventative approach is needed.

Moyer and colleagues acknowledge that evi-
dence for benefit to patients exists but argue that it
‘stands in contrast to the services available to, and
being used by, cancer patients’. This is an impor-
tant issue also taken up Manne and Andrykowski’
who make the point that efficacy and effectiveness
evidence do not always provide clear guidelines
on what psychological intervention will work with
patients in routine clinical practice. This is not a
problem unique to psycho-oncology but applies
to many areas of psychology and medicine where

what works in the context of randomized con-
trolled designs, may not be what happens in rou-
tine practice. However, the main aim is to provide
sufficient robust data to conclude there is an empir-
ically supported treatment and then effectiveness
data can be subsequently collected, for example
through clinical audit, to ascertain how well the
treatment can be used in the specific context of
everyday clinical care.

Newell and colleagues'® provided one of the
better reviews and concluded that group therapy,
education, counselling and cognitive behaviour
therapy offer ‘most promise’ for medium- and long-
term benefits for many psychosocial outcomes.
Intervention offers benefits across a range of out-
comes and no single intervention model benefits
all. It is important to offer therapies that are use-
ful both in individual and group format, as some
patients will prefer the latter where social compar-
ison processes are a powerful part of therapeutic
benefit. Patients with existential concerns, often
more evident in those with advanced cancers, may
need access to therapy that helps them reduce fear
of death, put their life in perspective and resolve
important life issues as death approaches.

Despite this view that a range of therapy meth-
ods is needed to meet varying patient needs, evi-
dence on the benefits of some therapy models
is stronger than others. There is good evidence
that therapy based on cognitive behavioural meth-
ods helps prevent the development of anxiety
and depression amongst cancer patients and pro-
motes recovery in those already depressed.'2%2°
More recently, the NICE?® review of ‘Depression
in Adults with a Chronic Physical Health Prob-
lem’ recommended the use of group CBT, indi-
vidual CBT and computer-delivered CBT. CBT is
the treatment of choice for depression in patients
with chronic health problems given the weight of
evidence on efficacy. While there is some evidence
for the effectiveness of combined antidepressant
treatment and CBT in clinically depressed patients,
the NICE review concluded that there was uncer-
tainty about benefit in the medium term and the
potential for interactions (of antidepressants) with
medications prescribed for physical health prob-
lems ‘is a concern’.



There is a need also to be more creative in
the methods of delivering psychological inter-
vention. Patients may find it difficult to comply
with an intervention that demands attendance
beyond routine hospital appointments and par-
ticipation rates in face-to-face psychotherapy can
vary from 15-82% with a median of 35%.%
More recently there has been a move towards
use of technology. Cognitive behaviour therapy for
managing health problems has been successfully
adapted for the Internet.?®* The NICE Technol-
ogy Appraisal Guidance?*” on computer-delivered
cognitive behavioural therapy (CCBT) concluded
that preliminary evidence supports the use of
CCBT in the management of depression and some
anxiety disorders in the mental health setting.
Telephone outreach and computer-based CBT is
likely to improve access and benefits to cancer
patients, though clinical trial evidence is at an early
stage.?93!

In summary, there have been a number of
reviews of psychological intervention for cancer
patients and their families’> and an emphasis
recently on the idea that one size does not fit
all.!® The need to continue to collect evidence
using the randomized clinical trial methodology
remains an important goal. There will be increasing
pressure to conduct and report outcome studies
using well-defined criteria as described by the Con-
solidated Standards of Reporting Trials (CONSORT)
statement.*> The National Cancer Research Insti-
tute’s report on ‘Supportive and Palliative Care
Research in the UK?* highlights among its conclu-
sions a ‘major lack of consensus on which outcome
measure is most appropriate for particular situa-
tions. This lack of consensus is holding the field
back. It makes systematic reviews. .. very difficult’.
Ellwood and colleagues®® have argued for con-
sideration of an ‘empirically supported treatment’
(ESP) approach with a distinction between efficacy
research and effectiveness research and the need to
consider how evidence is obtained.

Types of formal psychological
intervention: What is out there?

The International Psycho-Oncology Society (IPOS)
has a set of online lectures (see www.ipos-
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society.org) on a range of topics including
psychological intervention. These lectures are
available in a number of languages=. IPOS has also
produced a handbook of psychotherapies used with
cancer patients and their families (see Watson and
Kissane (2011) recommended further reading). The
scope of the IPOS handbook is broad and often the
therapies described are manualized. Therapies in
the TPOS handbook include: cognitive behavioural
therapies (CBT), supportive—expressive, meaning-
centred psychotherapy, psycho-educational
intervention, family-focused grief therapy, guided
writing, narrative therapy, mindfulness-based
therapy, reconstructing meaning and cognitive-
analytic therapy and motivational interviewing.
Other approaches focus on specific problems or
groups of patients such as sexual dysfunction,
intimacy-enhancing  therapy, therapy with
paediatric patients and their families, therapy
for families at genetic risk and therapy for families
where a parent has cancer, as well as programmes
aimed at the needs of the elderly.

In the United Kingdom there has been a strong
tradition of focusing on cognitive behavioural ther-
apies. More recently, the UK National Institute
for Health and Clinical Excellence (NICE)? review
of ‘Depression in Adults with a Chronic Physical
Health Problem’ (CG91) recommended the use
of CBT. The review concluded that [Section 7.5]
‘... the most substantial evidence base (for mod-
erate to severe depression) is for CBT’. This is
the treatment of choice for depression in patients
with chronic health problems given the weight
of evidence on efficacy. This evidence-based NICE
recommendation needs to be balanced against the
need to provide a range of intervention options
depending on patient need and what patients
want. There is still a need to clarify what works
for which type of cancer patient, which problem,
and where in the cancer trajectory it works. For
psycho-oncologists the challenge is how to pro-
duce a coherent and convincing body of evidence
to support the implementation of tailored psy-
chological therapies for cancer patients and their
families. We are not there yet but have made
some very significant progress over the last two
decades.
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Major issues

As the literature on psychological intervention has
matured a number of issues and controversies have
emerged.

Conclusions on efficacy?

Lepore and Coyne?® outlined problems in the qual-
ity of the reviews and meta-analyses of evidence on
psychological intervention. They argue that many
reviewers fail to apply rigorous standards by which
to judge quality of evidence; a situation likely
to improve as it becomes a requirement within
clinical trials to use stringent criteria set out by the
CONSORT guidelines. However, indicators on the
efficacy of psychological intervention (such as CBT
which has passed stringent review criteria in the
adult mental health arena) are favourable overall.
Controversies in evaluating the data on efficacy are
complicated by a lack of effectiveness data, that is,
that there is no compelling case for provision to the
typical cancer patient in the usual (non-research)
clinical setting.>®3” This is a good distinction
to make.

The issue that emerges with some consistency
in relation to efficacy of psychological therapies
is that they work best with patients who have
high psychological needs. Effect sizes in trials of
formal psychological therapy are generally shown
to be greater if the patients have more presenting
symptoms. There are strong arguments in favour
of targeting more complex formal interventions to
those most in need and not to all patients rou-
tinely. The design of clinical trials should reflect
this by determining what problem needs to be
addressed and then targeting those patients with
that problem. Coyne and colleagues®® focus on the
notion of selectivity and they make the point that
the cost of providing psychological therapy service
might be better justified if they were targeted to
patients with high needs. Presumably they mean
the provision of formal psychological therapies.
In supporting one of their conclusions they are,
however, selective about the evidence they cite.
They state: ‘There is rather consistent evidence that
cancer patients prefer more support and communi-

cation from oncology clinical staff rather than men-
tal health professionals and interventions designed
to increase their access to quality, understandable
information about their condition and its treatment
to counselling and psychotherapy’, that is, it is
improved information-giving that is primarily pre-
ferred. They omit to point out that the supporting
citations for this statement derive from studies
solely with men. It may not be appropriate to con-
clude that patients prefer interventions from their
cancer doctor focused on information needs when
the evidence for this conclusion is derived only
from male patients. However, this does highlight
the point that less is known about the needs of
men in terms of psychological intervention. As few
of the overviews in the literature of psychological
therapy bring out issues linked to the psychological
needs of men, we are left with unclear direction on
what to provide for men who, anyway, will be less
often referred to, or will ask for access to, formal
psychological therapies and mental health profes-
sionals. There is a need to explore and clarify what
would be helpful to men; they are not immune to
distress but may want to tackle it, in general, in
different ways from women. Conclusions about the
efficacy of psychological intervention may differ
depending on whether or not an analysis or review
of the evidence is made according to gender. This
issue receives far less attention in discussions about
the efficacy data.

Psychiatric versus psychological
models

An important issue, rarely addressed in the psycho-
oncology literature, relates to the common use
of psychiatric models in the care of people with
cancer. Historically medical models use an illness
framework to conceptualize issues. The study of
prevalence rates of morbidity by Derogatis and col-
leagues® was an example whereby emotional and
behavioural reactions to cancer, which appeared to
be signs of not coping with stress, were described
according to the criteria used in the Diagnostic and
Statistical Manual of Psychiatric Disorders. Not cop-
ing became a mental disorder. The impact has been to
stigmatize some cancer patients and make it more
difficult to push aside the barriers to them seeking



and receiving psychological therapies. More impor-
tant has been the effects on how psychological
intervention was conceptualized and developed.
The majority of cancer patients do not have for-
mal psychiatric disorders; mental illness of known
biological aetiology is not significantly greater for
cancer patients than in the general population and
many of the struggles cancer patients experience
are best conceptualized in psychological not psy-
chiatric terms. Once this becomes acknowledged,
then interventions can move to a model of therapy
that is explained through psychological processes
and can use appropriate methods to focus on these.
Some patients will benefit from mainstream psy-
chiatric care but, for the majority, a psychological
approach is likely to be better received by the
patients themselves and more effective in helping
them manage the ditficulties that arise. In the past
we have borrowed from mainstream psychiatric
treatment models and diagnostic criteria but these
have gradually evolved to tailored therapies for
cancer patients and the need to develop interven-
tion that meets the specific needs of patients with
a serious life-threatening medical disorder rather
than a mental illness.

Does psychological intervention

do harm?

The issue of whether psychological intervention
does harm is rarely tackled in psycho-oncology.
However, just as measuring benefits of psychother-
apy can be tricky, so is assessment of harm. Neg-
ative outcome results are rarely published and
the number of clinical trials making comparison
between different types of psychotherapy within
psycho-oncology is still not sufficient. Boisvert and
Faust®® make a point in relation to mainstream
psychotherapy that could be applied to psycho-
oncology which is that ‘If we are going to look at
a list of treatments that are effective, then it makes
sense to look at treatments that could potentially
do harm.” Taking aside what we might consider as
obvious psychological harm which may be caused
by some methods, it is sometimes overlooked that
harm can come from providing the wrong type
of therapy thereby potentially preventing patients
from making progress. Progress in therapy when
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used in everyday clinical practice needs to be
monitored so that patients not making progress
can be identified and appropriate actions taken.*°
Lambert*! suggests regular monitoring of progress
across psychological therapy sessions and likens
it to monitoring of vital signs in order to clar-
ity whether psychotherapy is going in the right
direction.

While good clinical trial evidence, based on
manualized treatments, is a necessary step in the
establishment of credibility and benefits of an
intervention, the application to daily practice (i.e.
effectiveness), is important to ascertain. This can
be achieved by ensuring that clinical staff use well-
established methods to ensure their therapy contin-
ues to benefit those most in need. These processes
include:

e regular monitoring of patient progress;

e the need for staff supervision to be routinely
available;

e the need for discussions of complex cases with
qualified colleagues;

¢ development of the practice of sharing of formu-
lations and training in new therapy approaches;

e continuing professional development through
formal and informal training.

These are an important part of provision of
psychological therapy where therapists can be
accountable and is good clinical governance. A
well-functioning service is one where not only
does the individual therapist feel supported in their
work but also where each has a good idea of
what other therapists, working alongside them, are
doing. For those who are interested there is, within
the mental health literature, some useful debate
focusing on possible harm caused by psychological
therapies.*>4?

Is psychological intervention
cost-effective?

There has been little emphasis, until recently,
on the costs of psychological therapies for cancer
patients. In many instances cancer treatment ser-
vices are under increasing pressure to limit the costs
of oncology treatments as new and expensive drugs
are developed. There will be increasing pressure
to provide data on the advantages of providing
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formal psychological intervention in terms of ben-
efits linked to reduced health care utilization.
Lemieux and colleagues** found that for metastatic
cancer patients who were more distressed there
was a non-significant decrease in health care uti-
lization costs in favour of those provided with
a psychosocial intervention, whereas Mandelblatt
and colleagues®® point out that health care costs
tend to increase as psychological intervention
intensity increases. Others have suggested more
indirect benefits given the evidence that depressed
cancer patients are more likely to be non-adherent
to cancer drug therapies.*® Simpson and col-
leagues?” found that in a randomized controlled
study, a brief group psycho-educational interven-
tion for breast cancer patients, when compared to
a waitlist control group saved health care system
costs. Psychological therapy provision might have
cost implications which are outweighed by the
benefits in terms of reduced health care outcomes
and utilization, but this needs to be clearly proven.
While the cost of psychological therapies may be
small in comparison to cancer drugs, there will be
an increasing need to assess cost-benefits and jus-
tify psychological care on health economic grounds.

Conclusions and summary

A psychological intervention is defined here as
a formal evidence-based therapy with a clear theoreti-
cal basis and well-defined techniques developed for, or
adapted to, the specific requirements of cancer patients
and their families. A formal psychological inter-
vention approach needs to include associated
guidelines, preferably be manualized, and should
provide recommendations on who delivers the
therapy and what level of skill is required to do
this to the highest possible standard. Importantly,
the intervention will have been developed for can-
cer patients and/or their families/partners and the
evaluations of efficacy and effectiveness will be
based on use within this medical cohort. There exist
a number of formal psychological therapies that are
strongly theoretically derived; however, evidence
on effectiveness remains problematic. Professionals
in psycho-oncology continue to struggle to produce

trials using the standards required and accepted
elsewhere in oncology. Progress will require a
shift in the way we do research which will likely
mean a move to the style of large clinical cooper-
ative groups oncologists have already formed. For
patients there is a need to ensure they are offered
the most effective psychological care and are pro-
tected from therapies that may provide either little
benefit or may cause harm.

Clinical case

The following clinical case aims to illustrate the
possible scenarios which may occur if the UK NICE
four-tier stepped care model is used. In practice
patients do not necessarily have to pass through
every one of the four levels of stepped care and may
miss out levels depending on the initial assessment.

Managing anxiety
The NICE stepped care model is illustrated in this two-part
case study.

The patient Anna is fictitious.

Anna presented at clinic prior to commencing her
radiotherapy and when taken through some of the
details of what was involved by the clinic nurse became
distressed. Anna was able to say that she had a fear of
medical procedures and was not sure if she could cope
with being in an enclosed space.

Level 1 Intervention

At this point the nurse asked about the history of these
fears. What might make things worse and what might
make things better based on the patient’s prior experi-
ence (i.e. problem formulation). The nurse then clarified
with the patient what the specific fears were relating to
radiotherapy and what the patient’s preconceptions were
about what might happen.

The nurse was able to ascertain that the patient had
a fear both that radiotherapy was harmful and that she
would be locked in the radiotherapy suite and unable to
get out. She felt that if she panicked and moved during
the treatment this would cause her serious harm.

The nurse, following discussion with the radiother-
apist, was able to arrange for the patient to visit the
radiotherapy suite and be talked through the procedure.
The patient was seen by the radiographer who encour-
aged the patient to use some relaxation methods and
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also emphasized that more specific help was available.
The clinical staff normalized the situation by saying this
was not an uncommon problem.

Level 2 Intervention — Escalation Up

After visiting the radiotherapy suite the patient remained
anxious and was offered training sessions in some relax-
ation skills which could be applied by direct experience
by visiting the radiotherapy suite with the clinical nurse
specialist offering relaxation training in situ. The patient
did not want to take a short-acting anxiolytic as she had
had adverse prior experience with these drugs.

Level 3 Intervention — Escalation Up

As none of this worked the patient was offered some
sessions with a clinical psychologist who, using both
systematic desensitization and CBT to deal with cognitive
distortions, was able to help the patient find methods to
alleviate her procedural-related fears.

Clinical case (continued)

Managing depression
The patient Mary is fictitious

Mary presented at clinic prior to commencing her
radiotherapy and when taken through some of the
details of what was involved by the clinic nurse became
distressed. Mary was able to say that she felt hopeless
about the therapy succeeding and did not see the point
of continuing. She thought there was no point in going
on as she could not see a future.

Level 1 Intervention

At this point the nurse asked about these feelings. The
aim was to clarify how long the patient had felt hopeless,
to what extent she felt low in her mood and whether
she was feeling adequately supported (i.e. problem
formulation). She also talked to Mary about what support
she would like to have and what was available to enable
to her to find the care she needed. The nurse asked the
patient if she would like more time to talk about how she
was feeling saying that it was not unusual to have these
feelings. They decided it might help for her to talk to the
clinical nurse specialist on the team providing her cancer
care.

Level 2 Intervention — Escalation Up

The clinical nurse specialist (CNS) was subsequently able
to provide some simple supportive listening. The CNS was

able to learn that not only had the patient been feeling
hopeless but she lived alone, felt unsupported and was
under the impression that her cancer, which was at an
early stage, was untreatable and could not be cured. The
CNS considered that the patient might be moderately
depressed in mood.

The CNS was able to clarify what Mary understood
about her prognosis and correct errors in the patient’s
thinking. She was offered the opportunity to speak to her
oncologist about her prognosis if this would be helpful.

She was also offered the opportunity for some spe-
cialist counselling given the provisional view that Mary
might be depressed in mood.

Level 3 Intervention — Escalation Up

With the patient’s consent, the CNS referred her to an
on-site counsellor. The counsellor assessed Mary’s needs
and decided that she had a mild to moderate level of
depression and offered her some sessions of supportive
counselling aimed at giving her the opportunity to
ventilate her worries; something Mary had been unable
to do in her everyday life.

Level 4 Intervention — Escalation Up

While the counsellor observed that the therapy she
provided was helpful with some of the patient’s prob-
lems, she was aware that Mary was not making enough
progress and needed a more specific structured therapy.
She therefore asked the patient if she would like to be
provided with some sessions from a clinical psychologist
who could offer a therapy such as cognitive behavioural
therapy.

The clinical psychologist made an assessment of Mary's
needs and was able to determine that a cognitive
behavioural therapy would be appropriate but Mary also
required help with sleep problems including provision of
a short course of medication. Mary also consulted the
psychiatrist who provided an assessment and advice on
her psychotropic medication needs. The clinical psychol-
ogist and psychiatrist discussed the provision of care to
the patient and also offered suggestions to the clinical
team on how Mary might best be supported during her
radiotherapy.

Key points

e Support and assess patients: listen, acknowledge
distress, be compassionate, respectful and empathic.
Normalize feelings, give information, avoid
premature reassurance.

e Establish nature and level of distress, clarify any issues
that may reduce distress. Inform of the availability of
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psychological care services and refer IF the patient is
interested. If time is limited, consider whether the
patient can come back at a less busy time.

e Routinely assess for psychological/emotional
problems as it helps develop clinical assessment skills
and de-stigmatizes coping difficulties and emotional
problems for patients.

e Patients need access to a range of interventions in
terms of type of therapy and the context for delivery,
that is, individual, couples, family or group according
to need.

e Patients will wait for clinicians to show interest in
their emotional problems so responsibility lies with
clinicians to ask.

e Less complex psychological problems can be
managed using effective communication skills.

e More complex and enduring problems need to be
assessed to clarify what level of intervention is
needed.

e Patients with well-managed psychological problems
do better in terms of improved quality of life, better
adherence to treatment and reduced use of medical
consultations and community services.

e Psychological intervention needs to be tailored to
cancer patients’ needs and not borrowed from
mainstream psychiatry.
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Introduction

Pharmacological interventions, when used care-
fully and monitored appropriately, can play an
important role in the treatment of cancer patients
suffering from a variety of psychiatric and psycho-
logical symptoms and syndromes. Although there
remains a limited database from which to draw
conclusions about the efficacy of any specific med-
ication class for cancer patients,' it is notable that,
one study found that half of women with breast
cancer were prescribed some type of psychotropic
medication.? Tt is likely that many patients are
being prescribed these medications by their primary
care physicians or oncologists.>*

Therefore, those practising in cancer settings
should be aware of the major drug classes, indica-
tions for their use, and important cautions regard-
ing the use of these medications. This chapter
addresses the indications, risks and benefits of the
major classes of medications in oncology patients.

Background

The experience of being diagnosed with and treated
for cancer can be quite overwhelming and may
precipitate depressive, anxiety and other psychi-
atric symptoms. Ideally each cancer patient would
have the opportunity to pursue psychotherapy or
supportive counselling to sort through emotions

and manage such symptoms. However, rapid con-
trol of psychiatric symptoms for the sake of can-
cer treatment compliance, safety and quality of
life often necessitates the initiation of appropriate
psychopharmacotherapy. In addition, cancer and
its treatment cause physiological disturbances that
may underlie the development of both psycho-
logical and physical cancer symptoms, and these
symptom clusters often overlap.” Psychotropics
have utility in managing emotional distress, cancer
symptoms and treatment side-effects. Medication
management of psychiatric symptoms is a valuable
part of the overall psychosocial care of the cancer
patient.

Major issues

Often the primary oncology team will be in the
best position to identify mental health symptoms
and untoward treatment side-effects due to fre-
quency of contact. Educating the patient about
the potential benefits of a mental health referral,
coordinating the evaluation with other medical
appointments, and reducing stigma by normalizing
the need for psychosocial support are very helpful
in completing a referral.

During an evaluation for psychopharmacological
intervention, the mental health clinician will assess
target symptoms that include both psychiatric and
cancer symptoms (Table 9.1). Cancer patients may
be more open to utilizing psychotropics if they find
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Table 9.1 Drug classes and target symptoms in oncology
settings.

Drug Classes Commonly Used
Antidepressants
Anxiolytics
Hypnotics
Anticonvulsant mood stabilizers
Antipsychotics
Psychostimulants

Target Psychiatric Syndromes/Symptoms
Depression
Anxiety
Sleep disturbance
Appetite disturbance
Cognitive dysfunction
Substance abuse
Psychosis

Target Cancer or Treatment Symptoms
Fatigue
Nausea
Pain
Dyspnoea
Hot flushes
Anorexia/cachexia
Hiccups

benefit in both of these domains. Often the patient
will experience improvement in some symptoms
quickly, such as sleep disturbance or anxiety.
Ongoing compliance with the medication brings
additional benefits within a few weeks, such as
improvement in depressive symptoms.

Encouraging patients to accept medications for
the treatment of psychiatric symptoms is one of the
most challenging tasks in psycho-oncology. Societal
attitudes toward psychotropic medication use vary
widely. Stigma related to psychiatric and psycho-
logical symptoms such as depression and anxi-
ety remains high in most countries and cultures.
Awareness of the underlying stigma and shame
that patients may feel about accepting help in the
form of medication will serve the clinician well.
Validating these concerns, and gently encouraging
patients to care for themselves as a whole person,
as a person with human responses to the stress of
cancer and its treatment, and as a family member,
can help foster more acceptance of the need for
treatment.

It is also critical to understand that it may
require more than one visit with a psychiatrist for
a patient to accept help in the form of medications.
If the clinical situation permits (e.g. so long as the
patient’s psychiatric status is not life-threatening or
otherwise extremely urgent), then providing infor-
mation and giving patients time to consider their
options, rather than pressuring the patient, may
make a tremendous difference. Drawing analogies
between the use of medications for chronic condi-
tions, and the need to treat all aspects of the disease,
as well as the important connections between mind
and body, are also strategies to help patients come
to terms with the need for psychotropic treatments.

Analysis of the evidence

Antidepressant medications in the
oncology setting

Antidepressants and stimulants: overview

The use of antidepressants in patients with cancer is
as effective as in patients with other major medical
illnesses.®7 The choice of antidepressant medica-
tion should be informed by most common side-
effects, the potential benefits of these side-effects
for specific cancer treatment-related symptoms, the
likelihood of serious adverse events, the lethality
of the medication in the case of a suicide attempt
(e.g. tricyclic antidepressants), and the potential for
drug—drug interactions. See Table 9.2 for details of
mechanisms and dosing for the most commonly
used antidepressant and stimulant medications, as
well as clinically relevant information for the can-
cer setting.

Some side-effects may be of particular concern
to specific patient populations. That many antide-
pressants induce weight gain may be particularly
relevant to patients with breast and some gynae-
cological cancers, where obesity and weight gain
negatively affect cancer prognosis.® The relevance
of this issue for other cancers is a subject of cur-
rent investigation. Therefore, in terms of weight
gain, fluoxetine, sertraline, duloxetine, or bupro-
pion are first-choice agents if weight gain is the
primary concern. However, drug—drug interactions,
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Table 9.2 Antidepressant use in psycho-oncology settings.

Drug

Mechanism
of action

Dosing
(mg/day)

Clinical pearls, side-effects, and precautions

SSRIs

Fluoxetine

Sertraline

Paroxetine

Citalopram

Escitalopram

SNRIs

Venlafaxine

Desvenlafaxine

Duloxetine

Tricyclics

Amitriptyline

Imipramine

Clomipramine

SSRI

SSRI

SSRI

SSRI
SSRI

SNRI

SNRI
SNRI

SNRI
SNRI
SNRI

10-80

10-40
10-20

37.5-300

50
20-60

25-150
25-150
25-150

Decrease platelet aggregation

Serotonin syndrome can occur

Associated with hyponatraemia

e May cause headache, gastrointestinal disturbance, sexual
dysfunction, insomnia, restlessness

Minimal risk of discontinuation syndrome due to long half-life
Once weekly formulation available at 90 mg

Inhibits conversion of tamoxifen to active metabolite

e High potential for drug—drug interactions via CYP450 enzymes

Few drug-drug interactions
Gastrointestinal side-effects common

Inhibits conversion of tamoxifen to active metabolite

e High potential for drug—drug interactions via CYP450 enzymes
High risk of discontinuation syndrome due to short half-life

e Weight gain, sedation, dry mouth

Few drug-drug interactions

e S-enantiomer of citalopram
Few drug-drug interactions

Monitor blood pressure regularly

Decrease platelet aggregation

Serotonin syndrome can occur

Associated with hyponatraemia

e May cause headache, gastrointestinal disturbance, sexual
dysfunction, insomnia, restlessness

Least likely to interact with tamoxifen metabolism
e Used for neuropathic pain and hot flushes
Increased blood pressure at higher doses

High risk of discontinuation syndrome

Metabolite of venlafaxine

e Used for neuropathic pain and hot flushes
Sedative effects

e Hepatotoxicity risk, monitor liver function tests
e Urinary retention.

e Use low dose range in cancer setting for neuropathic pain and
migraines, and as sleep aid

Potentially fatal in overdose

Anticholinergic side-effects common (constipation, dry mouth)
Risk of anticholinergic toxicity, including delirium

Risk of orthostatic hypotension, cardiac arrhythmias

e Weight gain and sedation frequent

Sedating profile

Activating profile

Activating profile
Parenteral administration forms

(Continued)
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Table 9.2 (Continued)

Mechanism
Drug of action

Dosing
(mg/day)

Clinical pearls, side-effects, and precautions

Atypicals
Mirtazapine

Presynaptica2  7.5-45

blockade

Sleep aid and appetite stimulant
Antiemetic properties

e Minimal sexual dysfunction

Rare risk of agranulocytosis, monitor white blood cell count and

absolute neutrophil count

Bupropion NDRI

Increases lipids
Contraindicated in phenylketonuria
Available in orally dissolvable formulation

75-450 e Reduces seizure threshold
Inhibits conversion of tamoxifen to active metabolite

e Minimal sexual dysfunction

Useful for smoking cessation
Does not decrease platelet aggregation like serotonergic agents

e Central nervous system stimulating effect

Trazodone SARI 25-250

Insomnia, headache

Non-habit-forming sleep aid

e Minimal sexual dysfunction

Priapism rare side-effect
Avoid post-myocardial infarction
Anxiolytic effect

SSRI, serotonin reuptake inhibitor; SNRI, serotonin and norepinephrine reuptake inhibitor; NDRI, norepinephrine and
dopamine reuptake inhibitor; SARI, serotonin antagonist and reuptake inhibitor.

as described below and in Tables 9.2 and 9.3, must
also be considered as part of any psychopharmaco-
logical strategy.

Major drug interactions with
antidepressants®12
Drug-drug interactions are crucial issues for the
field of psycho-oncology (Table 9.3). As most
cancer patients are taking several other drugs
concurrently — including antiemetic, analgesic,
chemotherapeutic and other drugs - the psy-
chopharmacologic evaluation must include a thor-
ough screening for possible drug-drug interac-
tions.”’ In a recent study of 297 cancer patients,
almost 50% were prescribed a drug combination
that could result in a potential major drug inter-
action with antidepressants.®

Key drug interactions that the psycho-oncologist
should be aware of include:

1 Serotonin syndrome: some drugs including
codeine, hydrocodone, oxycodone and tramadol,
metoclopramide, fentanyl, ondasentron, triptans
(the latter are common in drugs for migraine
headaches) have some serotonergic action and
can interact with any selective serotonin reup-
take inhibitor (SSRI). This interaction can trigger
a serotonin syndrome (characterized by muscle
rigidity, confusion or other mental status changes,
agitation and autonomic instability). The antineo-
plastic agent procarbazine is a monoamine oxidase
inhibitor, as are the antimicrobials isoniazid and
linezolid. These agents should not be combined
with antidepressants.

2 Interactions with anticoagulants: concurrent use
of SSRIs or serotonin-norepinephrine reuptake
inhibitors (SNRIs) and anticoagulants may increase
the risk of bleeding due to potential cytochrome
P450 (CYP) inhibition by antidepressants, with a
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1.1%, with permission from Sage.

Reduced dose in Reduced dose in

Major P450 CYP

Reduced dose enzymes involved Drug-drug

Drug renal disease? hepatic disease? in elderly? in metabolism interactions
Fluoxetine In severe disease Yes Yes 2D6, 1A2, 2C19 ++++
Sertraline No Yes Yes 2D6 +
Paroxetine Yes Yes Yes 2D6, 3B6, 2C19 ++++
Citalopram In severe disease Yes Yes 3A4, 2C19, 2D6 +
Escitalopram In severe disease Yes Yes 3A4, 2C19, 2D6 +
Venlafaxine In severe disease 50% reduction Yes 4A4, 2D6 ++
Desvenlafaxine  50% reduction in No No 3A4 +
severe disease
Bupropion Yes Yes, avoid use in No 2B6 (and inhibits 2D6)  +++
cirrhosis
Duloxetine Yes Do not use Lower initial 1A2, 2D6 -+
dose
Mirtazapine Yes Yes Yes 1A2, 2D6, 3A4 ++
Trazodone No Yes Yes 2B6, XX ++
Amitriptyline No Yes Yes 3A4, 2C9, 2D6 ++++
Imipramine No Yes Yes 2C19 ++++

AD, antidepressant; CYP, cytochrome

resulting increase in anticoagulant plasma levels.
Serotonergic antidepressants also decrease platelet
aggregation, resulting in prolonged bleeding
time.

3 Tamoxifen metabolism and antidepressants:
tamoxifen is used as adjuvant therapy to reduce
the risk of breast cancer recurrence in women
with estrogen receptor positive tumours. Tamox-
ifen’s metabolism to endoxifen, its active metabo-
lite, is impeded by antidepressants that inhibit
cytochrome P450 2D6 (CYP2D6). It is therefore
recommended to treat women with antidepressants
with the lowest potential to inhibit CYP2D6. In
addition, those patients with a specific CYP2D6
genetic polymorphism who are slower tamoxifen
metabolizers are at higher risk. Antidepressants
recommended for women on tamoxifen are ven-
lafaxine, desvenlafaxine, escitalopram and citalo-
pram.!®!! Fluoxetine, paroxetine and sertraline are
the strongest CYP2D6 inhibitors, and should there-
fore be avoided in women taking tamoxifen. Less
is known about the potential CYP2D6 inhibitory
effects of the other antidepressants (duloxetine,
mirtazapine and bupropion).

4 Other drug-drug interactions: antidepressant-
related enzymatic inhibition of hepatic metabolic
pathways may reduce the clearance of antipsy-
chotic drugs (e.g. haloperidol, quetiapine and
risperidone). The effects of certain analgesic med-
ications may also be reduced by antidepressant
induction of specific enzymatic pathways. Again,
coadministration of antidepressants and other med-
ications requires monitoring for potential drug-
drug interactions.

Indications for antidepressants in oncology
settings

Psychiatric disorders should be diagnosed by a
trained clinician. As in any clinical psychiatric
evaluation, a full history of symptoms should be
taken, as patients may have underlying psychiatric
disorders (e.g. bipolar disorder) that have not been
diagnosed or treated. The time course and precipi-
tating factors of presenting symptoms also will help
direct treatment, including the form and focus of
psychotherapeutic interventions.

e Major depressive disorder (MDD): all antidepres-
sants described later can be used.
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e Post-traumatic stress disorder (PTSD): sertraline
and paroxetine are FDA-approved for the treat-
ment of PTSD.

e Panic disorder: drugs approved by the FDA for
the treatment of panic disorder include fluoxetine,
paroxetine, sertraline and the SNRI venlafaxine.

e General anxiety disorder: antidepressants com-
monly used include fluoxetine, paroxetine, esci-
talopram, sertraline, venlafaxine, imipramine and
duloxetine.

Antidepressants can also be useful for the treat-
ment of other symptoms in cancer patients, includ-
ing hot flushes, pain, anorexia, sleep disturbance
and fatigue.
¢ Management of hot flushes in breast cancer sur-
vivors: bupropion, venlafaxine, paroxetine, fluox-
etine and citalopram have been used, and desven-
lataxine is being studied. It is important to consider
cautions regarding specific medications for women
taking tamoxifen.

e Chronic and neuropathic pain: amitriptyline,
duloxetine and venlafaxine are the most commonly
used, generally in combination with other pain
medications.

e Anorexia and cachexia: amitriptyline, imipra-
mine and mirtazapine can be useful.

e Sleep disturbance: paroxetine, trazodone, mir-
tazapine and amitriptyline can be beneficial in
patients with sleep disturbance. Moreover, this
can help reduce the use of concomitant benzodi-
azepines.

e Cancer-related fatigue: psychostimulants and
stimulating antidepressants, such as methylpheni-
date, modafinil and bupropion, can be useful for
cancer-related fatigue,® although there are rela-
tively few clinical trials examining the efficacy of
these medications in this setting.

Antidepressant classes

and medications

Several different antidepressant classes are useful
in oncology: SSRIs, SNRIs, tricyclics (TCAs) and
the ‘atypical antidepressants’. Only the MAO-Is are
not used in this setting, because of their multi-
ple drug-drug interactions.” All of these antide-
pressants, with the exception of bupropion, pro-
duce their effects by altering neuronal transmission

pathways mediated by serotonin, norepinephrine,
or both. Anxiolytic and sedating properties of
antidepressants will appear earlier (in the first
week), while the antidepressant effects take longer
(2-8 weeks) to manifest. For anxiety disorders, all
SSRIs and SNRIs can be used, with clomipramine
as a second-line treatment. Efficacy studies have
shown similar overall response rates across antide-
pressant medications. When ‘response’ is defined
as 50% improvement on symptom scales, approx-
imately 60-70% of persons on antidepressants
have a favourable response, compared to 35% on
placebo.’

SSRIs inhibit the reuptake of serotonin in the
synaptic cleft. They have no significant effect upon
norepinephrine and, with the exception of sertra-
line, little effect upon dopamine. Although there is
variability in the receptor affinity and specificity of
the SSRIs, none has been proven to be clearly more
effective than another. SSRIs may also interact
with other drugs that have serotonergic proper-
ties, including non-psychotropic medications such
as narcotics, to precipitate serotonin syndrome.
Symptoms of serotonin syndrome typically include
restlessness, hyperreflexia, muscle twitches, tremor
and autonomic dysfunction. More severe intoxica-
tion can progress to seizures and coma.’

Distinguishing features among the SSRIs include
rates and types of adverse side-etfects, and the
degree and types of cytochrome P450-related
metabolism and inhibition that can lead to
drug—drug interactions (Table 9.3). Both paroxetine
and fluoxetine cause elevation of many drugs levels
by inhibiting their metabolism in the liver. Citalo-
pram, escitalopram and sertraline are all metabo-
lized through the 3A4, 2C19 and 2D6 pathways
but have a low likelihood of drug—-drug interactions
(Table 9.3). Many SSRIs can inhibit the clearance
of benzodiazepines. All of the SSRIs can cause
nausea, diarrhoea, headache, insomnia, nervous-
ness, fatigue and sexual dysfunction, but sertraline
has the highest rates of gastrointestinal side-effects,
and fluoxetine, of sexual side-effects. Their use is
also associated with an increased risk of haem-
orrhage from the gastrointestinal tract, especially
in combination with NSAIDs. Concurrent use of
SSRIs and anticoagulants may also increase the



risk of bleeding. They can also induce the syn-
drome of inappropriate secretion of antidiuretic
hormone (SIADH), and/or hyponatraemia. Finally,
sudden cessation of SSRIs can induce an abstinence
syndrome with sensory disturbances, pronounced
dizziness and other symptoms. The short half-life
of some medications (paroxetine and venlafax-
ine) makes symptoms more likely to appear when
stopped suddenly, therefore very gradual tapers
are recommended. The very long half-life of the
active metabolites of fluoxetine results in a much
lower risk of symptoms. The other SSRIs have an
intermediate risk of abstinence syndrome between
those two extremes.

SNRIs inhibit the reuptake of both serotonin
and norepinephrine, with varying selectivity for
serotonin. The most common side-effects are
headache, somnolence, dizziness, insomnia, nau-
sea, dry mouth, constipation, anorexia and weak-
ness. Concurrent use of SNRIs and anticoagulants
may also increase the risk of bleeding. Venlafaxine
is associated with an increased risk of hyperten-
sion, therefore blood pressure must be monitored
in patients taking this medication. Desvenlafaxine
appears to have a better metabolic profile with
fewer drug—drug interactions and fewer side-effects
than venlafaxine. In addition, as desvenlafaxine
has no anticholinergic effects, it may be a first
choice medication in elderly cancer patients or
in those with other comorbid medical conditions.
Duloxetine is distinguished by its FDA-approved
indication for the treatment of painful diabetic neu-
ropathy, fibromyalgia and back pain. Its sedative
effect may be helpful for oncology patients, but
its metabolic profile should be considered. Dulox-
etine predisposes to urinary retention, which may
be helpful to incontinent patients but may cause
problems in other patients.

Tricyclic antidepressants (TCAs) inhibit the reup-
take of serotonin while acting directly on various
serotonin receptors. A second mechanism of action
involves inhibition of norepinephrine transport.
They also block muscarinic, histamine (HI) and
al- and a2-adrenergic receptors, and cholinergic
receptors, resulting in a wide variety of gener-
ally unwanted side-effects (Table 9.2). TCAs are
commonly associated with side-effects that may
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be problematic in medically ill patients, such as
orthostatic hypotension, weight gain, sedation, car-
diac arrhythmias, anticholinergic delirium, seizures
and lethal overdose. Side-effects statistically more
likely to occur in TCAs compared to SSRIs include
dry mouth, blurred vision, dizziness, constipation
and tremor. SSRIs are more likely than TCAs to
cause nausea, diarrhoea, insomnia and headache.
Nevertheless, the side-effect profiles of the SSRIs
and SNRIs are generally preferred to the side-
effects of the TCA antidepressants. The TCAs have
thus become second-choice treatments for depres-
sion. However, they can be useful for specific
situations, such as for pain, persistent diarrhoea,
anorexia/weight loss and sleep problems. TCAs can
be lethal in overdose, therefore suicidality must
be carefully assessed on an ongoing basis in any
patient on a TCA.

On the other hand, the lower cost of TCAs is
a principal reason for their greater use in some
countries. Imipramine and amitriptyline are the
most commonly used. An electrocardiogram must
be performed to detect cardiac arrhythmias or
cardiac conduction abnormalities. Because of the
pharmacological and toxicological profiles of this
class of medications, they have a greater number
of major drug-drug interactions. Furthermore, they
are not recommended in elderly patients because of
their anticholinergic activity.!'

Atypical antidepressants include trazodone, mir-
tazapine and bupropion. Trazodone is a relatively
weak SSRI, with little norepinephrine or dopamine
effects. The major side-effects of trazodone are
sedation and orthostatic hypotension. Priapism is
an infrequent but serious side-effect. It should
be used with caution in combination with other
sedatives. Trazodone has shown mixed results in
clinical trials, with apparently inferior performance
in severely depressed patients, although evidence
supports its use for anxiety and insomnia.'> Given
its limitations, trazodone is used primarily as a
sleep aid, but should be used with caution in older
patients or others at risk for orthostatic hypoten-
sion or falls.

Mirtazapine produces its etfect by increasing both
norepinephrine and serotonin levels. It is a potent
antihistamine and has considerable adrenergic and
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muscarinic antagonist activity. The major side-
effects include sedation, constipation, dry mouth,
dizziness and weight gain. It can rarely produce
agranulocytosis, therefore it is recommended to
monitor ANC/WBC. It also increases lipids and
weight, the latter being a useful side-effect for
underweight patients, or those with decreased
appetite. This unique antidepressant possesses
antiemetic properties due to serotonin-3 receptor
blockade, and it is associated with a lower inci-
dence of sexual dysfunction than SSRIs. Bupro-
pion — unique among the antidepressants for its
mechanism of action (inhibition of the dopamine
reuptake) — may have side-effects that include
dizziness, headache, insomnia, nausea and dry
mouth. Bupropion increases the risk of seizure and
is therefore contraindicated in epileptic patients.
Of note, its efficacy in aiding in smoking cessa-
tion makes it a potentially valuable medication for
smokers diagnosed with cancer.

Special considerations regarding
antidepressants in oncology settings

Brain tumour patients: in brain tumour patients, who
are at an increased risk of seizures, antidepressants
with the least effect on the seizure threshold are
recommended, namely, citalopram, escitalopram
and sertraline.

Palliative care patients: for a rapid onset of
antidepressant action in palliative care, one
option is to begin with a psychostimulant
such as methylphenidate, dextroamphetamine, or
modafinil."> Psychostimulants have a rapid onset
of action and high response rates. Psychostimu-
lants side-effects may include agitation, confusion,
paranoia and insomnia. About one week later, an
SSRI can be added and may eventually replace
the psychostimulant. Venlafaxine, duloxetine and
mirtazapine are second-choice antidepressants for
these patients.

Elderly patients:'° cancer is mainly a disease of the
elderly. As a result of increased life expectancy,
in Europe and in the United States, over 60%
of new cancer cases and over 70% of cancer
deaths occur in people >65 years. Several factors
need to be considered in antidepressant prescribing
for older patients: the higher incidence of other

chronic diseases, primarily cardiovascular disease
and diabetes; the use of concomitant medications
and therefore a higher risk of drug—drug interac-
tions; and the risk of impaired renal and hepatic
function. In addition, elderly patients are at higher
risk of delirium, particularly with the use of mul-
tiple anticholinergic medications. Medications with
anticholinergic activity, such as TCAs, have a neg-
ative effect on cognitive performance among older
adults. SSRIs or, in some cases, SRNIs are therefore
the first-choice antidepressants at this age even
though they may be at greater risk of developing
hyponatraemia. Patients taking diuretics or who
are otherwise volume-depleted, may be at greater
risk. Electrolyte monitoring is recommended. As
always with elderly patients, the logic of starting
low and going slow applies to the use of antide-
pressants as well.

Recommended screening, monitoring, and
cautions for patients (see also Tables 9.2 and
9.3)

In at-risk patients (elderly, or patients with dia-
betes, hypertension, or other comorbid cardiovas-
cular disease):

1 Renal function (BUN or creatinine clearance, if
necessary). Adjust dosage as needed.

2 Liver function (hepatic transaminases, conju-
gated and unconjugated bilirubin). Adjust dose as
needed.

3 Electrolyte levels to check blood sodium level.
(SSRI side-effect)

4 Platelets and white blood cell count. Coagula-
tion tests may be required to detect any coagula-
tion problem in patients with ecchymosis or other
bleeding problems (SSRIs or SNRIs). White blood
cell count may be monitored in patients adminis-
tered mirtazapine for agranulocytosis.

5 Monitor blood pressure in patients on SNRIs.

6 Electrocardiogram in patients on TCAs.

7 Glycaemic control in non-insulin-dependent
diabetic patients on SSRIs.

Cautions that should be communicated to patients: as
in the general population, it is important to bear
in mind the risk of increased suicidal thoughts and
behaviours during the acute phases of treatment
with antidepressants, particularly in children and



adolescents. As a major depressive episode may be
the initial presentation of bipolar disorder, atten-
tion must be given to the potential appearance
of a mixed/manic episode in patients at risk for
bipolar disorder. The development of a poten-
tially life-threatening serotonin syndrome or neu-
roleptic malignant syndrome (NMS)-like reactions
have been reported with SNRIs and SSRIs alone,
so it is important to recognize these symptoms
promptly: mental status changes (e.g. agitation,
hallucinations, coma), autonomic instability (e.g.
tachycardia, labile blood pressure, hyperthermia),
neuromuscular aberrations (e.g. hyperreflexia,
incoordination) and/or gastrointestinal symptoms
(e.g. nausea, vomiting, diarrhoea). The risk of
discontinuation symptoms if antidepressants are
abruptly stopped must be communicated to
patients.

Interference with psychomotor performance: any psy-
choactive drug may impair judgment, thinking or
motor skills. Cognitive function, impaired mem-
ory, sedation and dizziness can appear at the
beginning of any antidepressant treatment. There-
fore, patients should be cautioned about operating
hazardous machinery including automobiles, until
they are reasonably certain that the antidepressant
does not affect their ability to engage in such activ-
ities. Seizures can appear especially with the use
of: clomipramine, amitriptyline, buproprion, fluox-
etine and paroxetine. Patients should be advised
of the risk of orthostatic hypotension and syncope,

Table 9.4 Antipsychotic use in psycho-oncology settings.
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especially during the period of initial use and subse-
quent dose escalation with SNRI drugs. In patients
with narrow-angle glaucoma, TCAs, mirtazapine,
paroxetine, venlafaxine and duloxetine cannot be
prescribed.

Antipsychotic medications
in the oncology setting

Indications for antipsychotic use in oncology
settings

Antipsychotics have great utility in the manage-
ment of psychiatric conditions as well as non-
psychiatric symptoms and treatment side-effects
occurring in cancer patients.!”

Delirium
Delirium, also referred to as encephalopathy, is
associated with excessive mesolimbic dopamine
activity. Therefore, the management of delirium
often involves the use of antipsychotics to control
agitation, maintain sleep-wake cycle, prevent self-
harm and reduce distress caused by confusion and
hallucinations. While the search for an underlying
medical cause of delirium is of key importance,
antipsychotics may facilitate the more rapid return
of cognitive function and sensorium.'®

Selection of an antipsychotic agent in the deliri-
ous patient is determined by route of administra-
tion, side-effects and medical comorbidities of the
patient (see Table 9.4). Haloperidol continues to
be the gold standard in the treatment of delirium

Dosing Orthostatic
Medication (mg/day)  Route of administration EPS Sedation Weight gain Anticholinergic hypotension
Haloperidol 0.5-15 PO, IV, IM, OS, long-acting IM xxx X X X X
Chlorpromazine 10-100 PO, IV, IM, OS, PR XX XXX XXX XX XXX
Risperidone 0.25-2 PO, OS, ODT, long-acting IM  xx X XX 0 XX
Olanzapine 2.5-10 PO, IM, ODT, long-acting IM  x XX XXX XX X
Quetiapine 12.5-200 PO 0 XX XX XX XX
Ziprasidone 20-80 PO, IM X X 0 0 X
Aripiprazole 2.0-30 PO, IM, ODT, OS X 0 0 0 0

EPS, extrapyramidal symptoms; PO, oral; IV, intravenous; IM, intramuscular; ODT, oral disintegrating tablet; QTc, QT
interval corrected for heart rate; PR, per rectum; OS, oral solution.
0 = Very low risk; x = Low risk; xx = Moderate risk; xxx = High risk
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because it can be administered intravenously (IV),
which is very useful in the critical care setting
and when oral administration is not possible. It
is important to keep in mind that IV dosing of
haloperidol is twice as potent as oral. Atypical
antipsychotics, particularly risperidone, olanzapine,
quetiapine, ziprasidone,'® and aripiprazole,?® are
being utilized more often in the medical setting
with good results.?! However, experience with the
newest agents (paliperidone, asenapine, iloperi-
done and lurasidone) remains very limited. Cloza-
pine is not generally used in the cancer pop-
ulation due to its unique toxicities, specifically
agranulocytosis and decreased seizure threshold.
Although intramuscular (IM) dosing of several
antipsychotics is available, this route is less prefer-
able in cancer patients who are at risk for develop-
ing haematomas due to impaired coagulation and
thrombocytopenia.

Psychosis

Whether due to a primary psychotic illness or
one that results from a medical condition or drug,
antipsychotics are the treatment of choice for
delusions, hallucinations and thought disorgani-
zation. Brain tumours, paraneoplastic encephalitis
and psychomotor seizures are examples of med-
ical causes of secondary psychosis that occur in
the oncology setting.?? Glucocorticoid steroids are
commonly prescribed to cancer patients, and these
medications are associated with substantial risk of
neuropsychiatric side-effects. In particular, irritabil-
ity, sleep disturbance, mania and psychosis can
result from the administration of acute, high dose
corticosteroids. These symptoms respond well to
antipsychotic treatment.??

Anxiety and sleep disturbance

Antipsychotics may substitute or augment benzodi-
azepines for control of acute anxiety symptoms in
situations such as procedures, contact isolation, etc.
As benzodiazepines may be relatively contraindi-
cated or ineffective in patients with substance use
disorders, atypical antipsychotics may be useful for
the management of anxiety and insomnia in these
patients.?* Anxious patients at risk for delirium or
respiratory depression from benzodiazepines may

also benefit from administration of a low dose,
sedating atypical antipsychotic.?®

Depression

In major depressive disorder, several atypical
antipsychotics including quetiapine, aripiprazole,
olanzapine and risperidone are effective as antide-
pressant augmentation.?® This strategy may be
useful in psycho-oncology as well, particularly in
patients with pre-existing major depressive disor-
der exacerbated by cancer diagnosis and treatment.
There are no studies, however, specifically exam-
ining the use of antipsychotic augmentation for
depression in cancer patients.

Nausea

Pharmacological treatment of chronic nausea in
the cancer patient includes metoclopramide and
the phenothiazine antiemetics, prochlorperazine
and promethazine. Serotonin-3 receptor antago-
nists are more useful in chemotherapy-induced
nausea. The antipsychotics haloperidol and chlor-
promazine may also be used for chronic or opioid-
induced nausea.?’ It is important to remember the
additive pharmacodynamic effects of antipsychotics
when combined with these antiemetics in terms
of extrapyramidal reactions, anticholinergic side-
effects, sedation and cardiotoxicity (see below).?8

Hiccups

Although not first line, chlorpromazine and
haloperidol are part of the treatment algorithm
for intractable hiccups due to central dopamine
antagonism in the hypothalamus.?

Classification of antipsychotics

Antipsychotics, often referred to as neuroleptics,
are divided into two main classes: first genera-
tion (typical) antipsychotics and second genera-
tion (atypical) antipsychotics. Among the typical
antipsychotics, haloperidol and chlorpromazine are
the most commonly used in the medical setting.
Haloperidol is classified as a high-potency antipsy-
chotic, referring to its high affinity for dopamine-
2 (D,) receptors. Chlorpromazine, the first drug
found to have antipsychotic properties in 1952, is a
low-potency typical antipsychotic. Although useful



in certain situations, it is not administered first
line due to numerous side-effects and precautions.
Atypical agents differ from typical antipsychotics
due to lower affinity for D, receptors and greater
affinity for serotonin (5HT,,) receptors, resulting in
a more favourable side-effect profile (see below).?°

Side-effects and safety monitoring

Extrapyramidal reactions

Antipsychotic dopamine-2 receptor blockade in the
nigrostriatal pathway causes the development of
extrapyramidal symptoms (EPS). Such side-effects
include rigidity, tremor, bradykinesia and dystonia.
Akathisia, a subjective sense of restlessness and
inability to sit still, is a type of EPS that can be
hard to distinguish from psychomotor agitation
due to hyperactive delirium. It is not uncommon
for patients to experience akathisia when antipsy-
chotics are combined with antiemetics. Gener-
ally, EPS subside when the offending medication
is withdrawn, but tardive dyskinesia may persist
for months or years. Propranolol or clonazepam
may be used to treat akathisia. Anticholinergics
or diphenhydramine may be effective for acute
dystonia.>!

With the exception of high dose risperidone,
atypical antipsychotics rarely cause EPS because
they have greater affinity for serotonin-2A recep-
tors, which attenuates the dopamine-2 blockade in
the nigrostriatal pathway. When the need arises
to use antipsychotics in elderly patients with high
risk for EPS, these agents are preferred. However,
the black box warning of increased risk of death
in elderly patients with dementia-related psychosis
underscores the importance of discontinuing these
medications when no longer indicated.>?

Neuroleptic malignant syndrome (NMS)

NMS is a rare, potentially life-threatening syn-
drome arising from excessive dopamine blockade
in the brain. Cancer patients are at increased
risk because dehydration, malnutrition, and iron
deficiency are all risk factors for NMS.>*> Antipsy-
chotics coadministered with metoclopramide or
the phenothiazine antiemetics compound the risk
further. Clinical presentation of this syndrome
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involves muscle rigidity, fever, autonomic insta-
bility, delirium and diaphoresis. Laboratory eval-
uation reveals elevated creatine phosphokinase
and possibly leukocytosis. Renal function may be
compromised due to rhabdomyolysis. After dis-
continuing the offending medication, management
requires intensive support measures such as hydra-
tion and cooling, circulatory and respiratory sup-
port, and perhaps the use of bromocriptine or
dantrolene.

Cardiotoxicity

The degree of alpha-1-adrenergic blockade differs
between antipsychotics. Chlorpromazine, quetiap-
ine, risperidone and olanzapine have the highest
risk of causing orthostatic hypotension and syn-
cope. These agents enhance the hypotensive effects
of antihypertensives, and they should be avoided
in patients with congestive heart failure. QTc pro-
longation is a cardiac side-effect of antipsychotics
that may precipitate a potentially fatal arrhyth-
mia, torsades de pointes, due to blockade of car-
diac potassium channels. Intravenous haloperidol,
ziprasidone and quetiapine have the greatest effect
on QTc interval, but olanzapine does not typically
have a clinically significant effect on QTc interval.>*
An electrocardiogram should be obtained at base-
line and at regular intervals while administering
antipsychotics to a delirious, medically compro-
mised patient. The American Psychiatric Associa-
tion Practice Guideline for Delirium suggests a QTc
interval of 450 milliseconds or a 25% increase in
QTc as the threshold for discontinuing or reducing
the dose of the antipsychotic medication. Risk fac-
tors for QTc prolongation include congenital QTc
prolongation, a family history of sudden death, and
use with other QTc prolonging medications. Cau-
tion should be exercised when prescribing antipsy-
chotics in patients with pre-existing heart disease,
and magnesium and potassium should be moni-
tored along with other electrolytes.

Endocrine and metabolic side-effects

The metabolic side-effects of atypical antipsychotics
are very troublesome in the context of long-
term use in psychiatric patients. These include
weight gain, insulin resistance and atherogenic
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dyslipidaemia. Of those agents used more com-
monly in the cancer setting, olanzapine, quetiapine
and risperidone pose the greatest risk.>> When
using these medications long term, body mass
index (BMI), fasting glucose, lipid profiles, and
blood pressure should be monitored.

The more highly dopamine-2 receptor blocking
antipsychotics, haloperidol and risperidone,
may cause elevation of prolactin via the tuber-
oinfundibular dopamine pathway. Long-term
consequences of hyperprolactinemia include
amenorrhoea, gynecomastia, galactorrhea, sexual
dysfunction and osteoporosis.

Both typical and atypical antipsychotics are
known to cause the syndrome of inappropriate
secretion of antidiuretic hormone (SIADH). The
increased retention of water by the renal tubule
causes hyponatraemia and high urine osmolality.
Clinical symptoms manifest as weakness, lethargy,
delirium and headache. Of note, small cell car-
cinoma of the lung and brain tumours are also
associated with STADH.>¢

Sedation

Atypical antipsychotics vary in terms of their seda-
tive potential, largely due to histamine-1 antago-
nism, with olanzapine and quetiapine being the
most sedating, and aripiprazole and ziprasidone
the least.’” Sedative properties can be beneficial
for a cancer patient struggling with insomnia, but
can exacerbate the feeling of fatigue and anergia.
When sedating antipsychotics are combined with
other CNS depressants, such as opioids and ben-
zodiazepines, respiratory depression can result in
increased risk for aspiration.

Seizure

At higher doses, antipsychotics can decrease seizure
threshold. As far as agents used in the medical
setting, chlorpromazine, olanzapine and quetiapine
have a higher risk than haloperidol and risperi-
done.’® Cancer patients with CNS disease are at
increased risk of this adverse effect, as are those
prescribed corticosteroids.

Haematological
Agranulocytosis is more commonly associated
with the use of clozapine and low-potency

typical antipsychotics. However, neutropenia,
aplastic anaemia and thrombocytopenia have
been observed with most atypical antipsychotics.
Given the myelosuppression occurring with many
chemotherapy regimens, this adverse effect must
be given consideration.

Hepatic

Mild elevations in the liver transaminases and alka-
line phosphatase may occur with administration
of antipsychotics. Phenothiazines may rarely cause
cholestatic jaundice.

Anticholinergic

Chlorpromazine, quetiapine and olanzapine have
the greatest antimuscarinic action of the antipsy-
chotics used in the medical setting. Particularly
when combined with other anticholinergic agents,
these drugs may cause delirium, constipation, dry
mouth and urinary retention.>*

Drug-drug interactions (pharmacokinetics)
Like many psychotropics, antipsychotics interact
with other medications via the cytochrome P450
enzyme system because they both inhibit and are
metabolized by these isoenzymes.** For example,
several antipsychotics are metabolized by CYP1A2,
CYP2D6 and CYP3A4. At the same time, haloperi-
dol inhibits CYP2D6 and CYP3A4, and dexam-
ethasone (commonly prescribed in cancer patients)
induces these isoenzymes. The picture becomes
even more complicated when antidepressants, anti-
convulsants, antimicrobials and other drugs are
prescribed. The interactions are extensive, and clin-
icians are advised to utilize one of many online
drug interaction programmes when adding an
antipsychotic to a cancer patient’s complex medi-
cation regimen.

The metabolism and clearance of antipsychotics
are affected in cases of renal and hepatic dys-
function, and dose adjustments may be necessary.
As a general rule in the oncology setting, dosing
should start low and be gradually and cautiously
titrated. The half-life of antipsychotics varies from
2-75 hours, depending on the drug. However, half-
life is not necessarily clinically important when
gauging duration of action because CNS levels



of antipsychotics remain high much longer than
serum levels, as does receptor binding.

Anxiolytics and hypnotics: use
in the oncology setting

Anxiolytics

Beyond the use of the antidepressant medications
(SSRIs and SNRIs) for the management of anxiety,
benzodiazepines can play a useful role in helping
the anxious cancer patient. All benzodiazepines
have potential side-effects of sedation, dizziness,
incoordination, as well as the potential for toler-
ance and abuse or dependence. The shortest act-
ing benzodiazepine (alprazolam), in particular, can
cause rebound anxiety and has a higher risk of
abuse and dependence. Its use should therefore be
limited to rare situations (e.g. one-time adminis-
tration for procedures), and in most cases other
benzodiazepines can be used instead.

Other side-effects that may be problematic
include bradycardia and respiratory depression
(particularly ~ with  lorazepam, diazepam),
drug-drug interactions (particularly alprazolam
and triazolam), impaired memory or disorientation,
and the potential for withdrawal symptoms if the
medication is stopped abruptly. It is critical that
benzodiazepines not be given routinely or lightly
to patients for ‘sleep” or ‘anxiety’” without a
thorough evaluation for underlying or contributing
factors and syndromes, as these symptoms are
not disorders. A clear indication, treatment
plan, monitoring and follow-up schedule, and
(in most cases) plan for eventual tapering and
discontinuation, should be part of the management
plan for all patients prescribed benzodiazepines.

Hypnotics

Insomnia occurs frequently in the context of can-
cer, affecting 30-50% of cancer patients.”® Sleep
hygiene education, cognitive-behavioural therapy,
relaxation training and other non-pharmacological
approaches are the first-line treatment for insom-
nia. Hypnotics should not be prescribed routinely
for ‘sleep difficulties” without first taking a detailed
sleep hygiene, depression, anxiety, substance use
history, as well as assessing for possible sleep
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apnoea. Often, underlying psychiatric or medical
conditions, environmental factors, habits and other
factors are contributing to the initiation and main-
tenance of a sleep problem.

After assessment, however, if a short-term hyp-
notic is prescribed, those hypnotics that act on
the GABAergic system are preferred. Most have
short half-lives except for the extended release
formulations. The most common side-effects are:
headache, dizziness, dry mouth, metallic taste and
hallucinations. They can cause withdrawal symp-
toms; in particular, cessation after prolonged use
can lead to rebound and more difficult to treat
insomnia. Commonly used hypnotics in the cancer
setting are: zopiclone (dose: 7.5 mg), eszopiclone
(dose: 1-3 mg), zaleplon (dose: 5-20 mg), zolpidem
(dose: 5-10 mg), and zolpidem CR (6.25-12.5 mg).
These drugs aid in sleep induction and maintenance
for the short-term management of insomnia. There
is no evidence that one hypnotic drug is more
effective than another.*! Moreover, there are few
comparative trials of the effects of anxiolytics for
sleep, with no clear evidence of one agent being
more effective than another for short-term man-
agement of insomnia.

All hypnotics are metabolized in the liver, there-
fore dose adjustments are necessary in patients
with hepatic insufficiency. Zaleplon is metabolized
by CYP3A4, therefore drugs that inhibit CYP3A4
may predispose patients to drug-drug interac-
tions.*? The potential for other drug-drug inter-
actions exist, therefore checking the most current
online databases is prudent when prescribing these
medications.

Anticonvulsants and mood
stabilizers: use in the oncology
setting

Lithium, anticonvulsants and atypical antipsy-
chotics are used in bipolar disorder for mood
stabilization. Due to drug interactions and toxic-
ities, lithium is seldom used in the medically ill
patient. However, anticonvulsants are frequently
prescribed to cancer patients for seizure prophy-
laxis and neuropathic pain. In such patients, these
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agents may be preferred over the atypical antipsy-
chotics when mood stabilization and impulse
control issues need to be addressed since a single
agent can serve multiple purposes.

Divalproex sodium and carbamazepine are indi-
cated for mania in bipolar disorder, and they can be
helpful in manic-spectrum presentations induced
by steroids or brain tumours.*> Side-effects include
bone marrow suppression, ataxia, gastrointestinal
disturbance, weight gain and hepatotoxicity. It is
important to note that both agents interact with the
metabolism of other drugs via the cytochrome P450
enzyme system. Levetiracetam is an anticonvulsant
frequently used in the cancer setting, but relative
to the other antiepileptic drugs, it is associated
with depression, irritability and even self-harm.**
If a cancer patient experiences such adverse effects
from this agent, a switch to another anticonvulsant
is advised.

Data has been weak regarding the mood sta-
bilizing properties of gabapentin and pregabalin,
but these anticonvulsants are used for neuropathic
pain in cancer and may have anxiolytic and seda-
tive effects.*> These agents have very minimal
drug-drug interactions. Lamotrigine is indicated
for prevention of depressive episodes in bipolar
disorder and may be used for seizure control in the
cancer setting. It is associated with a rash that may
progress to the rare, but life-threatening, Stevens-
Johnson syndrome.

Cultural implications

The availability to the general public of medica-
tions to treat psychiatric syndromes and symp-
toms differs markedly from country to country. In
many regions, mental health providers are in short
supply.*® Therefore, each professional needs to be
aware of country- and region-specific issues regard-
ing access. Knowledge about specific available med-
ications (e.g. tricyclic antidepressants where those
are most readily available) should be more exten-
sively pursued depending on the specific circum-
stances.

In the United States and Europe, generic med-
ication quality is certificated by bioequivalence
studies, so these generics can help patients already

burdened with medical expenses due to cancer.
However in other countries, generic medications
may not be as well regulated, and quality and
efficacy may be affected.

Natural remedies and homeopathy are utilized
widely around the globe, such as in Ayurvedic and
Chinese medicine. There are many medicinal plants
that may alleviate symptoms in cancer patients, but
these supplements may have pharmacokinetic and
pharmacodynamic interactions that place patients
at risk for adverse effects. It is essential that
providers prescribing psychotropics screen for use
of non-allopathic remedies that may be commonly
available in their region.*’

Another factor with potential clinical impact on
prescribing practices of many psychotropics is the
differential frequency of cytochrome P450 enzyme
allelic variants. For instance, Asians and Africans
more commonly have reduced function or non-
functional 2D6 alleles compared to European Cau-
casians.*® This affects the rate of metabolism of
several medications discussed above, and the prac-
titioner is advised to adjust dosing and be more
vigilant for dose-related side-effects in these specific
populations.

Finally, in much of the world people are still
reluctant to see a psychiatrist, but they may be
more open to taking an antidepressant prescribed
by their general practitioner or oncologist. Thus
another important task for psychiatrists is to edu-
cate other medical specialists about diagnosing and
treating psychiatric disorders.

Conclusions

In patients who have been carefully evaluated by
a trained clinician and whose symptoms warrant
pharmacological intervention, the first task often
involves encouraging patients to accept medica-
tions. Despite a limited database about the efficacy
of specific medications and medication classes for
the treatment of psychiatric syndromes in cancer
patients, it appears safe to say that psychotropic
medications are as effective in cancer patients as
in patients with other major medical illnesses.
Common side-effects, the likelihood of serious
adverse events, the route of administration, and



the potential for drug-drug interactions, are all
factors that should be considered when selecting
a medication, given that most oncology patients
are taking numerous other medications. Relief of
psychiatric symptoms in patients with cancer can
usually be achieved and is well worth the effort, as
these symptoms have a serious negative effect on
patients” overall quality of life.

Summary

Antidepressants have a number of important indi-
cations in cancer patients. The choice of medica-
tion should be dictated by the side-effect profiles
(e.g. weight gain) and potential drug-drug interac-
tions (e.g. tamoxifen and certain antidepressants)
of the medications in the context of the individ-
ual patient’s presenting symptoms. Antidepressant
medications can be useful for managing other
common symptoms seen in cancer patients. There
are limited clinical trials examining antidepressant
efficacy in cancer populations, however, so this is
an area in need of further study.

Antipsychotics are primarily used for the man-
agement of delirium, but they may be beneficial
for other symptoms as well, including insomnia
and anxiety. Caution regarding potential drug—-drug
interactions is warranted, however, and clinicians
can efficiently check for these interactions using
an online program. Benzodiazepines are clinically
useful for the management of specific phobias
(e.g. radiation mask), but the use of the shorter
acting benzodiazepines should be restricted and
monitored closely. Ongoing use of benzodiazepines
by cancer patients after treatment is an area in
need of study. Insomnia affects a large proportion
of cancer patients. Sleep hygiene education, other
non-pharmacological strategies, and the short-term
use of hypnotic medications may all play a role in
the management of sleep difficulties.

Clinical case

A 67-year-old female with metastatic breast cancer to
chest wall, status post-radical mastectomy with lymph
node dissection, chemotherapy and radiation treatment,
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was admitted to the hospital for acute altered mental
status. Symptoms began 24 hours prior to admission
and included disorientation, forgetfulness and decreased
level of consciousness. Her past medical history was sig-
nificant for hypertension and hyperlipidaemia. Although
she had no significant psychiatric, substance abuse, or
dementia history prior to her cancer diagnosis two years
ago, the patient had been treated for depression, anxiety
and sleep disturbance by her oncologist over the course
of her cancer treatment with amitriptyline 75 mg PO ghs
and lorazepam 1 mg PO bid as needed for anxiety with
good symptomatic response. A few days ago, her primary
care physician added diphenoxylate with atropine PRN
for diarrhoea and a scopolamine patch for chronic
nausea.

A full medical workup revealed no evidence of infec-
tion, metabolic disturbance, or acute neurological or
cardiac event. Anticholinergic-induced delirium quickly
became the working diagnosis, and scopolamine, diphe-
noxylate with atropine, and amitriptyline were discon-
tinued. Lorazepam, which the patient took rarely, was
also discontinued. Haloperidol 1mg IV g 6 hrs PRN
was started for agitation and disorientation, and the
patient received three doses per day. The patient’s QTc
on electrocardiogram and electrolytes were monitored
daily.

The patient’s mental status returned to baseline within
48 hours, and haloperidol was discontinued. Mirtazapine
was substituted for amitriptyline to target her depres-
sion, anxiety, sleep disturbance and nausea. An alter-
native antidiarrhoeal and antiemetic were suggested by
the oncology team with fewer anticholinergic properties,
and the patient was discharged back to her home.

Key points

e Pharmacological treatment is an important
component of the overall psychosocial care of the
cancer patient.

e Successful referral for psychiatric evaluation involves
patient education, addressing stigma, and practical
issues in coordinating care.

e Psychiatric medications are helpful in the treatment
of depression, anxiety, insomnia, appetite
disturbance and cognitive disorders in the cancer
setting.

e Psychotropics may also be beneficial for related
cancer symptoms and cancer treatment side-effects,
including fatigue, nausea, hot flushes and
neuropathic pain.

e When prescribing in this population, the clinician
must be aware of the many drug-drug interactions,
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as well as altered metabolism and clearance in cases
of hepatic or renal disease.

e Cancer patients exhibit heightened sensitivity to
medication side-effects, and doses should be titrated
gradually with frequent monitoring.
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Suggested further reading

An excellent and detailed overview of psychotropic med-
ications, by Braun and Pirl, can be found in the most
recent edition of the textbook Psycho-Oncology.*®

A thorough review of pharmacological management of
depression in cancer patients, by Grassi, Nanni, Uchit-
omi and Riba, can be found in the book Depression and
Cancer.*’

An overview of the management of psychiatric symptoms
in the palliative care setting, by Breitbart, can be found
in the Oxford Textbook of Palliative Medicine.?’

A thorough overview of delirium and its management, by
Maldonado, can be found in Critical Care Clinics."

A review of the use of neuroleptics in supportive care is
provided by Mazzocato in Supportive Care in Cancer.'”

A review of antidepressant use, strategies and prescribing
principles is found in an excellent and accessible review
article by Bostwick.>®

An excellent review, available in French only, of the
specific uses of antidepressants in oncology, was written
by Reich.’!
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Cancer survivorship

Progress in various cancer treatments has markedly
improved the prognosis and life expectancy for
many cancer patients during recent years, though
cancer is still one of the leading causes of morbidity
and mortality worldwide. An estimated 3191 600
cancer cases were diagnosed in Europe in 2006.!
The most common form of cancers was breast
cancer (13.5% of all cancer cases), followed by col-
orectal cancers (12.9%) and lung cancer (12.1%).
Over the past decades a considerable amount of
research has shown the significant emotional and
social impact of cancer and its treatment on patients
and their families.? Like most people suffering from
chronic illness, cancer patients experience distress
caused by a number of problems that arise during
the course of the illness and effect different areas
of a patient’s life. Specific problems that existed
prior to the cancer diagnosis as well as the initial
level of distress may also play a role in coping
and psychological adjustment to the disease. In
addition to a variety of physical symptoms such as
pain, fatigue and disabilities, sources of distress also
include: strain on the partner and the family; emo-
tional, existential and spiritual concerns; a range of
social, financial and occupational problems as well
as long-term dependence on medical and social
care facilities.

A typical in- or outpatient cancer patient suffers
from 5-10 distressing symptoms that are directly

associated with a lower quality of life.> Prevalent
symptoms are pain, fatigue, nausea, sleep problems
and cognitive dysfunctions. Functional limitations
include limitations of the shoulder-arm mobility,
lung tunctions, the voice and speech functions,
sexual function and incontinence.

The psychological burden includes anxiety and
particularly fears of recurrence or disease pro-
gression, feelings of helplessness and hopelessness,
depression, problems due to changes in the body
image, self-concept and self-esteem, and identity
problems. The causes of psychological problems
are multiple, but often conditioned by the life-
threatening illness and the uncertainty about the
disease process as well as autonomy and loss of
control. Stress in family and social relationships
resulting from uncertainty about social roles and
tasks such as giving up social functions or new
social dependencies such as a longer-term depen-
dence on medical care facilities.

Previous studies using self-report screening mea-
sures have reported distress, anxiety and depres-
sion in on average one quarter to one third of
cancer survivors with levels up to 50% following
diagnosis and treatment.*> However, lower preva-
lence rates were reported in studies using struc-
tured clinical interviews for DSM or ICD. While
high levels of psychosocial distress have been found
within the first year post diagnosis, there is evi-
dence for an improvement in distress, psychoso-
cial well-being and quality of life in long-term
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survivors,® even though research has shown no
improvement or even a decline in physical and/or
mental health, specifically in older patients.”

The International Classification of
Functioning, Disability and
Health (ICF)

Since the early 1980s, continuous efforts have been
made by the World Health Organization (WHO)
to provide a cross-cultural definition of disability
and chronic diseases through the establishment of a
disease consequence model. The WHO has defined
rehabilitation as ‘the use of all means aimed at
reducing the impact of disabling and handicapping
conditions and at enabling people with disabili-
ties to achieve optimal social integration’.® Thus,
the (re-)integration of individuals with disabilities,
chronic health conditions, diseases and handicaps
into the society and working life is one important
aspect of participation according to the Interna-
tional Classification of Functioning, Disability and
Health (ICF).8

The ICF is a classification of health and health-
related domains. A health condition is a global term
for disease, disorder, injury or trauma, and may
also include other circumstances, such as ageing
and stress. Health conditions are coded using ICD-
10. The ICF domains are classified from body,
individual and societal perspectives by means of
two lists: a list of body functions and structure, and
a list of domains of activity and participation. Body
functions are the physiological (and psychological)

functions of body systems, and body structures
are anatomical parts of the body. Impairments are
problems in body function or structure such as a
significant deviation or loss (including somatic and
mental disorder).

Activity is defined as the execution of a task or
action by an individual. Thus, activity limitations
are difficulties an individual may have in executing
various activities. Participation is involvement in
a life situation including family and social life,
community life, working life. Hence, participation
restrictions are problems an individual may experi-
ence in involvement in life situations. Figure 10.1
shows the ICF model of functioning and disabil-
ity. Since an individual’s functioning and disability
occurs in a context, the ICF also includes context
factors such as person-related and environmen-
tal factors. Personal factors comprise demographic
characteristics such as age, education, and gender,
and individual features of the patient’s character.
Environmental factors include the physical, social
and attitudinal environment in which people live
and conduct their lives.

The ICF dimensions and the ICF core sets for var-
ious diseases allow the classification of limitations
and restrictions in different areas of a patient’s life.
Thus, they provide the opportunity to initiate pur-
poseful and target-oriented actions and interven-
tions to overcome individual barriers. The provi-
sion of interventions through cancer rehabilitation
services and ambulant follow-up care facilities will
help patients to return to work. Main goal is the
promotion of participation in society and working
life as well as self-determination of a patient with

Health Condition

(disorder or disease)

A
v 1 v
Body Functions and «—> Activities o 5 Participation
Structures (Impairment) (Limitations) (Restriction)
+ I

Environmental Factors

Figure 10.1 Model of functioning and disability.®
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disabilities and impairments or threat of disabilities
and impairments. Possible aims within the area of
occupational reintegration include return to work,
study or training, the development of a new scope
of work and activities, part-time work, the pro-
motion of changes and adaptation of the job and
job requirements as well as the place of work in
consultation with the patient, the employer and
co-workers.

Clinical case study

For a 47-year-old patient with breast cancer, for example,
the health condition is coded using ICD-10 (e.g. breast
cancer C50). The patient might experience a variety of
impaired body functions and structures due to the cancer
and cancer treatments. Impaired body functions, for
example, include pain and sensation of pain, functions of
the lymph nodes, sleep functions, body image, emotional
functions, energy and drive functions, and sensations
related to the skin. Impaired body structures could
comprise the structure of the immune system or the
structure of areas of the skin. Activity limitations and
participation restrictions for this breast cancer patient as
a consequence of the health condition and the impaired
functions and structures then possibly will include han-
dling stress and other psychological demands, lifting and
carrying objects, hand and arm use as well as preparing
meals, doing housework, participation in community life
and employment. Environmental factors possibly will
contain facilitators such as friends and family as well
as health professionals, and barriers such as individual’s
attitudes of acquaintances, peers, colleagues, neighbours
and community members.

Objectives and the concept of
cancer rehabilitation

Due to the changing age structure of the popula-
tion, changes in working conditions and advances
in acute medical care, there has been a significant
increase in cancer and other chronic diseases over
the last decades.”!° Given the changing disease
spectrum, the demands on the medical health care
have altered considerably and the importance of
rehabilitation has been significantly enhanced.!!
Rehabilitation of people with illness or disabilities
aims to eliminate or reduce the impact of chronic
illness, disability or a specific acute event, and to
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maintain the patient’s optimal physical, sensory,
intellectual, psychological and social functional
levels.

Rehabilitation provides people with disabilities
with the tools they need to attain independence
and self-determination. Rehabilitation focuses on
all three levels of functional health, namely reduc-
tion of damage to body functions and structures,
as well as aiming to maintain, restore or pro-
mote activity and participation. Thus, rehabilitation
serves to prevent an impending disability or the
aggravation of existing physical damage. It should
help people with (incipient) diseases and disabili-
ties, to cope with their illness and its consequences,
and to participate independently as much as pos-
sible in normal family life, work and society. If
a full rehabilitation is not feasible, the goal is to
reduce the impact of disability on the mentioned
areas of life to a minimum. Insofar as possible,
rehabilitation is aimed at relieving symptoms, sta-
bilizing the current health and functional state in
those patients with disease progress, slowing the
progression, preventing maladaptation and relapse,
and the acquisition of compensatory services with
or without technical aids.

Despite the common objectives of different coun-
tries with regard to the goals of rehabilitation, the
rehabilitation concepts differ considerably.!? Differ-
ences are found with respect to the provision of
rehabilitation services, the accessibility and fund-
ing opportunities or the cost of rehabilitation.!?
Important principles of many rehabilitation pro-
grammes are a biopsychosocial understanding of
illness and disability, the earliness of initiation of
rehabilitation measures, the assurance of the con-
tinuity of rehabilitative treatment, and a tailored
rehabilitation plan. Figure 10.2 shows cancer reha-
bilitation as a systematic process as it is realized in
Germany.

Medical rehabilitation involves the improvement
of work ability, activities and participation. Phys-
iotherapy, occupational therapy (counselling and
training in dealing with functional disorders, in
particular training in activities of daily living) and
speech therapy (treatment of voice, speech, and
swallowing difficulties) are important aspects of
medical rehabilitation.
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Cancer rehabilitation in Germany: a systematic process

@ 2 (3) (C) () 6)
Admission Rehab. Goal/Rehab. Rehab. Discharge Rehab.
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Figure 10.2 Model of the cancer rehabilitation process in Germany.

Previous research has indicated the significance
of work in cancer survivorship. The motivation to
continue work during treatment or to return to
work after treatment completion seems strong in
many cancer patients who are physically able.!*1*
Vocational and educational rehabilitation measures
include the promotion of reintegration into work-
ing life and vocational adjustment. Typical inter-
ventions contain education, training, retraining or
job promotion, or with a longer-term perspective,
the facilitation of a (higher) education such as a
college or university degree. Vocational rehabilita-
tion services are usually held close to home, but can
also be performed in specific rehabilitation facilities.
Vocational rehabilitation does not necessarily focus
on the acquisition of skills for a new employment,
often the requirements for the professional rein-
tegration of a patient are most likely given, if it
is possible, by adjustment assistance (e.g. concrete
changes in the workplace) that enables patients to
continue their previous activity.

Psychological aspects of
rehabilitation

According to the ICF model, psychological treat-
ment or psychosocial support is an integral com-

ponent of any comprehensive rehabilitation. Reha-
bilitation psychology builds on knowledge and
research of clinical psychology, neuropsychology,
psychiatry, psychosomatic medicine, health psy-
chology, behavioural medicine and organizational
psychology.

Central topics of psychological assessment in
rehabilitation include the identification of psy-
chosocial distress, psychological and psychosomatic
symptoms and disorders, illness behaviour and cop-
ing strategies, and performance and functional abil-
ity in daily life and work. Furthermore, subjective
well-being, quality of life, risk factors, individual
and social protective factors such as the availability
of social resources and motivation are recognized.
The psychological assessment not only determines
the type of distress severity, the time of onset and
the course or chronicity of distress, but is also
important to distinguish psychosocial distress and
mental disorders using diagnostic systems such as
DSM or ICD. The psychological assessment in reha-
bilitation includes a variety of clinical psycholog-
ical assessment methods such as exploration and
interview, observation, screening questionnaires
and testing procedures. Meanwhile, an additional
series of rehabilitation-specific diagnostic tools are
available.



Indication and rehabilitation
motivation

The indication for psychological support is based
on the level of psychosocial distress, the individ-
ual, family and professional life situation, and the
patient’s motivation. The presence of a mental
disorder is generally an indication for psychother-
apeutic and psychopharmacological treatment if
necessary. Psychological interventions in the con-
text of rehabilitation do not only focus on distinct
mental disorders, but also on a variety of typical
psychological problems such as self-esteem issues,
fatigue, partnership or family problems.

Furthermore, disease- and disability-related psy-
chological interventions such as patient education
and health promotion may be indicated. The cause
of psychological support in rehabilitation is, how-
ever, not only dependent on the situation of the
individual patient, but often also on the availability
of appropriate care services. In addition to the
initial screening and diagnosis it is also important
during the course or at the end of the rehabilitation
programme to implement a distress screening, eval-
uate the effectiveness of interventions and make an
assignment to further follow-up measures.

Prerequisite for the success of any psychological
intervention is sufficient motivation on the part of
the individual patient. The motivation for rehabil-
itation includes aspects such as distress, hope for a
good outcome, attitude and knowledge about reha-
bilitation, active participation and a willingness to
change lifestyle, health behaviour and illness con-
cepts.!! Motivation for psychological counselling
or psychotherapy, however, refers specifically to
psychosocial and psychological aspects such as psy-
chological distress, stress reduction and relaxation,
desire for self-reflection, disease concepts and hope
for an overall enhancement of the treatment by
psychotherapy. Some of the patients with cancer
and other chronic physical illnesses have a strong
somatic disease-oriented approach and a rather
passive attitude towards changes of risky health
behaviours and unhealthy lifestyle aspects. These
patients require special efforts with regard to moti-
vation and participation particularly in psychologi-
cal interventions.
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The Transtheoretical Model of Change by
Prochaska and DiClemente!® provides a compre-
hensive understanding of a patient’s motivation
and readiness to make changes that helps clini-
cians also to anticipate possible barriers during the
rehabilitation process. The Transtheoretical Model
describes behaviour changes as a process that con-
sists of different stages: during the first stage (‘pre-
contemplation stage’), patients do not consider any
health behaviour changes, because they do not
evaluate their behaviour as potentially harmful or
have previously failed in making any significant
behaviour changes (e.g. to quit smoking). In the
second stage (‘contemplation stage’) patients are
concerned with the idea of a behavioural change,
pondering possible benefits and barriers to change.
In the third stage (‘preparation stage’) patients
are preparing to take action and might experi-
ment with minor behaviour changes. The actual
behaviour changes take place during the fourth
stage (‘action stage’), and in the fifth stage (‘main-
tenance stage’) maintenance strategies must be
developed to stabilize long-term behaviour change.
The transition from one stage to another can be
facilitated and supported by psychological interven-
tions tailored and adapted to the particular stage.
This model also suggests that not only the motiva-
tion of a patient is crucial, but the fit between the
situation of the individual patient and the activities
offered within a rehabilitation programme.

Psychological interventions
during rehabilitation

Psychological interventions in the rehabilitation
can be differentiated according to the following
criteria: (a) target group (patient, partner, family,
social environment); (b) cause (including disease
management, illness behaviour, partnership, men-
tal disorders, role problems, job integration); (c)
type of intervention (counselling, psychotherapy,
patient education, health promotion); (d) inten-
sity (frequency, treatment dose and duration); and
(e) setting (individual, partner or group offers).
The differentiation of the individual psychological
interventions that play a role in the rehabilitation
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succeeds only partially because they overlap in
content and methodology. However, they can be
divided into psychological counselling and psy-
chotherapy as well as health promotion, psycho-
education and patient education.

Psychological counselling is a method of problem-
based care for patients undergoing rehabilitation
and is indicated for all problems in the context of
adaptation to the illness or disability. Psycholog-
ical counselling may be initiated by the patient,
at the initiative of a rehabilitation team member
or based on a distress screening at the beginning
of the rehabilitation programme. Typical circum-
stances for psychological counselling are problems
in adapting to the cancer and disease consequences,
problems in family life, occupational and social
environment. Other events include psychological
crises during the course of rehabilitation, rehabilita-
tion motivation and low cooperation (compliance),
maladaptive illness concepts or existing fears of
therapeutic measures. Psychological counselling is
usually supportive and involves of one or more
patient—counsellor contacts. The involvement of
partners, relatives and relevant others in the con-
text of the counselling may also be useful.

Psychotherapy is indicated mainly within the
rehabilitation of cancer survivors with comorbid
mental disorders such as depression, post-traumatic
stress disorder and anxiety disorders. The realiza-
tion of psychotherapeutic interventions depends to
a considerable extent on the indicative focus of the
rehabilitative institution. A variety of studies show
high psychological distress and impaired quality of
lifte among cancer survivors and patients with other
chronic physical health conditions.!¢!8

Although meta-analytical findings support
the usefulness of psychosocial interventions for
improving quality of life in cancer patients,'® only
very few studies have focused on psychological
interventions in cancer rehabilitation. Further-
more, in many rehabilitative institutions and
facilities, only brief psychotherapy can be realized
due to time constraints and the limited available
treatment capacity for systematic psychological
treatments. Thus, psychological services are often
pursuing the most likely target, to motivate a
patient to enter psychotherapeutic treatment

after rehabilitation. In addition, other important
rehabilitative goals are to reduce emotional distress,
provide support in family and social reintegration,
as well as to regain the ability to work.

Health promotion, patient
education and psychoeducation

Health promotion, patient education and psychoe-
ducation are aimed at improving the quality of life
for patients. Information and education about the
disease, its causes, treatment options and their sub-
sequent problems reduce health-risk behaviours,
enhance coping skills and strengthen individual
and social protective factors.?’ Health promotion
is based on the principles of the Ottawa Charter,
WHO.?! Tt aims to create the social, environmental,
structural and individual requirements for a health-
promoting lifestyle. This understanding is based on
a multidimensional, positive definition of health:
health is understood not as a state, but as a pro-
cess that develops in the interaction of an active
trading, self-determined individual and their social
environment.

Patient education and health promotion are usu-
ally based on elaborated manuals, training and
treatment programmes that focus on the typical
complaints and problems of cancer patients (e.g.
fatigue, chronic pain, cognitive dysfunctions, anx-
iety and depression). Patient education and psy-
choeducation cover issues that are specific to a par-
ticular disease and those that concern the general
problems of chronic diseases.

Key components of patient education are the
increase in knowledge and the development of a
disease and change model, enhanced body aware-
ness, the communicating of self-management skills;
measures to prevent relapse as well as the pro-
motion of a healthy lifestyle and of social skills to
mobilize social support.

The multiprofessional
rehabilitation team

Chronic diseases and disabilities generally require
rehabilitation and care that goes beyond the



medical treatment and includes a variety of thera-
peutic approaches.?? Comprehensive rehabilitation
programmes contain interdisciplinary diagnosis and
therapy to integrate somatic, functional, occupa-
tional and psychosocial activities into an individual
rehabilitation plan. The need for medical therapy,
nursing care, physiotherapy, speech therapy, occu-
pational therapy, social work, psychosocial coun-
selling and education requires the collaboration of
various vocational and professional groups. Team
size and team composition will vary depending on
the population to be treated and the treatment
plan as well as the equipment of the rehabilitation
facility.
Since interdisciplinarity is regarded as an
important quality of rehabilitation, collaboration
between the different disciplines is a key demand.
Otherwise, inadequate collaboration can adversely
affect the treatment process and the success of the
rehabilitation. Furthermore, different expectations
and perceptions of the rehabilitation goals among
members of the team can lead to uncertainty, non-
compliance and discontinuation of the therapy.

Rehabilitation research

Rehabilitation is based on knowledge and research
of various disciplines (such as oncology, cardiology
and neurology) and the findings of that research.
Such interdisciplinary, general science of rehabil-
itation is only at the beginning of its develop-
ment."!" Important and priority areas of research
involve the aetiology, the course and prognosis
of chronic diseases, disabilities and their conse-
quences, rehabilitation-specific assessment mea-
sures, and the development and evaluation of
rehabilitative interventions. The tasks of the health
services research include the integration of rehabil-
itation into the individual health care system, clari-
fication of needs and vulnerability, the clarification
of access to rehabilitation programmes (availabil-
ity of rehabilitative services) and economic evalu-
ation of rehabilitative interventions.

Important criteria for the evaluation of the effi-
cacy and success of a rehabilitative programme are
the following:
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— medical indicators (such as diagnosis, disease dura-
tion, severity, comorbidity, prognosis, functional
capacity);

— sociomedical indicators (such as performance at
work, performance levels, social consequences);

— socioepidemiological indicators (such as social inte-
gration, return to work);

— insurance-related indicators (such as work ability,
degree of disability, invalidity);

— subjective indicators and quality of life (such as well-
being, symptom distress, anxiety, depression, cop-
ing skills, patient satisfaction); and

— health-economic indicators (such as medical exp-
enses, lost work time).

With the operationalization and assessment of
indicators, measurement instruments are divided
into generic and disease- or treatment-specific
tools. While disease- or treatment-specific instru-
ments can be used among disease-related (e.g. cog-
nitive impairments) or population-related (e.g.
breast cancer) groups, generic measures are used
to assess characteristics such as global health or
daily activities independent of the disease status of
a patient.

Given these heterogeneous criteria and rehabil-
itation objectives, outcome research is faced with
the question, based on which indicators should be
decided, of whether the rehabilitation and treat-
ment objectives have been met. Thus, it is impor-
tant that all individuals involved in the rehabili-
tation process (patients, staff, institutions, experts)
agree on the treatment goals. Rehabilitation out-
come furthermore will depend on the temporal dis-
tance to the programme. This should be considered
with regard to the timing of outcome measure-
ments (catamneses, follow-ups). Depending on the
diagnosis and treatment goals, levels of success can
be measured in the short term (at the end of the
rehabilitation measure: e.g. improved well-being,
reduction of nicotine consumption, lower serum
cholesterol), medium term (within one year: e.g.
return to work, abstinence after alcohol abuse), or
long term (after several years: complete remission
and ability to work).

It is therefore imperative to determine the viable
therapeutic goals in advance, and to measure
the degree of goal achievement to the date on
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which the effect of the measure may have had an
impact and relevance. Controlled and randomized
intervention studies represent the best research
method. Quasi-experimental or naturalistic designs
are, however, often realized primarily for the pur-
poses of cumulative evidence, which is considered
an alternative.

Key points

e Given the population growth and associated changes
of disease spectrum and the advances in medicine,
the importance of rehabilitation will continue to
grow.

o Rehabilitation is aimed at reducing the impact of
disabling and handicapping conditions and at
enabling people with disabilities to achieve optimal
social integration.

e Current approaches for more effective rehabilitative
interventions include patient empowerment and
participation, early and detailed evaluation of
rehabilitation needs, stronger orientation towards
return to work, and the implementation of cancer
survivorship programmes and rehabilitative services.

e Rehabilitative treatment should be better geared to
the living environment of people with disabilities
and chronic diseases, and the effects of the disease
consequences in everyday life.

e The integration of people with disabilities and
chronic illnesses into society shows itself in
participation and in the meeting of their needs.
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Introduction

Since 1986, the American Academy of Pediatrics
(AAP) has had specific guidelines regarding treat-
ment facilities for childhood cancer. These guide-
lines, which were most recently updated in 2004
and reaffirmed in 2009, suggest that paediatric can-
cer should be managed using the types of ‘facilities
available only at a tertiary center’.! Thus, childhood
cancer in the United States is almost always treated
in the large paediatric oncology centres. Within
these centres, it is expected that treatment of the
child involves ‘Board-certified pediatric subspecial-
ists available to participate actively in all areas of
the care of the child with cancer, including anesthe-
siology, intensive care, infectious diseases, cardi-
ology, neurology, endocrinology and metabolism,
genetics, gastroenterology, child and adolescent
psychiatry, nephrology, and pulmonology’ (p. 1833,
emphasis added).! Additionally, the AAP guideline
states that the ‘pediatric hematologist/oncologist
must be assisted by skilled nurses, social workers,
pharmacists, nutritionists, and psychologists who
specialize in pediatric oncology’ (p. 1834).! Thus,
these guidelines convey not only the expectation,
but also the necessity, of involving clinical social
workers, psychologists, and child and adolescent
psychiatrists in the care of children with cancer.

As these guidelines for childhood cancer treat-
ment have been modified, so too has the role of
psychiatric care in paediatric oncology. Prognosis

for paediatric cancer has improved immensely;
80% of patients are expected to have long-term
survival from childhood cancers.? Thus, despite
the fact that significant life threat is indeed still
present, the primary focus of psychiatric concern
has shifted from dying and bereavement to coping
and survivorship.

This chapter will provide a background about the
current situation in paediatric oncology and associ-
ated psychiatric issues. It will consider the normal
developmental context in which children under-
stand cancer and treatment. Specific common psy-
chological and psychiatric problems of child cancer
patients and their families associated with initial
diagnosis and treatment of the malignancy will
be discussed as well as long-term effects on the
psychological health of adult survivors of childhood
cancer. The chapter will conclude with consider-
ation of interventions for survivors, parents and
siblings.

Background

Every year, more than 14 000 children (ages 0-19)
in the United States are diagnosed with cancer.?
Although this atfects less than 1% of children, the
approximate 2000 deaths each year make cancer
the leading cause of death from disease in chil-
dren.>* Of these childhood cancers, leukaemia is
the most prevalent, accounting for approximately
34% ot cases and also the most deaths; acute
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lymphocytic leukaemia is the most common type
of leukaemia. Brain and other nervous system
tumours make up about 21% of cases and are
the second most common childhood cancer. Neu-
roblastomas, Wilms’ tumours, lymphomas, rhab-
domyosarcomas, retinoblastomas and osteosarco-
mas each account for 3-7% of paediatric oncology
cases.

Fortunately, all of these cancers have a rela-
tively positive prognosis that has improved sig-
nificantly since the mid 1970s. Among children
aged 10-14 years, the five-year relative survival
rate increased from 58.9% for those diagnosed in
1975-1977 to 80.8% for those patients diagnosed
in 1999-2005.% This figure is representative of the
overall five-year survival rate average of 80%,
which ranges from 66% (rhabdomyosarcoma) to
95% (Hodgkin’s lymphoma) for specific cancer
sites.? Thus, despite the relatively large incidence of
deaths resulting from malignancy and the anguish
and uncertainty that often follow a cancer diagno-
sis, the probability of long-term survival is encour-
aging.

Just as the type and prognosis for oncology in
children are distinct from adults, the psycholog-
ical issues and care needed for paediatric oncol-
ogy patients are different from those for adults.
Unlike adults, diagnosis and treatment for children
take place during a time of physical, cognitive,
behavioural and social development.® Interference
with any of these developmental processes may
impact both acute and long-term psychological
outcomes. Acutely, some psychological symptoms
may appear as a response to the stress that a can-
cer diagnosis and treatment inflict, whereas other
symptoms may be a direct physical effect of the
treatment itself.® Subclinical levels of depression
and anxiety are common in children with cancer,
as they are in any child with a medical condition.
Delirium, possibly resulting from chemotherapy or
drug treatment, is also a psychiatric risk factor in
these patients that must be monitored closely.”
Parents may also suffer from acute psychological
distress. For example, Patino-Fernandez et al. found
that ‘nearly all’ parents report subclinical symptoms
of acute stress (SAS) following their child’s cancer
diagnosis, and that many meet criteria for acute

stress disorder.® The mental health of parents is of
particular importance because the ability of parents
to adjust following their child’s cancer diagnosis has
been shown to play a significant role in the well-
being of the child.’

The average survivor of childhood cancer can
expect to live another 66 years, during which the
focus of life may include education, social experi-
ences, employment, marriage, fertility and a variety
of other issues that are generally less significant
in the lives of older adults.>!® Success in these
aspects of life may impact long-term psychological
health and quality of life and must be considered
when counselling survivors of paediatric cancer.
Additionally, treatment and the associated stress
may have direct effects, including post-traumatic
stress disorder, which is reported to be associated
with functional impairment and/or clinical distress
in 9% of adult survivors of childhood cancer.!!
Studies analysing the quality of life of adult sur-
vivors of childhood cancer will be discussed later in
the chapter.

Psychological care of a child cancer patient
therefore must address familial function, poten-
tial disturbance of developmental milestones, and
long-term psychological and physical sequelae. The
following sections will provide more information
about the acute and long-lasting psychological
effects of childhood cancer and offers data to guide
those working in paediatric oncology.

Developmental issues

The response of a child or adolescent and family
to a cancer diagnosis and treatment must always
be considered within a developmental context.
‘Normal’ responses of a pre-school-age child would
obviously be interpreted very differently if seen
in an adolescent. Similarly, the supports children
need from the family will differ with the age
of the paediatric patient. A full explanation of
child development is beyond the scope of this
chapter. The Pediatric Medical Traumatic Stress
Toolkit for Health Care Providers offers a detailed
set of instructions as to how to help hospitalized
children of different ages. It can be found at



http://www.nctsnet.org/trauma-types/pediatric-
medical-traumatic-stress-toolkit-for-health-care-
providers.'? In this section we will discuss some
common issues seen in caring for paediatric
oncology patients of varying ages.

Infants and toddlers

Adult cancer patients are often worried about the
future. Children, however, especially very young
children, live primarily in the present. Infants and
toddlers respond primarily to whether or not they
are currently feeling safe and comfortable. Expla-
nations of why you have to do something will not
matter. What matters is that procedures are done
with as much comfort and safety as is possible.

For very young children, most of the focus for
caregivers should be on the family, with the goal of
allowing the child to maintain a secure attachment
to the primary caregiver(s). Attachment is a term
used to describe the reciprocal relationship a child
has with a caregiver which ideally provides the
child with a secure base from which to explore the
world and predictable support when distressed.?
However wonderful the relationship is between a
child and the medical staff, it does not (and should
not) substitute for the relationship with the family.

In the mid twentieth century, parents were seen
as problematic to have in the hospital with their
children. They took up space, brought in microbes,
and sometimes interfered with care. More recent
efforts to provide a place for a family member
to stay with a child in the hospital have been
very helpful in providing children with predictable
access to their parents.'* One recent study found
that having a place for parents to sleep in a Pae-
diatric Intensive Care Unit reduced the anxiety of
the parents.!” However, a depressed or severely
anxious family member will have a difficult time
providing a secure and dependable base for a child.
Parents can also be very helpful with children
undergoing procedures, but only if they are able to
remain calm and focused on supporting the child.
In the section on the family below we will discuss
specific interventions for parents.

The first three years are a time of very rapid
growth and development, which can and should
continue despite cancer. Development of language,

Pediatric Psycho-oncology 141

fine motor skills and social interactions can be
encouraged, even if illness and treatment limits use
of many gross motor skills for these children. Young
children need to be touched and, if possible, held
and cuddled.!® Providing them with a language rich
environment (such as parents talking, reading, or
singing to them) will allow them to continue to
develop.

Transitional objects, like a pillow or blanket, can
be comforting reminders of home and family. It can
be challenging to keep such items clean enough
for immunosuppressed patients, particularly with
children who are inclined to throw objects on
the floor. It can, however, be quite soothing for
children, even if the blanket needs to be autoclaved
periodically.

Pre-schoolers

The pre-schooler is a common paediatric patient,
as the most common age group for paediatric
leukaemia is 3 to 6 years. This is a time of rapid
acquisition of language. However, articulation may
be problematic, resulting in the frequent scenario
of a mother providing interpretation of what her
frustrated four year old is trying to tell the doctor.
Causal reasoning is also not well developed in chil-
dren of this age, who are in what Piaget referred to
as Pre-operational Thinking. Also known as ‘mag-
ical thinking’ this type of cognition may assume
temporal association to be causal association. For
example, a child may think that they got an
infection because they watched a scary, late-night
movie, when they had heard a parent say that the
movie ‘wasn’t good for you’. It is easy to over-
estimate the understanding of an articulate five
year old, who may accurately parrot back what
has been explained to them. However, a little
probing will often reveal that the understanding is
very superficial, and could be subject to significant
misinterpretation.!”

Anxiety is a common issue for pre-school-age
oncology patients. It is very difficult for them to
understand why adults who seem otherwise to be
nice people are sticking needles in them, giving
them things that make them throw up, or making
them go to the hospital. It is even more difficult
to understand why their parents appear to be



142  Special Populations

colluding with these people who are hurting and
frightening them.

Hospitals are uncomfortable for most adults, but
can be terrifying for young children. The lack of a
regular routine, unfamiliar foods, and waking up
in a strange bed can lead to dysregulated children,
who are not sleeping or eating as would be desired.
Having a familiar adult sleep nearby and available
during the day is important, as is having foods
which are healthy but familiar.

Separation anxiety is a pathological level of this
type of developmental anxiety. It is defined as a
‘developmentally inappropriate and excessive anxi-
ety concerning separation from home or from those
to whom the individual is attached’.!® This means
that, for young children who have not previously
been away from home overnight, it is not uncom-
mon for children to have nightmares or intrusive
thoughts that a loved one (usually parent) is in
danger, as well as physical symptoms of increased
autonomic arousal such as headaches, abdominal
pain, or nausea. As mentioned above, familiar toys,
pillows, or blankets can help, but having a (calm)
parent or loved one nearby on a predictable basis is
the best way to address this type of anxiety. Severe
anxiety, or separation anxiety in older children,
may require additional intervention.

School-age children
By the age of 6 or 7 children are able to think
about the world in a more logical way. Children
between ages 7 and 11 often deal with cancer by
asking many questions, and seeking to understand
how the various machines work. However, their
thinking can be quite concrete, and they may
miss the abstract interpretation of events.!'” For
this reason, it is important to avoid euphemisms
with school-age children. For example, insomnia is
likely to result from an explanation that another
child ‘fell asleep and never woke up’. They also
have difficulty understanding multiple factors in
causation, making it harder to explain complex
explanations, such as why the same medication will
not work for everyone.

School-age children are less dependent on their
parents than younger children, and more invested
in being with, and similar to, other children. Miss-

ing school is a problem for them, as school is their
social world. Returning to school bald, or with a
central line, is also problematic, as they do not
know how to explain it to the other children, who
may find their appearance frightening. Providing
consultation to schools to help them explain what
has happened can help transform a returning can-
cer survivor from a target to a sort of local hero.
This growing role of friends makes ‘cancer
camps’ a valuable adjunct for school-age children.
Children are allowed to do something ‘normal’ like
be away from home in a setting in which worried
parents can know there is appropriate medical
care. Scars, baldness and amputations are common,
and do not set the child apart as odd. Natural
conversations can spring up between children, at
the child’s pace and comfort level, resulting in
increased understanding of the illness and treat-
ment as well as increased sense of well-being.*°

Adolescents
Cognitive development has advanced to the point
of abstract reasoning by about age 11. The cognitive
challenges with adolescents have less to do with
logic than with judgment. A high school student
is capable of understanding that chemotherapy can
help cure the cancer, but also has negative conse-
quences. That same individual, however, may truly
believe that it would be better to die than to lose
her hair. The prefrontal or executive portion of the
brain is generally not fully mature until the mid
twenties, leaving the strong emotions of the devel-
oping brain inadequately balanced for fully adult
decision-making. Deciding how much to weigh
irrational but powerful opinions in treatment deci-
sions can be difficult for the team, particularly as
the patient approaches the legal age of majority.
The role of patient is also in conflict with the
developmental goals of adolescence. The teen years
are a time of adjusting to the body, emotional and
role changes of puberty, and beginning to establish
an identity which is separate from the family.
Typically adolescents are gradually given more and
more independence as they mature. Cancer takes
them out of their social world, and makes them
dependent again. Parents are once again involved
in intimate body functions, and the new body with



which they were starting to feel comfortable is
again changed.?!

Adolescents are more inclined to think about the
future in their response to cancer and treatment
than younger children. They also have a greater
appreciation of the significance of potential side-
effects of treatment such as infertility, or the mean-
ing of risk for recurrence or second malignancies.
However, with their sense of identity still emerging,
they are generally reluctant to become identified
with the cancer. This can extend to not wanting
friends to visit them in the hospital, or to par-
ticipate in adult approaches to support, such as
cancer groups.2? More useful approaches are camps
or other social events which focus on ‘mormal’
teen activities, and allow cancer to come up as
an incidental, rather than central, part of who
they are.

Psychiatric disorders

Paediatric oncology patients and their families are
quite resilient, and most make a successful adjust-
ment to the diagnosis and treatment.® However,
there are some problems that rise to the level of
a psychiatric disorder, and require intervention.

Traumatic stress symptoms

Both acute stress disorder (ASD) and post-
traumatic stress disorder (PTSD) include symp-
toms of hyperarousal (elevated heart rate, ampli-
fied startle responses, hypervigilance), avoidance
of reminders, and intrusive thoughts of the event
which was traumatic.'® ASD differs from PTSD in
three ways: it is time-limited (no less than 2 days,
no more than 4 weeks), acute (within 4 weeks
of the traumatic event), and involves dissociative
amnesia, numbing, depersonalization, derealiza-
tion, or a feeling of being dazed. As with many
disorders, ASD and PTSD may manifest somewhat
differently in children than in adults, such as with
agitated and disorganized behaviour, particularly in
response to a perceived threat. These symptoms are
similar to those seen in children with depression,
anxiety or delirium. A study comparing 76 medi-
cally children to 31 otherwise traumatized children
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found that intrusion symptoms were of most utility
when assessing stress responses in medically ill
children.??

Although anxiety and acute stress responses are
relatively commonly seen in paediatric oncology,
it is more difficult to say anything certain about
PTSD. Studies of children and adolescents who are
at least 2 years in remission after end of cancer
treatment have had mixed results, finding symp-
toms of PTSD but not significantly elevated levels of
full PTSD criteria compared to healthy controls.?*
This is quite different from what is seen in young
adult long-term survivors of childhood cancer, as is
detailed below. Perhaps the most interesting aspect
of the development of traumatic stress symptoms in
childhood cancer patients is that the symptoms are
correlated with the child’s perception of life threat
or treatment intensity, and not with the data-based
prognosis given by the oncology physician or nurse.
Less surprising is that parental anxiety is associated
with child anxiety, which is related to the child’s
appraisal.?’®

Level of family functioning also appears to be
related to risk for PTSD in adolescents. A study
of 144 adolescent cancer survivors 1 to 12 years
post cancer treatment (M = 5.3 years) and their
parents found that 47% of the adolescents, 25%
of mothers, and 30% of fathers reported poor
family functioning on the Family Device. Adoles-
cents whose families were perceived as functioning
poorly were five times as likely to report symptoms
consistent with PTSD on a structured diagnostic
interview.

Anticipatory anxiety, phobias

and conditioned anxiety

It is common for a child (or parent) to be said to
be ‘afraid of needles’. Rarely, however, is this fear
a true phobia, which is defined as an intense and
unreasonable fear of specific objects or situations,
even when they are not posing any immediate
danger.'® After the first experience with a painful
injection or bone marrow aspiration even a young
child may develop a conditioned response to stim-
uli reminiscent of the event. Vomiting in response
to the smell of chemotherapy, or in the care on the
way to receive chemotherapy are also conditioned
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responses. Other symptoms that may appear to
be phobic are better understood as responses to
traumatic reminders, such as elevated heart rate
and agitation when someone in a white coat enters
the room. Developmental understanding of the
body may also account for the level of fear, such
as the three year old who really thinks he is going
to exsanguinate when an IV comes out.

Delirium

The literature on delirium in children in general
is quite limited, but suggests that delirium is less
common in children than adults.’” A 2010 arti-
cle reviewed the literature from 1980 to March
2009, and found data on only 217 child and ado-
lescent patients with definite delirium and 136
with ‘probable delirium’.?® For example a study
of 1027 consecutive psychiatric consultations in a
children’s hospital over four years yielded a diag-
nosis of delirium in only 84 patients. Many of
the symptoms are similar in children and adults,
including impaired alertness, apathy, anxiety, dis-
orientation and hallucinations. However, sleep-
wake disturbance, fluctuating symptoms, impaired
attention, irritability, agitation, atfective lability and
confusion appear to be more common in children,
while impaired memory, depressed mood, speech
disturbance, delusions and paranoia were more
often seen in adults.?* A study of 184 patients in
the paediatric intensive care unit, ages 1-17 years
over 3.5 years, found that the Paediatric Anaes-
thesia Emergence Delirium Scale (PAED) could be
successfully administered to 93.5% of the patients
and had a sensitivity of 91% and a specificity of
98% (AUC 0.99) compared to the ‘gold standard’
clinical interview.>® However, diagnosis of delir-
ium in infants and very young children remains
difficult.?!32

Depression

Although depression is a common symptom, very
few children with cancer appear to meet diagnostic
criteria for depression. Only 3 of 41 adolescents
on active cancer treatment were in the moderate
or extremely elevated range for depression on the
Beck Youth Inventory II (BYI II) Depression and
Anxiety scales, and only 2 were in the moderate or

extremely elevated range for anxiety, compared to
published norms.>* However, it can be surprisingly
difficult to determine whether or not a medically ill
child has a major depressive illness.>* Alterations in
sleep or appetite are not unusual when a child is
in the hospital or receiving cancer treatment. It can
be difficult to determine if a child has anhedonia
or is bored and unable to do what he or she
really wants to do. Chemotherapy and radiation
can cause fatigue and result in social withdrawal.
A recent study found that a lower cut-off score
on the Children’s Depression Inventory of 11 and
above, rather than 13 or 20, correctly identified
80% of those with depression out of 125 medically
ill children, with a specificity of 70%.>*

Long-term issues for adult
survivors

Although modern paediatric oncology treatment is
very effective, it is still very toxic, with long-term
as well as acute adverse effects, some of which
only emerge 5-10 years after successful treatment
ends.>®> Two thirds of childhood cancer survivors
will have at least one of these ‘late effects’, and
one fourth of those complications are severe or life-
threatening.’® Predictors of late effects include age
at time of treatment, and the type of treatment
received.>” Specific exposure-based health screen-
ing guidelines have been developed by the Chil-
dren’s Oncology Group (COG), which coordinates
the treatment protocols and outcome data collec-
tion for childhood cancer centres across the United
States.>® These clinical guidelines are informed by
ongoing epidemiological studies such as the Child-
hood Cancer Survivors Study.?® The CCSS is a lon-
gitudinal cohort study that tracks the health status
of survivors of childhood cancer diagnosed between
1970 and 1986 and treated at collaborating centres
across the United States and Canada. This study,
funded by the National Cancer Institute over the
past 15 years, has greatly improved our under-
standing of long-term survival after childhood can-
cer. The initial sample included 20691 long-term
survivors of childhood cancer identified for the
original cohort. Even with 3058 (14.8%) lost to



follow-up, this has provided data on many issues
having to do with survival of childhood cancer.?® A
similar longitudinal cohort study of almost 18 000
childhood cancer survivors has been established in
Great Britain®* and will provide an opportunity
to compare biological and psychological outcomes
across treatment settings and protocols.

Psychological distress and quality

of life

Although there is a great deal of interest in the
long-term psychosocial outcome of childhood can-
cer survivors, the research until recently has been
sparse and plagued with methodological problems,
resulting in varied outcomes.*® Some studies which
meet quality criteria suggest that survivors report
lower psychological well-being, mood, liveliness,
self-esteem, and motor and physical functioning,
as well as increased anxiety, problem behaviours
and sleeping difficulties. Other reputable studies
note that survivors reported high self-worth, good
behavioural conduct, and improved mental health
and social behaviour.*! A Swiss study found that
childhood cancer survivors, on average, have less
psychological distress than a normative population
but that the proportion of survivors at risk for high
psychological distress is disproportionally large.*? A
comparison of 167 US childhood cancer survivors
to 170 healthy controls found they did not differ
in terms of psychological distress or health-related
quality of life, although survivors did endorse less
adaptive health beliefs.*> Another United States
study found that 73 long-term (mean 20 years off
therapy) survivors of childhood acute lymphoblas-
tic leukaemia were significantly /ess likely to report
symptoms of depression on the Beck Depression
Inventory than 146 healthy controls. Survivors and
controls also did not ditfer significantly on a Gen-
eral Health Questionnaire assessment of mental
distress.** Even when they report symptoms, very
few seem to seek treatment. A German study of
820 adolescent cancer survivors found that 184
survivors reported clinically relevant symptoms of
post-traumatic stress, anxiety and/or depression
on standardized instruments. However, of these
distressed teens only 12.0% received psychosocial
care and 13.6% took psychotropic medication.*®
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Clinicians have been concerned that these
encouraging findings may be the result of a
response bias. This suspicion was supported by a
study of quality of life reports of 107 adult (mean
age 31.85) survivors of childhood cancer. Although
the survivors reported quality of life ratings similar
to normative groups, the survivors scored signifi-
cantly higher on the Self-Deception Enhancement
Scale (SDE) than norms. The SDE was significantly
correlated with the scores on the two quality of
life measures, suggesting a systematic tendency to
under-report difficulties.*®

Using the data of the much larger Childhood
Cancer Survivor Study (CCSS) of psychologi-
cal quality of life, health-related quality of life
(HRQOL) and life satisfaction, it was possible to
look at distribution of symptoms, rather than just
comparing group means. The CCSS found that a
significant proportion of survivors reported more
symptoms of global distress and poorer physical,
but not emotional, domains of HRQOL. Most sur-
vivors (with the exception of brain tumour sur-
vivors) reported good present and expected future
life satistaction. Correlated with psychological dis-
tress and poor HRQOL were female sex, lower
educational attainment, unmarried status, annual
household income less than US$20 000, unemploy-
ment, lack of health insurance, presence of a major
medical condition, and treatment with cranial radi-
ation and/or surgery.’

Post-traumatic growth, perceived
positive impact, and benefit finding

A growing area of interest has been post-traumatic
growth, perceived positive impact, or benefit find-
ing. Survivors have reported that there were pos-
itive changes after the cancer experience which
were associated with a higher quality of life.’
Changes reported included improvements in the
way they treat others and make friends, the way
their family and others treat them, the quality of
their schoolwork and behaviour, and their plans for
the future.*® One theoretical construct for under-
standing positive change out of adversity is post-
traumatic growth, in which a traumatic event alters
a person’s worldview, resulting in personal growth.
This would suggest a potential association between
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post-traumatic stress and post-traumatic growth.
Another perspective is that an event can be seen as
creating burdens or benefits.*” A study of 79 Dutch
paediatric oncology patients using the revised Ben-
efit/Burden Scale for Children (BBSC) found that
reported burden of the cancer was orthogonal to
reported benefits of the cancer.”®

A third perspective comes from the Childhood
Cancer Survivors Study (CCSS) which examined
Perceived Positive Impact of the cancer experience
on young adult survivors of childhood cancer using
self-reports from 6425 survivors and 360 siblin