
                                                                                                                                                       
    

 
 

 
 
 
 
 
 
 
 
 
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 

 

 Psychiatry 

Directions in 

CATEGORY 1 
AMA PRA  

Credit Hours 

CME 

VOLUME  
37 

CME LESSON 1 
Depression and Sleep Disorders:  
Prevalence, Relationship, and Treatment Implications 
Imran S. Khawaja, MD, FAASM; Sharadamani Anandan, MD; 
Edith Mensah-Osman, MD, PhD, MBA; Asim A. Shah, MD 

 CME LESSON 2 
Working with Trauma‐Related Mental Health 
Problems Among Combat Veterans of the Afghanistan 
and Iraq Conflicts, Part 1: An Overview 
Lindsey Cooper, PsyD; Ryan P. Holliday, Nicholas D. Holder, 
Jamylah Jackson, PhD, ABPP; Carol S. North, MD, MPE; 
Alina M. Surís, PhD, ABPP 

 CME LESSON 3 
Working with Trauma‐Related Mental Health 
Problems Among Combat Veterans of the Afghanistan 
and Iraq Conflicts, Part 2: Treatment Considerations 
Lindsey Cooper, PsyD; Ryan P. Holliday, Nicholas D. Holder, 
Jamylah Jackson, PhD, ABPP;Carol S. North, MD, MPE; Alina 
M. Surís, PhD, ABPP 

 CME LESSON 4 
Loneliness 
Donna M. Sudak, MD 

 CME LESSON 5 
Advances in the Treatment of Opioid Use Disorders 
George E. Woody, MD 

 CME LESSON 6 
Dual Diagnosis: Does Psychiatric Illness Cause Drug 
Abuse‐Addiction, or Vice Versa?: Part 1 
Benjamin Srivastava, MD; Mark S. Gold, MD, DFASAM, 
DLFAPA 

 CME LESSON 7 
Dual Diagnosis: Does Psychiatric Illness Cause Drug 
Abuse‐Addiction, or Vice Versa?: Part 2 
Benjamin Srivastava, MD;  
Mark S. Gold, MD, DFASAM, DLFAPA 

 CME LESSON 8 
Addressing Sexual Health and Dysfunction:  
A Case Discussion with Service Members 
Elspeth Cameron Ritchie, MD, MPH;  
Christopher S. Nelson, MD 

CME LESSON 9 
Exercise Addiction: Clinical Implications for 
Assessment and Treatment 
Aviv Weinstein, PhD 

 CME LESSON 10 
Eating Disorders: Complex Biopsychosocial  
Problems with an Emerging Pathophysiology 
Guido K.W. Frank, MD, FAED 

 

CME LESSON 11 
Evaluating Psychiatric Disability in Patients with 
Comorbid Medical Conditions 
Vladimir Bokarius, MD, PhD, QME 

CME LESSON 12 
Delirium: From DSM‐IV‐TR to DSM‐5 
Veronica Tucci MD, JD; Abdul Mughees Rana;  
Iqra Ansari; Ali A. Shah; Qammar Jabbar;  
Andrew Marsh, MD; Asim A. Shah, MD 

CME LESSON 13 
Panic vs Other Presentations of Chest Pain in the 
Emergency Room: A Diagnostic Dilemma 
Fareed M. Khan, MD; Humaira Sarfraz, MD; Kim Lan 
Czelusta, MD; Aashir Jameel; Asim A. Shah, MD 

CME LESSON 14 
Unipolar Mania: Recent Updates and Review of the 
Literature 
Shubham Mehta, MBBS, MD 

CME LESSON 15 
Canadian Physicians’ Attitudes towards Accessing 
Mental Health Resources 
Tariq M. Hassan, MBBS, MRCPsych (UK), FRCP(C);  
M. Selim Asmer, MD, FRCP(C); Nadeem Mazhar, MBBS, 
FRCPsych, FRCPC, DABPN; Tariq Munshi, MD, 
MRCPsych; Tanya Tran; Diane L. Groll, PhD 

CME LESSON 16 
Effective Medical Leadership in Times  
of Emergency: A Perspective 
Oded Hershkovich, David Gilad, Eyal Zimlichman,  
Yitshak Kreiss 

CME LESSON 17 
Insight Deficits in Schizophrenia 
Mujeeb U. Shad, MD, MSCS 

CME LESSON 18 
Behavioral and Psychological Symptoms  
of Dementia 
Hyun Kim 

CME LESSON 19 
The Co‐Occurrence of Non‐Suicidal Self‐Injury  
and Attempted Suicide among Adolescents:  
Distinguishing Risk Factors and Psychosocial 
Correlates 
Margaret S. Andover, PhD; Blair W. Morris, PhD;  
Abigail Wren; Margaux E. Bruzzese 

CME LESSON 20 
Non‐Suicidal Self‐Injury, Youth, and the Internet: 
What Mental Health Professionals Need to Know 
Stephen P. Lewis, PhD; Nancy L. Heath, PhD, Med;  
Natalie J. Michal; Jamie M. Duggan 

 
 
 
 
 

                   VOLUME 37      *      LESSONS 1 – 20   IN THIS VOLUME 

www.DirectionsinPsychiatry.com 

 

 13 

  1 

 33 

 53 

 77 

 89 

103 

115 

129 

147 

165 

213 

253 

269 

283 

199 

183 

227 

239 

 67 



Senior Content Advisor

Program Advisory Board

Vladimir Bokarius, MD
Center for Occupational Health, 
San Francisco Bay, CA

Barbaranne Branca, PhD
Michigan Head Pain & Neurological Institute,
Ann Arbor, MI

Robert L. DuPont, MD
Georgetown University, Washington, DC

Richard Elliott, MD
Mercer University School of Medicine, Macon, GA

Lauren B. Fisher, MD
Massachusetts General Hospital (MGH)/Harvard
Medical School (HMS), Boston, MA

Directions in Psychiatry

www.DirectionsinPsychiatry.com

The Hatherleigh Company, Ltd
62545 State Highway 10 • Hobart, NY 13788

Accreditation Statement
The Hatherleigh Company, Ltd. designates this activity for a minimum
of 40 AMA PRA Category 1 Credits. Physicians should only claim cred-
it commensurate with the extent of their participation in the activity. 

The Hatherleigh Company, Ltd., is accredited by the Accreditation
Council for Continuing Medical Education (ACCME) to provide continu-
ing medical education for physicians. 

The activity has been planned and implemented in accordance with the
Essential Areas and Policies of the Accreditation Council for Continuing
Medical Education (ACCME) by The Hatherleigh Company, Ltd.

Leah Dickstein, MD, MS

Professor Emerita, University of Louisville, Psychiatry & Behavioral Science, Louisville, KY.

Deborah I. Frank, PhD, ARNP, MFT
Florida State University, College of Nursing,
Tallahassee, FL

Mark S. Gold, MD, DFASAM, DLFAPA
University of Florida, Gainesville, FL

Alison Heru, MD
University of Colorado, Denver, CO

Robert M.A. Hirschfeld, MD
University of Texas, Galveston, TX

Jimmie C. Holland, MD
Memorial Sloan-Kettering, Cancer Center, 
NY, NY

Philip Janicak, MD
Rush University, Chicago, IL.

Wendy Packman, JD
Palo Alto University, Palo Alto, CA

Gail Erlick Robinson, MD, DPsych, FRCPC
Toronto General Hospital, Toronto, Ontario

Benjamin G. Shapero, MD
Massachusetts General Hospital, Boston, MA

Asim A. Shah, MD
Baylor College of Medicine, Houston, TX

Robert L. Williams, MD
Baylor College of Medicine, Houston, TX

Managing Editor

Stacy M. Powell, MS

Customer Relations Manager
Rick Gallub

Founding Editor
Frederic Flach, MD, KCHS, DFLAPA



                                                                                                                                                       
       

Learning Objectives Evaluation Form 
Directions in Psychiatry, Vol. 37 

 

Full Name: ___________________________     Date: ______________________      Customer No:___________ 

Please complete this evaluation form to help us assess how the CME lessons achieve 
the intended learning objectives. To what extent were the learning objectives achieved? 

3 = good/high    2 = satisfactory/average    1 = poor/low 

As a result of completing this course, participants will have:
 
 
 
 
 
 
 
 
 
  

 
 
 
 
 
     

 
   
 
 

CME Lesson 1: Depression and Sleep Disorders: 
  Prevalence, Relationship, and Treatment 
  Implications 

____   recalled  three  common  sleep  disorders  that  are
  commonly seen in patients with depression.  

____   reviewed the prevalence of common sleep disorders  and 
  been able to discuss treatment options for   comorbid 
  sleep disorders seen in depression. 
 
CME Lesson 2: Working with Trauma‐Related Mental 
  Health Problems Among Combat Veterans of the 
  Afghanistan and Iraq Conflicts, Part 1: An Overview 

____   been  able  to  discuss  psychiatric  and  readjustment
  problems  of  OEF/OIF/OND  veterans,  review  information
  regarding PTSD, TBI, and other psychiatric   disorders. 

____   identified  basic  treatment  concerns  and  barriers  for
  OEF/OIF veterans. 
 
CME Lesson 3: Working with Trauma‐Related Mental 
  Health Problems Among Combat Veterans of the 
  Afghanistan and Iraq Conflicts, Part 2: Treatment 
  Considerations 

____   reviewed the problems returning OEF/OIF veterans   have 
  that differ from the characteristic problems of veterans of
  earlier conflicts. 

____   reviewed treatment modalities for OEF/OIF/OND veterans,
  including  medication  and  evidence‐based  psychothera‐
  peutic interventions. 

CME Lesson 4: Loneliness 

____   been  able  to  describe  the  bio‐behavioral  responses  to
  loneliness  and  employ  several  evidence‐informed
  techniques with lonely patients. 

____  better identified and assessed populations at risk for  social 
  isolation and loneliness. 

CME Lesson 5: Advances in the Treatment of Opioid Use 
  Disorders 

____   discussed  the  evidence‐based  treatment  options  that
  exist in the treatment of opioid use disorders. 

____  reviewed  the  benefits  and  draw  backs  of  medications
  to assist in the management of opioid use disorders. 

CME Lesson 6: Dual Diagnosis: Does Psychiatric Illness 
  Cause Drug Abuse‐Addiction, or Vice Versa?: Part 1 

____   evaluated key features of both history and examination 
  to make an accurate diagnosis in patients with addictive 
  and comorbid primary psychotic or affective disorders. 

____  considered appropriate treatment strategies for 
  patients with dual diagnoses. 
 
CME Lesson 7: Dual Diagnosis: Does Psychiatric Illness 
  Cause Drug Abuse‐Addiction, or Vice Versa?: Part 2 

____   considered appropriate treatment strategies for 
  patients  with dual diagnoses. 

____  reviewed highlights from decades of neuroscience in order 
  to  conceptualize  an  understanding  of  dual  diagnosis  in 
  terms  of  how drugs  of  abuse  change  brain  structure  and
  function. 

 
CME Lesson 8: Addressing Sexual Health and Dysfunction: 
  A Case Discussion with Service Members 

____   inquired about their patients’ sexual health and 
  functioning thus aiding in better diagnosis.  

____  reviewed the common physical and mental injuries of 
  war that affect sexual functioning. 

 
CME Lesson 9: Exercise Addiction: Clinical Implications  
  for Assessment and Treatment 

____   reviewed recent evidence on the assessment and 
  psychobiological basis of exercise addiction to help 
  recognize its presentation in patients and how to treat this 
  addiction. 

____  interpreted  diagnostic  information,  including  comorbidity 
  with other psychiatric disorders and  treatment  studies  to 
  better distinguish symptoms. 

 
CME Lesson 10: Eating Disorders: Complex Biopsychosocial   Problems with an Emerging Pathophysiology 

____   discussed  and  diagnosed  eating  disorders  according  to
  the DSM‐5.  

____  discussed evidence‐based  treatments  for eating disorders 
  with patients to arrive at a treatment plan. 
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Full Name: ___________________________    Date: ______________________    Customer No:___________ 

Please complete this evaluation form to help us assess how the CME lessons achieve 
the intended learning objectives. To what extent were the learning objectives achieved? 

3 = good/high    2 = satisfactory/average    1 = poor/low 

 

As a result of completing this course, participants will have:
   

 
 
 

 
 

 
 
 
 
 
 
 
 
 
 
 
 
   
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
  
 
 
  

CME Lesson 17: Insight Deficits in Schizophrenia 

____   reviewed  clinical,  neurocognitive,  and  neuroimaging 
  correlates  of  impaired  illness  insight  in  patients  with 
  schizophrenia.  

____   developed  a  better  understanding  of  this  phenomenon 
  to  facilitate  the  development  of  effective  treatments 
  for patients with this disorder. 

 

CME Lesson 18: Behavioral and Psychological Symptoms of 
  Dementia 

____  learned  to  identify  the  most  prevalent  behavioral  and 
  psychological symptoms of dementia.  

____  recalled  how  to  manage  BPSD  using  psychosocial  and 
  pharmacologic treatments.  

 
CME Lesson 19: The Co‐Occurrence of Non‐Suicidal Self‐
  Injury and Attempted Suicide among Adolescents: 
  Distinguishing Risk Factors and Psychosocial 
  Correlates 

____   distinguished characteristics and risk factors particular to 
adolescents  who  attempt  suicide  and/or  participate  in 
non‐suicidal self‐injurious behaviors. 

____   investigated  the  association  between  attempted  suicide 
  and  NSSI  which  will  help  aid  in  better  recognition  of 
  symptoms and proper management.   
 
CME Lesson 20: Non‐Suicidal Self‐Injury, Youth, and the 
  Internet: What Mental Health Professionals Need  
  to Know 

____   reviewed  clinical  guidelines  for  assessing  youth  who 
  view NSSI content on the Internet. 

____   considered  effective  treatment  strategies  to  encourage 
  healthy Internet use. 

CME Lesson 11: Evaluating Psychiatric Disability in 
  Patients with Comorbid Medical Conditions 

____   described the purpose of disability evaluations. 

____  distinguished  between  impairment  and  disability  to
  draw accurate conclusions. 
 
CME Lesson 12: Delirium: From DSM‐IV‐TR to DSM‐5 

____   gained  knowledge  about  the  diagnostic  criteria  for
  delirium as they appear in the DSM‐5. 
____   interpreted the current definition, etiology, subtypes,

and treatment modalities for delirium.  
 
CME Lesson 13: Panic vs Other Presentations of Chest 
  Pain in the Emergency Room: A Diagnostic 
  Dilemma 

____   distinguished  between  cardiac  causes  of  acute 
  chest  pain  and  a  panic  attack  and other non‐cardiac 
  causes  of  acute  chest  pain  in  emergent  or  urgent 
  care settings based on the patient’s risk factors. 
____  determined how to select the optimal treatment for 
  patients with this presentation and when to provide it.
 
CME Lesson 14: Unipolar Mania: Recent Updates and 
  Review of the Literature 

____   distinguished unipolar mania from unipolar depression
  and bipolar disorder. 
____   reviewed treatments for patients with unipolar mania. 

 
CME Lesson 15: Canadian Physicians’ Attitudes towards 
  Accessing Mental Health Resources 

____   recognized  the  attitudes  of  physicians  toward  their
  own mental health 
____   identified  potential  barriers  to  physicians  seeking

mental health care. 
 
CME Lesson 16: Effective Medical Leadership in Times  
  of Emergency: A Perspective 

____  enabled clinicians to comprehend the traits, skills, and 
  qualities necessary for physicians to be effective 
  leaders in times of emergency.  

____  reviewed key skills a leader should acquire to mobilize 
  an interdisciplinary group of emergency workers. 



                                                                                                                                                       
       

CME Information Page 

Overall Objective: The objective of this continuing medical education program is to present participants with an expanded clinical skill set and 
raised awareness of clinically relevant issues in their profession. They will review key diagnostic criteria, cutting-edge treatment strategies, and 
practice points they can implement in the challenges of daily practice while providing evidence-based care to patients and clients suffering psychiatric 
and comorbid medical disorders. The expected outcomes include an increase in knowledge, competence, professionalism, and performance. 

Target Audience: The primary target audience for this program includes, but is not limited to: psychiatrists, primary care physicians, psychiatric 
nurses, pharmacists, clinical psychologists, and social workers. Clinicians who have caseloads composed significantly of individuals with psychiatric 
disorders, and comorbid medical illnesses will find this course particularly useful. 

Duration of CME Status: Directions in Psychiatry begins May 15, 2017, and the preliminary expiration date is December 31, 2020. At that 
point, the Hatherleigh Medical Director and the editorial staff will review the CME material to determine whether the program continues to be 
consistent with current accreditation guidelines and standards of care. A determination will be made as to whether the program can be used to earn full 
CME credit after that date.  

CCoonnfflliicctt  ooff  IInntteerreesstt  DDiisscclloossuurree  PPoolliiccyy 

Faculty members were selected for their expertise and, most often, on the strength of their presentations from previously published papers or 
symposia. Hatherleigh Medical Education staff, contributing program faculty, and advisory board members, must disclose their relationships (also on 
behalf of their immediate family members), if they exist, with commercial and/or pharmaceutical companies prior to Hatherleigh Medical Education’s 
distribution and publication of their contributions to Hatherleigh Medical Education CME programs. Any aforementioned relationship that poses a 
potential conflict of interest will be resolved prior to publication/distribution of the CME activity, and proper notification disclosed to program 
participants prior to the start of the activity. 

Disclosure of any off-label medication usage for indications that are not currently approved by the Federal Drug Administration discussed within the 
CME content will be disclosed within the lesson.   

AAccccrreeddiittaattiioonn  SSttaatteemmeenntt  **  HHaatthheerrlleeiigghh’’ss  CCMMEE  DDeessiiggnnaattiioonn 

The Hatherleigh Company, Ltd. designates this CME journal for a maximum of 40 AMA PRA Category 1 Credits. Physicians should only claim 
credit commensurate with the extent of their participation in the activity. 

The Hatherleigh Company, Ltd. is accredited by the Accreditation Council for Continuing Medical Education (ACCME) to provide continuing 
medical education for physicians. 

This activity has been planned and implemented in accordance with the Essential Areas and Policies of the Accreditation Council for Continuing 
Medical Education (ACCME) by The Hatherleigh Company, Ltd.  

HHooww  tthhee  PPrrooggrraamm  WWoorrkkss  **  NNeeeeddss  AAsssseessssmmeenntt  **  EEvvaalluuaattiioonn 

Directions in Psychiatry includes 78 CME questions focused on key learning points within the lessons. The answers to each question must be 
recorded on the supplied quiz response form or via the response form at Hatherleigh’s website. All 78 questions should be answered on that form or 
online and submitted to Hatherleigh via the website, fax, e-mail, or regular mail for scoring. On average, participants will take up to 40 hours or more 
to complete this Hatherleigh CME program (i.e., reading and studying the lessons and answering the CME questions). Participants must complete and 
return the program assessment form which is included with each program. Participants can submit these forms with the quiz response form. Upon 
successful completion of the program (at least 75% correct), Hatherleigh will send participants a certificate of achievement worth 40 credit hours and 
a score report. 

This CME program was created from a learning needs assessment of participants in previous CME programs, who are virtually all physicians and 
other mental health clinicians. Their expressed needs were assessed by the Medical Director, the Program Advisory Board members, and editorial 
staff in the development of this curriculum.  

AAbboouutt  TThhee  HHaatthheerrlleeiigghh  CCoommppaannyy,,  LLttdd..  **  CCoonnttaacctt  IInnffoorrmmaattiioonn   
The Hatherleigh Company, Ltd. has published continuing medical education programs in psychiatry for more than 35 years. Dr. Frederic Flach, the 
company’s founder, created Directions in Psychiatry, Hatherleigh’s flagship CME program to ensure the presence of a truly independent and highly 
professional perspective on issues of immediate clinical import—ranging from pharmacotherapy to psychotherapy, from technical information to 
ethical priorities. We look forward to hearing from all subscribers via e-mail at: support@hatherleigh.com. For more information about Hatherleigh 
CME programs, visit our website at www.hatherleigh.com, or call: 1-800-367-2550. 

Directions in Psychiatry (ISSN #0891-3870) is published quarterly for $300 per year by The Hatherleigh Company, Ltd., 62545 State Highway 10, Hobart, NY 13788. 
Periodical postage paid at Kingston, NY and additional mailing offices.  

POSTMASTER: Please send address changes to: Directions in Psychiatry, The Hatherleigh Company, Ltd., 62545 State Highway 10, Hobart, NY 13788.  

Copyright 2017, THE HATHERLEIGH COMPANY, LTD. All rights reserved. No part of this publication may be reproduced in any form or by any means, except as permitted 
under sections 107 or 108 of the United States Copyright Act, without the prior written permission of the publisher. The material in this journal is not a substitute for seeking the attention of a 
licensed health or medical clinician. These materials were created for professional education purposes. They may not to be duplicated or distributed or otherwise repurposed in digital or physical 
form in whole or in part without the express consent of the publisher. For educational use and reprints, please contact 1-800-367-2550. Statements made in its publications by contributing 
authors do not reflect the opinion of the company or its employees. The Hatherleigh Company, Ltd. does not endorse any product, therapeutic method, and/or treatment mentioned herein. The 
names of medications are typically followed by TM or ® symbols, but these symbols are not stated in this publication.  



Accreditation Standards: IOM; ACGME / ABMS Competencies 
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In accordance with accreditation guidelines set forth by the ACCME, we encourage you to review the following areas of core competency 
and desirable physician attributes endorsed by the Institute of Medicine (IOM); The Accreditation Council for Graduate Medical Education 
(ACGME) / American Board of Medical Specialties (ABMS). Each CME lesson in this activity addresses at least one or more of the following 
attributes in each of the three areas of competency as listed below. 

Institute of Medicine Core Competencies: 
Provide Patient-Centered Care: Identify, respect, and care about patients’ 
differences, values, preferences, and expressed needs; relieve pain and 
suffering; coordinate continuous care; listen to, clearly inform, communicate 
with, and educate patients; share decision-making and management; and 
continuously advocate disease prevention, wellness, and promotion of 
healthy lifestyles, including a focus on population health. 

Work in Interdisciplinary Teams: Cooperate, collaborate, communicate, and 
integrate care in teams to ensure that care is continuous and reliable. 

Employ Evidence-Based Practice: Integrate best research with clinical 
expertise and patient values for optimum care, and participate in learning 
and research activities to the extent feasible. 

Apply Quality Improvement: Identify errors and hazards in care; understand 
and implement basic safety design principles, such as standardization and 
simplification; continually understand and measure quality of care in terms of 
structure, process, and outcomes in relation to patient and community 
needs; and design and test interventions to change processes and systems of 
care, with the objective of improving quality. 

Utilize Informatics: Communicate, manage, knowledge, mitigate error, and 
support decision-making using Information technology. 

ACGME / ABMS Competencies: 
Patient Care and Procedural Skills demonstrate compassionate, appropriate, 
and effective care for the treatment of health problems and promote health. 

Medical Knowledge about established and evolving biomedical, clinical, and 
cognate (e.g. epidemiological and social-behavioral) sciences and the 
application of this knowledge to patient care. 

Practice-Based Learning and Improvement that involves investigation and 
evaluation of their own patient care, appraisal and assimilation of scientific 
evidence, and improvements in patient care. 

Interpersonal and Communication Skills that result in effective information 
exchange and teaming with patients, their families, and other health 
professionals.  

Professionalism as manifested through a commitment to carrying out 
professional responsibilities, adherence to ethical principles, and sensitivity 
to a diverse patient population. 

Systems-based Practice demonstrates awareness of and responsibility to the 
larger context and system of health care as well as the ability to call on 
system resources to provide care that is of optimal value. 

Part I-Professional Standing: Medical specialists must hold a valid, 
unrestricted medical license in at least one state or jurisdiction in the USA, its 
territories or Canada. 

Part II-Lifelong Learning and Self-Assessment: Physicians participate in 
educational and self-assessment programs that meet specialty-specific 
standards that are set by their member board. 

Part III-Cognitive Expertise: They demonstrate, through formalized 
examination, that they have the fundamental, practice-related and practice 
environment-related knowledge to provide quality care in their specialty. 

Part IV-Practice Performance Assessment: They are evaluated in their 
clinical practice according to specialty-specific standards for patient care. 
They are asked to demonstrate that they can assess the quality of care they 
provide compared to peers and national benchmarks and then apply the 
best evidence or consensus recommendations to improve that care using 
follow-up assessments. 

Directions in Psychiatry, Vol. 37  * Part 1 
IOM Core Competencies Lesson 1 Lesson 2 Lesson 3 Lesson 4 Lesson 5 

Provide patient-centered care X X 
Work in interdisciplinary teams X 
Employ evidence-base practice X X X X 

Apply quality improvement 
Utilize informatics X 

ACGME Competencies 
Patient care X X X X 

Medical knowledge X X X X X 
Practice-based learning and 

improvement X 
Interpersonal and communication skills 

Professionalism 
System-based practice 

ABMS MOC Competencies 
Professional standing 

Commitment to lifelong learning X X 
Cognitive expertise 

Performance in practice 
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In accordance with accreditation guidelines set forth by the ACCME, we encourage you to review the following areas of core competency 

and desirable physician attributes endorsed by the Institute of Medicine (IOM); The Accreditation Council for Graduate Medical Education 

(ACGME) / American Board of Medical Specialties (ABMS). Each CME lesson in this activity addresses at least one or more of the following 

attributes in each of the three areas of competency as listed below. 

Institute of Medicine Core Competencies: 

Provide  Patient‐Centered  Care:  Identify,  respect,  and  care  about  patients’ 
differences,  values,  preferences,  and  expressed  needs;  relieve  pain  and 
suffering; coordinate continuous care; listen to, clearly inform, communicate 
with,  and  educate  patients;  share  decision‐making  and  management;  and 
continuously  advocate  disease  prevention,  wellness,  and  promotion  of 
healthy lifestyles, including a focus on population health. 

Work in Interdisciplinary Teams: Cooperate, collaborate, communicate, and 
integrate care in teams to ensure that care is continuous and reliable. 

Employ  Evidence‐Based  Practice:  Integrate  best  research  with  clinical 
expertise  and  patient  values  for  optimum  care,  and  participate  in  learning 
and research activities to the extent feasible. 

Apply Quality Improvement: Identify errors and hazards in care; understand 
and  implement  basic  safety  design  principles,  such  as  standardization  and 
simplification; continually understand and measure quality of care in terms of 
structure,  process,  and  outcomes  in  relation  to  patient  and  community 
needs; and design and test interventions to change processes and systems of 
care, with the objective of improving quality. 

Utilize  Informatics: Communicate, manage,  knowledge, mitigate  error,  and 
support decision‐making using Information technology. 

ACGME / ABMS Competencies: 

Patient Care and Procedural Skills demonstrate compassionate, appropriate, 
and effective care for the treatment of health problems and promote health. 

Medical Knowledge about established and evolving biomedical, clinical, and 
cognate  (e.g.  epidemiological  and  social‐behavioral)  sciences  and  the 
application of this knowledge to patient care. 

Practice‐Based  Learning  and  Improvement  that  involves  investigation  and 
evaluation of  their own patient care, appraisal and assimilation of scientific 
evidence, and improvements in patient care. 

Interpersonal and Communication Skills that result  in effective  information 
exchange  and  teaming  with  patients,  their  families,  and  other  health 
professionals.  

Professionalism  as  manifested  through  a  commitment  to  carrying  out 
professional  responsibilities,  adherence  to  ethical  principles,  and  sensitivity 
to a diverse patient population. 

Systems‐based Practice demonstrates awareness of and responsibility to the 
larger  context  and  system  of  health  care  as  well  as  the  ability  to  call  on 
system resources to provide care that is of optimal value. 

Part  I‐Professional  Standing:  Medical  specialists  must  hold  a  valid, 
unrestricted medical license in at least one state or jurisdiction in the USA, its 
territories or Canada. 

Part  II‐Lifelong  Learning  and  Self‐Assessment:  Physicians  participate  in 
educational  and  self‐assessment  programs  that  meet  specialty‐specific 
standards that are set by their member board. 

Part  III‐Cognitive  Expertise:  They  demonstrate,  through  formalized 
examination,  that  they have  the  fundamental, practice‐related and practice 
environment‐related knowledge to provide quality care in their specialty. 

Part  IV‐Practice  Performance  Assessment:  They  are  evaluated  in  their 
clinical  practice  according  to  specialty‐specific  standards  for  patient  care. 
They are asked to demonstrate that they can assess the quality of care they 
provide  compared  to  peers  and  national  benchmarks  and  then  apply  the 
best  evidence  or  consensus  recommendations  to  improve  that  care  using 
follow‐up assessments. 

Directions in Psychiatry, Vol. 37  * Part 2 
IOM Core Competencies  Lesson 6  Lesson 7  Lesson 8  Lesson 9  Lesson 10 

Provide patient‐centered care X  X  X  X  X 
Work in interdisciplinary teams X X  X 
Employ evidence‐base practice X X  X 

Apply quality improvement

Utilize informatics

ACGME Competencies 
Patient care X  X  X  X  X 

Medical knowledge X  X  X  X  X 
Practice‐based learning and 

improvement
X  X  X  X 

Interpersonal and communication skills X  X  X  X 
Professionalism X 

System‐based practice X X  X 
ABMS MOC Competencies 

Professional standing X
Commitment to lifelong learning X  X  X  X 

Cognitive expertise X  X  X  X 
Performance in practice X  X 
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In accordance with accreditation guidelines set forth by the ACCME, we encourage you to review the following areas of core competency 

and desirable physician attributes endorsed by the Institute of Medicine (IOM); The Accreditation Council for Graduate Medical Education 

(ACGME) / American Board of Medical Specialties (ABMS). Each CME lesson in this activity addresses at least one or more of the following 

attributes in each of the three areas of competency as listed below. 

Institute of Medicine Core Competencies: 

Provide  Patient‐Centered  Care:  Identify,  respect,  and  care  about  patients’ 
differences,  values,  preferences,  and  expressed  needs;  relieve  pain  and 
suffering; coordinate continuous care; listen to, clearly inform, communicate 
with,  and  educate  patients;  share  decision‐making  and  management;  and 
continuously  advocate  disease  prevention,  wellness,  and  promotion  of 
healthy lifestyles, including a focus on population health. 

Work in Interdisciplinary Teams: Cooperate, collaborate, communicate, and 
integrate care in teams to ensure that care is continuous and reliable. 

Employ  Evidence‐Based  Practice:  Integrate  best  research  with  clinical 
expertise  and  patient  values  for  optimum  care,  and  participate  in  learning 
and research activities to the extent feasible. 

Apply Quality Improvement: Identify errors and hazards in care; understand 
and  implement  basic  safety  design  principles,  such  as  standardization  and 
simplification; continually understand and measure quality of care in terms of 
structure,  process,  and  outcomes  in  relation  to  patient  and  community 
needs; and design and test interventions to change processes and systems of 
care, with the objective of improving quality. 

Utilize  Informatics: Communicate, manage,  knowledge, mitigate  error,  and 
support decision‐making using Information technology. 

ACGME / ABMS Competencies: 

Patient Care and Procedural Skills demonstrate compassionate, appropriate, 
and effective care for the treatment of health problems and promote health. 

Medical Knowledge about established and evolving biomedical, clinical, and 
cognate  (e.g.  epidemiological  and  social‐behavioral)  sciences  and  the 
application of this knowledge to patient care. 

Practice‐Based  Learning  and  Improvement  that  involves  investigation  and 
evaluation of  their own patient care, appraisal and assimilation of scientific 
evidence, and improvements in patient care. 

Interpersonal and Communication Skills that result  in effective  information 
exchange  and  teaming  with  patients,  their  families,  and  other  health 
professionals.  

Professionalism  as  manifested  through  a  commitment  to  carrying  out 
professional  responsibilities,  adherence  to  ethical  principles,  and  sensitivity 
to a diverse patient population. 

Systems‐based Practice demonstrates awareness of and responsibility to the 
larger  context  and  system  of  health  care  as  well  as  the  ability  to  call  on 
system resources to provide care that is of optimal value. 

Part  I‐Professional  Standing:  Medical  specialists  must  hold  a  valid, 
unrestricted medical license in at least one state or jurisdiction in the USA, its 
territories or Canada. 

Part  II‐Lifelong  Learning  and  Self‐Assessment:  Physicians  participate  in 
educational  and  self‐assessment  programs  that  meet  specialty‐specific 
standards that are set by their member board. 

Part  III‐Cognitive  Expertise:  They  demonstrate,  through  formalized 
examination,  that  they have  the  fundamental, practice‐related and practice 
environment‐related knowledge to provide quality care in their specialty. 

Part  IV‐Practice  Performance  Assessment:  They  are  evaluated  in  their 
clinical  practice  according  to  specialty‐specific  standards  for  patient  care. 
They are asked to demonstrate that they can assess the quality of care they 
provide  compared  to  peers  and  national  benchmarks  and  then  apply  the 
best  evidence  or  consensus  recommendations  to  improve  that  care  using 
follow‐up assessments. 

Directions in Psychiatry, Vol. 37  * Part 3 
IOM Core Competencies  Lesson 11  Lesson 12  Lesson 13  Lesson 14  Lesson 15 

Provide patient‐centered care X X 
Work in interdisciplinary teams X X 
Employ evidence‐base practice X X X

Apply quality improvement X  X 
Utilize informatics X X X

ACGME Competencies 
Patient care X X 

Medical knowledge X  X  X  X 
Practice‐based learning and 

improvement
X X  X 

Interpersonal and communication skills X 
Professionalism X  X 

System‐based practice X  X  X  X 

ABMS MOC Competencies 
Professional standing X  X 

Commitment to lifelong learning X  X  X  X  X 
Cognitive expertise X  X 

Performance in practice X  X 



                                                                                                                                                          
       

Accreditation Standards: IOM; ACGME / ABMS Competencies 

Directions in Psychiatry, Vol. 37 

In accordance with accreditation guidelines set forth by the ACCME, we encourage you to review the following areas of core competency 

and desirable physician attributes endorsed by the Institute of Medicine (IOM); The Accreditation Council for Graduate Medical Education 

(ACGME) / American Board of Medical Specialties (ABMS). Each CME lesson in this activity addresses at least one or more of the following 

attributes in each of the three areas of competency as listed below. 

Institute of Medicine Core Competencies: 

Provide  Patient‐Centered  Care:  Identify,  respect,  and  care  about  patients’ 
differences,  values,  preferences,  and  expressed  needs;  relieve  pain  and 
suffering; coordinate continuous care; listen to, clearly inform, communicate 
with,  and  educate  patients;  share  decision‐making  and  management;  and 
continuously  advocate  disease  prevention,  wellness,  and  promotion  of 
healthy lifestyles, including a focus on population health. 

Work in Interdisciplinary Teams: Cooperate, collaborate, communicate, and 
integrate care in teams to ensure that care is continuous and reliable. 

Employ  Evidence‐Based  Practice:  Integrate  best  research  with  clinical 
expertise  and  patient  values  for  optimum  care,  and  participate  in  learning 
and research activities to the extent feasible. 

Apply Quality Improvement: Identify errors and hazards in care; understand 
and  implement  basic  safety  design  principles,  such  as  standardization  and 
simplification; continually understand and measure quality of care in terms of 
structure,  process,  and  outcomes  in  relation  to  patient  and  community 
needs; and design and test interventions to change processes and systems of 
care, with the objective of improving quality. 

Utilize  Informatics: Communicate, manage,  knowledge, mitigate  error,  and 
support decision‐making using Information technology. 

ACGME / ABMS Competencies: 

Patient Care and Procedural Skills demonstrate compassionate, appropriate, 
and effective care for the treatment of health problems and promote health. 

Medical Knowledge about established and evolving biomedical, clinical, and 
cognate  (e.g.  epidemiological  and  social‐behavioral)  sciences  and  the 
application of this knowledge to patient care. 

 

Practice‐Based  Learning  and  Improvement  that  involves  investigation  and 
evaluation of  their own patient care, appraisal and assimilation of scientific 
evidence, and improvements in patient care. 

Interpersonal and Communication Skills that result  in effective  information 
exchange  and  teaming  with  patients,  their  families,  and  other  health 
professionals.  

Professionalism  as  manifested  through  a  commitment  to  carrying  out 
professional  responsibilities,  adherence  to  ethical  principles,  and  sensitivity 
to a diverse patient population. 

Systems‐based Practice demonstrates awareness of and responsibility to the 
larger  context  and  system  of  health  care  as  well  as  the  ability  to  call  on 
system resources to provide care that is of optimal value. 

Part  I‐Professional  Standing:  Medical  specialists  must  hold  a  valid, 
unrestricted medical license in at least one state or jurisdiction in the USA, its 
territories or Canada. 

Part  II‐Lifelong  Learning  and  Self‐Assessment:  Physicians  participate  in 
educational  and  self‐assessment  programs  that  meet  specialty‐specific 
standards that are set by their member board. 

Part  III‐Cognitive  Expertise:  They  demonstrate,  through  formalized 
examination,  that  they have  the  fundamental, practice‐related and practice 
environment‐related knowledge to provide quality care in their specialty. 

Part  IV‐Practice  Performance  Assessment:  They  are  evaluated  in  their 
clinical  practice  according  to  specialty‐specific  standards  for  patient  care. 
They are asked to demonstrate that they can assess the quality of care they 
provide  compared  to  peers  and  national  benchmarks  and  then  apply  the 
best  evidence  or  consensus  recommendations  to  improve  that  care  using 
follow‐up assessments. 

Directions in Psychiatry, Vol. 37  * Part 4 
IOM Core Competencies  Lesson 16  Lesson 17  Lesson 18  Lesson 19  Lesson 20 

  Provide patient‐centered care    X  X  X  X 
  Work in interdisciplinary teams  X         
  Employ evidence‐base practice        X  X 

  Apply quality improvement    X  X     
  Utilize informatics  X      X  X 

ACGME Competencies 
  Patient care           

  Medical knowledge    X  X  X  X 
Practice‐based learning and improvement      X  X  X 

  Interpersonal and communication skills    X       
Professionalism  X         

  System‐based practice  X      X  X 

ABMS MOC Competencies 
  Professional standing           

  Commitment to lifelong learning    X  X  X  X 
Cognitive expertise    X  X  X  X 

  Performance in practice  X  X       
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Directions in Psychiatry 
Breakdown of Tested Areas for Volume 37 

 
In an effort to help program participants determine their personal learning plans and address any gaps in their knowledge, every volume 
of Directions in Psychiatry presents lesson categorized into tested areas, listed below. To determine your score in any tested area, review 
the answer sheet included with your certificate. Add your correct answers for the questions listed in each tested area, and compare it to 
the total possible number of correct answers, listed next to each tested area. Below is an example.  

Question      Your response        Correct response              You received                                
                     
Lesson 1                                           

                      
                        

Topic Areas 
  Lesson numbers and possible questions correct. 

Topic Areas 
  Lesson numbers and possible questions correct. 

Addictions:   

Lessons:  5, 6, 9        x/12 

Neurobiology:     

Lessons:   6, 9, 10, 17       x/16 

Anxiety Disorders:     
Lessons:             x/0 

Pain Management:   
Lessons:     13      x/4 

Child/Pediatric, Adolescent Psychiatry:     

Lessons:    19, 20        x/8 

Palliative / End‐of‐Life Care:          

Lessons:           x/0x/ 

Cognitive Disorders:     
Lesson:      2, 3        x/8       

Personality Disorders:     
Lessons:        x/0 

Cultural Psychiatry:    
Lesson:              x/0 

Professional Standards:     

Lessons:     11, 15, 16      x/12     

Developmental Disorders:   
Lessons:                    x/0 

Psychopharmacology:     

Lessons:    3, 5, 7, 8, 14, 18       x/24 

Dissociative Disorders:   
Lessons:             x/0 

Psychotic Disorders:          

Lessons:     4, 6, 17      x/12   

Domestic Violence:     
Lessons:             x/0 

Psychosocial Treatment / Psychotherapy: 

Lessons:     1, 3, 4, 7, 18      x/20   

Eating Disorders:     
Lessons:     10        x/4 

PTSD/Disaster Psychiatry/Emergency Medicine/Trauma:  

Lessons:     2, 3, 8, 16      x/16 

Ethical Issues:       
Lesson:            x/0 

Sexual Disorders: Gender, Paraphilia, Dysfunction:     
Lessons:     8      x/4 

Family Psychiatry:     
Lesson:             x/0 

Sleep Disorders:        
Lesson:     1, 5      x/8 

Geriatrics:         
Lessons:     18        x/4 

Somatoform Disorders:    
Lessons:         x/0   

HIV/AIDS/Infectious  Disease:    
Lessons:            x/0 

Suicide & Suicide Prevention:    
Lessons:     19, 20      x/8 

Impulse Control Disorders:       
Lesson:             x/0 

Technology in Psychiatry:   
Lesson:     20      x/4 

Malpractice Risk/Forensics:      
Lessons:     11        x/4 

Women’s Issues:   
Lesson:           x/0   

Medical Errors:        
Lessons:             x/0 

Other Clinical Issues:   
Lessons:     12      x/4 

Mood Disorders:     
Lessons:     1, 4, 6, 8, 14      x/20   

¾ 
3 out of 4 questions  
correct for the lesson 

1.       D        A   (incorrect) 
2.       B        B 
3.       C        C 
4. A A
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Depression and Sleep Disorders: 
Prevalence, Relationship, and Treatment 

Implications

Imran S. Khawaja, MD, FAASM; Sharadamani Anandan, MD;  
Edith Mensah-Osman, MD, PhD, MBA; Asim A. Shah, MD

No commercial support was used in the development in this CME lesson. 

KEY WORDS: Depression • Sleep disorders • Sleep Apnea • Insomnia

LEARNING OBJECTIVES: Clinicians will be able to recall three common sleep disorders that are commonly seen in patients 
with depression. Readers will be review the prevalence of common sleep disorders and be able to discuss treatment options for 
comorbid sleep disorders seen in depression.

LESSON ABSTRACT: Major depressive disorder (MDD) affects approximately 14.8 million American adults, or approximately 
6.7% of the U.S. population each year. The lifetime prevalence of depression in women is approximately 21% compared with 
13% in men, and it is the second-leading cause of disease burden for women in the USA. In this lesson, we review the relationship 
between depression and common sleep disorders, including insomnia disorder, obstructive sleep apnea (OSA), delayed sleep phase 
syndrome, narcolepsy, and restless legs syndrome. This lesson describes a case to illustrate the comorbidity of depression and sleep 
problems and reviews the studies emphasizing the comorbid relationship between depression and these common sleep disorders. 
Further, the authors review treatment modalities used to treat these comorbid conditions.

COMPETENCY AREAS: This lesson addresses an important issue of the comorbidity between depression and sleep problems. 
It will enhance mental health providers’ knowledge and ability to recognize sleep disorders commonly seen in patients with 
depression.
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Introduction 
Sleep problems are common in patients with depres-
sion, and approximately 60–80% of patients with 
depression complain of insomnia.1 The Diagnostic 
Statistical Manual, Fifth Edition (DSM-5)2 divides sleep-
wake disorders into 11 diagnostic groups: insomnia 
disorder, hypersomnolence disorder, narcolepsy, obstruc-
tive sleep apnea (OSA), central sleep apnea, sleep-related 
hypoventilation, circadian rhythm sleep-wake disorders, 
non–rapid eye movement (NREM) sleep arousal disorder, 
nightmare disorder, rapid eye movement (REM) sleep 
behavior disorder, restless legs syndrome (RLS), and sub-
stance/medication-induced sleep disorder.2 

Case Example:

  Mr. Jones is a 54-year-old African-American 

male with a history of coronary artery disease 

(CAD), hypertension, and diabetes. He was 

referred to a psychiatric clinic for an evaluation 

of depression. 

  He reported feeling anxious and depressed 

for the past three months after he had a poor 

evaluation at work. He felt “stressed out” be-

cause his department was short staffed and the 

company had announced layoffs. 

  He reported feeling sad and hopeless about his 

situation at work and started worrying about 

it. This resulted in him being more anxious at 

night, causing difficulty with initiating and 

maintaining sleep. 

  He tried over-the-counter antihistamine med-

ications, which helped somewhat, but caused 

him to have more feelings of restlessness in 

his legs. He had to get up and walk around to 

“shake off” his legs. He attributed his worrying 

about work, sleep, and restlessness in his legs as 

reasons for not being able to fall asleep. 

  He was started on 50 mg of sertraline (Zoloft) 

per day and 5 mg of zolpidem (Ambien, Edluar, 

Intermezzo) at bedtime. The over-the-counter 

antihistamine was discontinued, as it is known 

to worsen RLS. One month later, he reported 

some improvement in his mood, but continued 

to report waking up in the middle of the night 

and having difficulty returning to sleep.

  On further questioning, his wife reported that 

he snores loudly and had for many years. She 

had noticed that he stops breathing at night, 

often waking up with snort arousals. The 

patient also complained of excessive daytime 

sleepiness, often dozing off when watching TV 

and after lunch on weekends. He reported poor 

concentration at work and felt that he often 

forgets things and feels like he’s in a “fog.” 

  Mr. Jones was referred to a sleep clinic and 

underwent a formal polysomnography (PSG), 

which revealed severe sleep apnea. Treatment 

with continuous positive airway pressure 

(CPAP) eliminated snoring and apneas. He 

responded well to CPAP with improvements in 

his sleep and alertness.

This case illustrates the importance of screening for 
sleep disorders in patients with depression and how treat-
ing sleep disorders could improve symptoms of depression 
and vice versa. 

Depression and Common Sleep 
Disorders

Depression and Insomnia:

Both major depressive disorder (MDD) and insomnia 
disorder, characterized by habitual sleeplessness, are 
highly prevalent in the general population, and there is 
a bidirectional relationship that is well recognized. Two-
thirds of patients with MDD experience insomnia, with 
approximately 40% of patients reporting complaints of 
either sleep onset, frequent awakenings, and/or early 
morning awakenings.3,4 

Several studies have demonstrated that insomnia is 
a risk factor for depression for both initial and recurrent 
MDD as well as a predictor of poor depression outcomes. 
Residual insomnia increases the risk of relapse of MDD 
three- to six-fold. On the other hand, treating insomnia 
favorably impacts depression outcomes. 
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In a longitudinal study that assessed the health and 
behaviors in a cohort (N=1037) of individuals born 
between 1972 and 1973, who were followed up every 
two to three years, with a final data collection at 38 years 
of age, a strong correlation was observed between an early 
onset of mental health problems and insomnia.5 This 
study demonstrated that an early onset of an internalizing 
disorder such as depression increased the likelihood of 
developing insomnia by 40%. This risk (of developing 
insomnia) increased with each additional depression diag-
nosis to as high as 70%. In study members without an 
early onset of depression, the risk was increased by 28%. 

Another study suggested that patients with depres-
sion are more likely to develop insomnia than in any 
other psychological disorder.3 There is a clear association 
between sleep disturbance and MDD, with 85% of 
non-psychotic patients with MDD reporting insomnia 
symptoms in the Sequenced Treatment Alternatives to 
Relieve Depression (STAR*D) trial.6 In addition, people 
with depression are 9.82 times more likely to have clini-
cally significant insomnia.7 Sleep disturbance is one of 
the most common residual symptoms of depression 
and is estimated to occur in approximately 44% of 
patients in remission from MDD.8

The Zurich study prospectively assessed the prev-
alence, course, and comorbidity of insomnia in young 
adults over a period of 20 years and found that the annual 
prevalence of insomnia showed a gradual increase to 20% 
and >2-fold risk of developing insomnia in women. Up 
to 50% of subjects with insomnia lasting two weeks or 
longer developed a major depressive episode at a later 
assessment.9 

Depression and Narcolepsy:

Narcolepsy is the extreme tendency to sleep while relaxing. 
Several cross-sectional studies have found that depressive 
symptoms are more common in narcoleptic patients.10, 11 
Moderate-to-severe symptoms of depression are present 
in 15–37% of narcoleptic patients.12,13

Dauvilliers and colleagues, in a large cross-sectional 
study, found that depressive symptoms (using the Beck 
Depression Inventory [BDI-II]) were associated with higher 
levels of excessive daytime sleepiness, higher alterations in 
physical and mental health quality of life, and the pres-
ence of REM sleep manifestations, such as cataplexy, sleep 
paralysis, and hypnagogic hallucinations.13

In a study of children, the rates of depression in 
narcolepsy were high, with 25% of 88 children having 
depression (44 of them were boys).14 In the same study, 
25% of all children (especially girls >10 years of age) 
manifested depressed feelings—as noted by Children’s 
Depression Inventory (CDI) >16—due to symptoms of 
fatigue associated with narcolepsy. 

Globally, a high percentage of patients with narco-
lepsy have depression.13, 15, 17 In one study, at least 15% of 
the narcoleptic patients experienced a clinically significant 
level of depressive disorder.16 It is unclear whether treating 
narcolepsy affects depressive symptoms.

Depression and Delayed Sleep Phase 
Syndrome:

Sixty-four percent of individuals with a delayed sleep 
phase have moderate or severe symptoms of depression.18 
Murray and colleagues19 compared mood and daytime 
functioning in those with and without a delayed sleep 
phase. The subjects underwent sleep-wake monitoring 
in their homes, followed by a sleep study and a dim light 
melatonin onset (DLMO). Subjects were classified as circa-
dian rhythm delayed sleep phase syndrome (DSPS; [DLMO 
occurring after desired bed time]) and non-circadian 
DSPS (DLMO occurring before desired bed time). Cir-
cadian DSPD patients had 4.31 times increased odds of 
at least mild depressive symptoms (95% CI 1.75–10.64, 
p<0.01). The authors concluded that circadian DSPS is 
associated with higher depression and DSPS symptom 
severity. 

Some authors20 believe that there is a bidirectional 
relationship between DSPS and depression. For example, 
patients with depression have poor exposure to light and 
thus develop DSPS, whereas patients with DSPS have a 
misalignment of their internal clock and external time, 
causing them to have poor sleep quality, which predis-
poses them to depression.

Depression and Restless Leg Syndrome (RLS):

RLS is a common sleep disorder that negatively affects 
quality of life.21 Depression symptoms are common in 
adults with RLS.22 However, the relationship appears com-
plex, with overlap between RLS and depression symptoms 
as well as other complicating variables.23 Patients with 
RLS are at increased risk of having depression compared 
with the general population.24 The lifetime prevalence of 
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MDD or dysthymia in one study22 was 36.9% in RLS 
subjects compared with 15.2% in healthy controls (OR 
of 2.9 [95% CI 1.5–4.4]).

Evaluating data from the Nurses’ Health Study, 
Li and colleagues25 found that women with RLS and 
no depression at baseline were more likely to develop 
depression at the six-year follow up (RR=1.66; 95% CI 
1.18–2.35). This association remained significant even 
after adjusting for sleep deprivation, lifestyle factors, and 
chronic medical conditions. 

Depression and Obstructive Sleep Apnea 
(OSA):

Obstructive sleep apnea (OSA), the most common 
subtype of breathing disorders of sleep, is prevalent 
among 9% of women and 24% of men of middle age 
and is an underdiagnosed disease that ranges from a 
few episodes of apnea or hypopnea during sleep to 89 
abnormal breathing events per hour of sleep.26 There 
has been an increased interest in understanding the rela-
tionship between depression and OSA in the past few 
years.27,28 Several epidemiological studies point toward an 
association between OSA and depression.29–32

In a multicenter European study31 of 18,980 subjects 
representing the general population in five countries, tele-
phone surveys were conducted. The survey showed that 
17.6% of subjects with a breathing-related sleep disorder 
also met DSM-IV-TR criteria for MDD. Eighteen per-
cent of subjects with a diagnosis of MDD had a breath-
ing-related sleep disorder. The prevalence of MDD in the 
group without a breathing-related disorder was 4.3%. 

In a retrospective review of the Veteran’s Health 
Administrative data of more than 100,000 veterans, 
depression was found to be more prevalent in patients 
with OSA (21.8%) than those without OSA (9.45%). 
Alternatively, the prevalence of sleep apnea amongst 
veterans with depression was demonstrated to be higher 
(7.4%) than the prevalence of sleep apnea in the entire 
study population (- 2.91%).29

Two prospective studies32, 33 identified OSA as an 
independent risk factor for depression, in which the odds 
for developing depression were increased two-fold (95% 
CI; 1.4–2.9) in subjects with mild OSA and 2.6-fold 
(95% CI: 1.7–3.9) in individuals with moderate to severe 
OSA. There are several reasons many of the studies are 
not conclusive. For example, most did not use extensive 

clinical interviews to diagnose patients with depression.27 
In addition, the questionnaires used to diagnose depres-
sion in many studies have sleep-related items in them, 
making it difficult to establish a concrete association.

Several reviews suggest that treating OSA improves 
symptoms of depression,27, 28 but the improvement is seen 
in excessive daytime sleepiness and is not robust. One 
meta-analysis,34 which reviewed 33 studies concluded 
that positive airway pressure (PAP) has a moderate clinical 
effect on symptoms of depression and anxiety in OSA, 
but it was not superior to dental appliances or sham PAP. 

Treatment of Sleep Disorders in 
Patients with Depression
Acute sleep deprivation has a positive effect on mood, 
but persistent sleep loss causes symptoms like depression 
because the frontal lobe has sensitive centers that are 
responsible for emotional modulation.35 Therefore, it 
is not difficult to imagine how sleep disruption could 
affect mood negatively. In addition, sleep disorders 
like OSA are associated with fragmented sleep and 
hypoxemia, which is not healthy for the brain. In a 
sleep clinic population, a high percentage of patients diag-
nosed with moderate-to-severe OSA also have symptoms 
of moderate-to-severe depression, and compliance with 
CPAP treatment results in significant improvement in 
these depressive symptoms. The study findings suggest 
considering OSA in the differential whenever depression 
is present because the effective treatment of OSA appears 
likely to result in improvements in depression.35, 36

CPAP is the gold standard for OSA treatment. A 
pilot study of newly diagnosed OSA treated with CPAP 
with CPAP therapy adherence of > or = 4 hours per night 
for 7–70% of nights for 90 days suggested improved 
mood and feelings of well-being in these patients (data in 
progress). Studies are ongoing to validate the pilot study 
with a greater number of subjects and differences, if any, 
between females and males.36, 37, 38

In the past, antidepressants have been used in exper-
imental settings to treat OSA, but they are not recom-
mended to treat sleep-disordered breathing. Studies are 
lacking examining whether antidepressant medications 
improve depression scores in patients with comorbid 
depression and OSA. The first, an open-label trial involv-
ing more than 400 patients with MDD, showed that 
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those with comorbid OSA were 1.5 times less likely to 
respond to 12 weeks of treatment with the antidepressant 
venlafaxine (multiple brands) than those without OSA 
(American Association for Geriatric Psychiatry [AAGP] 
2015 Annual Meeting).

In a review looking at double-blind placebo con-
trolled trials, in a pooled population of adult patients 
(541 adults) with moderate-to-severe primary RLS, gab-
apentin encarbil (Horizant) improved overall quality of 
life, mood symptoms when they were on 1200 mg/day, 
as opposed to the 600 mg/day.4 Another study showed 
acute improvement in mood following treatment with 
methylphenidate (Ritalin) and dextroamphetamine (Adder-
all XR). These were demonstrated by the POMS profile 
of mood status and 8 additional adjectives.39

Treating insomnia can decrease the severity of depres-
sion and expedite recovery. The strongest evidence comes 
from a recent placebo-controlled, double-blind study in 
which 545 patients meeting criteria for both MDD and 
insomnia received fluoxetine (Prozac), a selective serotonin 
reuptake inhibitor (SSRI), in the morning and were ran-
domly assigned to placebo or eszopiclone (Lunesta; a ben-
zodiazepine receptor agonist) in the evening. During the 
eight-week treatment trial, self-reported measures of sleep 
and depression showed significant greater progressive 
improvement in those who were on fluoxetine and eszo-
piclone. By the end of the trial, there were significantly 
more responders (59% vs 48%) and remitters (42% vs 
33%) in the fluoxetine/eszopiclone group, suggesting 
that improving sleep may enhance the antidepressant 
response.3 In addition, smaller studies suggest that the 
addition of low-dose (50–100 mg) trazodone (Oleptro) 
to an SSRI or monoamine oxidase inhibitor can improve 
insomnia comorbid with depression. In one placebo-con-
trolled study of adjunctive trazodone, a good hypnotic 
response was observed in 67% with trazodone and only 
13% with the placebo.3

Fatigue is the second most common residual symp-
tom in depression. Like insomnia, treating daytime 
sleepiness and fatigue within the context of depression 
may favorably impact remission. Modafinil (Provigil) is 
a novel psychostimulant approved to treat excessive day-
time sleepiness in narcolepsy sleep apnea and shift work 
sleep disorder. Several uncontrolled, open-label trials in 
depression have reported improvements in sleepiness and 

fatigue following modafinil. In a retrospective analysis, 
with pooled data from two studies, individuals with sleep-
iness, fatigue, and depression scores in the moderate and 
higher range were included. Compared with the placebo 
group, the modafinil group had statistically significant 
improvements in overall clinical condition, depressive 
symptoms, and fatigue at week one and at the end of 
treatment six to eight weeks later.3

Nonpharmacological Approaches:

Cognitive behavioral therapy for insomnia (CBT-I) includes 
behavioral interventions, such as sleep restriction and 
stimulus control including the cognitive restructuring 
of non-functional beliefs, which have demonstrated 
improvement (in both primary as well as secondary 
causes of insomnia). The effects of CBT-I have been 
demonstrated to last two years. One randomized control 
trial of CBT-I in patients with MDD has been reported. 

Individuals with comorbid insomnia and MDD (n=30) 
received 12 weeks of an open-label SSRI (up to 20 mg 
of escitalopram [Lexapro]), while concurrently receiving 
five weekly and two biweekly sessions of either CBT-I 
or a control therapy (quasi-desensitization). Compared 
with the control group, those assigned to SSRI and CBT-I 
co-administration had higher rates of both depression 
remission (62–33%) and insomnia remission (50–8%). 

Several studies have reported improvements in 
depression severity following CBT-I. One small pilot 
study that examined CBT-I for comorbid mild depres-
sion and insomnia found that all eight participants who 
completed the CBT-I intervention no longer met criteria 
for insomnia, and all but one participant reported normal 
posttreatment depression scores (BDI scores <9).3

In terms of prodromal symptoms of bipolar disor-
der, sleep disturbance was the most common prodromal 
reported by 77% of individuals. Treatments targeting 
sleep wake regularity may help reduce the relapse of 
bipolar depression symptoms. Stabilizing social rhythms 
with interpersonal and social rhythm therapy is effective 
in reducing relapse in bipolar disorder.3

Conclusion
This lesson presents an overview of the prevalence 
of depression in sleep disorders and reviews studies 
describing the relationship between sleep disorders and 
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depression. Several studies show favorable outcomes of 
depressive symptoms when sleep disorders are treated. 

We present literature that is strongly suggestive of a 
comorbid and bi-directional relationship between sleep 
disorders and depression. There is emerging evidence that 
treating sleep disorders improves depression outcomes. 

It is therefore important to screen for sleep disorders 
when treating depression. Further prospective studies 
using appropriate clinical diagnostic interviews for 
depression and consistent diagnostic criteria for sleep 
disorders are needed to further clarify the relationship 
between sleep disorders and depression.  
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Multiple-Choice Questions

1. Sleep disturbances are estimated to occur in approximately how many patients with residual 
depression?

A. 10–20%

B. 40–50%

C. 60–80%

D. 1–2%

2. Which is the most common sleep-related breathing disorder?

A. Obstructive sleep apnea (OSA)

B. Central sleep apnea

C. Mixed sleep apnea

D. Continuous positive airway pressure (CPAP) emergent sleep apnea

3. OSA is associated with:

A. sleep fragmentation and intermittent hypoxemia.

B. delayed sleep phase syndrome (DSPS).

C. restless legs syndrome (RLS).

D. improved quality of sleep.

4. Which is the gold standard treatment for OSA?

A. CPAP

B. Selective serotonin reuptake inhibitors (SSRIs)

C. Dental appliances

D. Surgical options 
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This valuable take-home reference translates evidence-based, continuing medical education research 
and theory, acquired from reading the associated CME lesson, into a step-wise approach that reviews 
key learning points for easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview

Approximately 7% of the U.S. population is affected by major depressive disorder (MDD) each year, with a 21% 
lifetime prevalence in women versus 13% in men. Women have higher complaints of mood disorders and 
depression than men, and 60–80% of patients with depression complain of insomnia. Other sleep disorders 
are also associated with depression. This lesson (1) illustrates the importance of screening for insomnia and 
evaluating for other sleep disorders in patients with depression, (2) provides up-to-date evidence that treating 
sleep disorders improves depression outcomes, and (3) helps clinicians to understand the bi-directional 
relationship between sleep disorders and depression.

Key Point 1: Screen for Insomnia and 
Evaluate for Other Sleep Disorders in 
Patients with Depression 

Women are at a higher risk of having in-
somnia with the depressive symptoms com-
pared to men. Insomnia is a risk factor for 
initial and recurrent depression as well as 
a predictor of worse depression outcome. 
DSPS, RLS, and OSA have all been associ-
ated with depression. 

Key Point 2: Treat Insomnia and Other 
Sleep Disorders When Managing Patients 
with Depression

Residual insomnia increases the risk of re-
lapse of MDD three- to six-fold, while treat-
ing insomnia favorably impacts depression 
outcomes. There are pharmacological and 
non-pharmacological depressive symptoms 

that are common in narcoleptic patients; 
however, it is unclear whether treating 
narcolepsy affects depressive symptoms. 
The direct effect of treating OSA, RLS, and 
DSPS on MDD requires further prospective 
studies. 

Key Point 3: Understand the 
Bi-Directional Relationship Between Sleep 
Disorders and Depression

People with depression are 9.82 times more 
likely to have clinically significant insomnia, 
and sleep disturbance is one of the most 
common residual symptoms of depression. 
Additionally, patients with depression have 
poor light exposure and develop DSPS, 
whereas patients with DSPS have a mis-
alignment of their circadian clock with an 
outcome of poor sleep quality.
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LEARNING OBJECTIVES: Clinicians will be able to discuss psychiatric and readjustment problems of OEF/OIF/OND 
veterans, review information regarding posttraumatic stress disorder (PTSD), traumatic brain injury (TBI), and other psychiatric 
disorders. Additionally, clinicans will be able to identify basic treatment concerns and barriers for OEF/OIF veterans.

LESSON ABSTRACT: Large numbers of combat veterans of the war in Iraq and Afghanistan have returned home with social, 
cultural, and psychological issues unique to this cohort. The increased length of deployments, increased reliance on the National 
Guard, increase in female service members, changes to combat methods, and increased survival rates likely play a large role in these 
difficulties. However, there have also been advances in treating both the physical and mental difficulties of those returning from 
combat. In this lesson, the authors explore the psychiatric and readjustment problems of returning veterans, including PTSD and 
traumatic brain injury, identify risk factors for mental health problems in veterans, and discuss the impact that these incidents 
have on the lives of returning veterans.

COMPETENCY AREAS: This lesson reviews research on the prevalence and types of mental health problems among OEF/
OIF/OND veterans, associated risk factors, and other psychosocial issues. The authors address the learning gap of knowledge of 
the psychiatric and readjustment problems of returning veterans, including PTSD, traumatic brain injury and the like. Further, 
this lesson reviews the impact of these issues on the lives of patients in this population. 



L003385 : Working with Trauma-Related Mental Health Problems Among Combat Veterans of the Afghanistan and Iraq Conflicts, Part 1: An Overview 

14

Introduction
The conflicts in Iraq and Afghanistan brought large 
numbers of returning combat veterans home with social, 
cultural, and psychological issues unique to this cohort. 
Operation Enduring Freedom (OEF) began in Afghanistan 
in 2001, Operation Iraqi Freedom (OIF) began in Iraq in 
2003, and Operation New Dawn (OND) began in Iraq 
(a new phase following the end of OIF) in 2010 and 
officially ended in 2014. OEF/OIF/OND veterans are 
military personnel who enlisted or activated after 2001. 
Of the more than one million service members deployed 
to Iraq or Afghanistan, nearly half were deployed more 
than once. More than 52,000 service members were 
wounded, with the fatality count approaching 7,000.1 
Traumatic combat exposures in Iraq and Afghanistan 
included mortar, rocket, and artillery fire; small arms fire; 
multiple high-intensity blasts; roadside bombs; improvised 
explosive devices (IEDs); rocket propelled grenades; and 
surprise sniper attacks.2, 3, 4 Commonly sustained injuries 
were blast wounds and soft tissue and orthopedic injuries, 
including amputations, burns, hearing loss, and traumatic 
brain injury (TBI).5 

The OEF/OIF/OND conflicts were the longest sus-
tained U.S. military operations since the Vietnam War 
and the first extended conflicts to rely on an all-volunteer 
military,6 at a time when there were fewer active-duty 
military personnel available than in the previous con-
flicts. This situation created a different military climate 
than previous sustained military operations, with greater 
dependence on the National Guard and reservists, longer 
deployment durations, multiple deployments, and shorter 
intervals between deployments. These more numerous 
deployments coupled with the shorter intervals between 
them increased the need for transition and readjustment 
time for returning soldiers and their families.

Medical advances have increased the survival rates 
of soldiers with significant injuries. Improvements in 
body armor and emergency medical care have reduced 
combat fatality-to-injury ratios to their lowest level in 
history (1:7.2 for OIF, 1:5.0 for OEF, 1:2.6 in Viet-
nam, and 1:1.7 in World War II).7, 8 Therefore, higher 
proportions of veterans from the OEF/OIF conflicts 
than ever before returned home with severe combat-re-
lated injuries requiring specialized care. Accompanying 
these physical wounds were the mental wounds of war. 

Seal et al. found that 37% of Iraq and Afghanistan vet-
erans accessing Veterans Affairs (VA) healthcare services 
received psychiatric diagnoses, with 22% meeting criteria 
for posttraumatic stress disorder (PTSD) and 17% meeting 
criteria for depressive disorders; the rates were higher 
among those with repeated deployments.9 Veterans serv-
ing two or more deployments were 60–77% more likely 
to screen positive for PTSD than veterans with a single 
deployment.10 

OEF/OIF military personnel are fundamentally dif-
ferent from those of previous military operations, such 
as the Gulf War and Vietnam War, in many ways. There 
has been much discussion regarding the uniqueness of 
the OEF/OIF conflicts in their heavy involvement of 
National Guard and reservist personnel. Deployed sol-
diers within today’s reservist units are older and more 
likely to have families than in the Vietnam War era. 
Reservists and National Guard units also differ in many 
ways from active-duty military, which may affect their 
psychosocial adjustment. Reservists are less likely to be 
part of a cohesive unit with the high levels of camaraderie 
and trust that active component service members who 
live and train together experience. Reservists generally 
function as civilians, except during monthly weekend 
trainings and actual deployment. The transition back to 
civilian life for reservists occurs more abruptly than for 
active-duty personnel and may thus be more difficult. 
Family members of reservists are less connected to the 
military community and do not receive the support of 
interactions with other families of deployed soldiers in 
the way that regular military families do.

Women now comprise a larger percentage of deployed 
forces than ever before, comprising 15% of deployed mil-
itary personnel as of 2014.11 Between 2002 and 2006, 
50% of deployed women using veteran healthcare were 
activated from Reserve or Guard units. Compared with 
their civilian counterparts, military mothers were three 
times more likely to be single parents and five times 
more likely to be married to a military and deployable 
spouse.12 National Guard and reservist mothers who were 
primary caregivers likely found it more difficult to arrange 
for alternative child care than mothers who were active-
duty personnel. Many deployed female soldiers were also 
mothers of young children and endured long periods of 
separation from their children and spouses. For deployed 
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women, especially those who were mothers, family dis-
ruptions and family-related concerns were superimposed 
on the other stresses of deployment.

Historically, women have been excluded from direct 
combat operations. However, legislation passed in Janu-
ary 2013 opened military positions with direct combat 
roles to women, with full implementation beginning Jan-
uary 1, 2016.13 Additionally, the expansion of support 
functions (e.g., mechanic, military police, transporta-
tion) performed by female military personnel coupled 
with the nature of the OEF/OIF conflicts (insurgency 
warfare) increased traumatic exposures among female 
troops in the war zone.14 In Iraq, many female soldiers, 
like their male counterparts, have been exposed to sur-
prise ambushes of their convoys, mortar and grenade 
attacks, gunfire exchange, IEDs, witnessing serious injury 
or death, and personal threat of serious injury or death.14 
Female soldiers are more likely than male soldiers to expe-
rience discrimination and harassment, with half or more 
acknowledging some form of sexual harassment during 
each of their years in the military.15 

To inform the provision of mental health inter-
ventions for OEF/OIF/OND veterans, a thorough 
understanding of the mental health problems in this 
population is a necessary first step. This lesson will first 
review research on the prevalence and types of mental 
health problems among OEF/OIF/OND veterans, 
associated risk factors, and other psychosocial issues. 
Following this, empirical evidence for treatment in this 
population will be provided. This material will provide 
guidance to clinicians working with mental health and 
psychosocial problems of veterans of the OEF/OIF/OND  
conflicts.

Psychiatric and Readjustment 
Problems of Returning OEF/OIF/
OND Veterans
Mental health problems among OEF/OIF/OND veterans 
may be divided into PTSD, other psychiatric disorders, 
and TBI. In addition to various mental health and read-
justment difficulties that are known to affect returning 
military personnel from previous wars, they may also 
experience a variety of psychosocial issues, many of which 
may be unique to this special population.

Exposure to Military Trauma:

PTSD may develop in relation to many different types 
of trauma, such as physical and sexual assault, combat 
exposure, natural disasters, motor vehicle collisions, and 
other kinds of accidents. Additionally, there are traumatic 
events specific to combat veterans, some of which are 
listed below in Table 1. The types of traumatic events 
most likely to be associated with PTSD are human acts 
of intentional physical harm, such as combat, assault, 
and sexual assault.16 Exposure to trauma is difficult to 
categorize for military combat. The combat theater differs 
from many other kinds of trauma situations in which the 
danger is ongoing and recurrent. Some types of threats 
also vary from one war to another. The types of com-
bat-related traumatic incidents experienced by OEF/OIF/
OND veterans have been established in previous research, 
including a RAND study by Tanelian et al. building on 
previous work by Hoge et al. in OEF/OIF veterans and 
the earlier work of Castro, Bienvenu, Hufmann, and 
Adler with soldiers deployed to Kosovo.17, 18, 19 The trau-
matic combat incidents are shown in Table 1.

Missing from this list of combat experiences, how-
ever, is the possibility of prolonged exposure to potential 
threats that are outside of any of the 11 types of trauma 
exposures identified in Table 1. The types of warfare in 
the Iraq and Afghanistan conflicts differed from those of 
prior conflicts and wars in several ways. There were no 
front lines because it was uncertain when and from where 
the next attack could come. Thus, the threat was typi-
cally constant and ongoing. Especially in Iraq, many of 
the operations occurred in largely urban areas where 
civilian crowds made it difficult to identify the enemy. 
Any travel presented ongoing threats of encountering 
IEDs. Suicide bombers could infiltrate purportedly 
“safe” zones, creating a sense of prolonged potential 
for risk, even on post in primarily noncombat-related 
positions. Although this ongoing potential threat was 
part of the stressful environment of today’s combat the-
ater, it does not clearly fulfill the Diagnostic and Statistical 
Manual of Mental Disorders, fifth edition (DSM-5) spec-
ification of exposure to an immediate physical threat, as 
defined by PTSD criterion A.20 Regardless, this type of 
stressor has been found to be associated with post-trau-
matic stress symptoms.21 
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Table 1:  
Traumatic Combat Incidents

· Serious injury or death of a friend
· Viewing dead or seriously injured noncombatants
· Witnessing an accident resulting in serious injury or death
· Smelling decomposing bodies
· Being physically moved or knocked over by an explosion
· Sustaining an injury not requiring hospitalization
· Sustaining a blow to the head from any accident or injury
· Sustaining an injury requiring hospitalization
· Engaging in hand-to-hand combat
· Witnessing brutality toward detainees/prisoners
· Being responsible for the death of a civilian
· Killing enemy combatants
· Handling or uncovering human remains
· Being attacked or ambushed
· Receiving incoming artillery, rocket, or mortar fire

Another established list of traumatic combat inci-
dents includes 30 different types of OEF/OIF combat 
experiences.22 The lack of standardization in the litera-
ture regarding what does and does not qualify as combat 
trauma exposure and the lack of a consistent system of 
evaluating the severity of combat experiences leaves much 
to be resolved by clinical judgment. Psychiatric syndromes 
associated with combat-related stressors that do not meet 
criterion A cannot be determined to represent PTSD or 
its symptoms, and the possibility that the symptoms 
may represent another psychiatric disorder should not be 
overlooked.

Although combat trauma is the type of trauma tradi-
tionally identified in association with military experience, 
OEF/OIF/OND veterans also faced the risk of exposure 
to military sexual trauma (MST), both while deployed 
and stateside. MST, as defined by the VA, includes both 
sexual harassment and sexual assault during a military 
service (Title 38 U.S. Code 1720D).22 The rates of 
reported MST have been rising. This is likely due to 
the rising numbers of women in the military, increased 
screening, and access to MST services that routinely assess 
for MST.23 Barth et al. found that between 2009 and 
2011, approximately 41% of women and 4% of men 
reported experiencing MST. 24 In comparison, national 
VA statistics between 2002 and 2009 indicated that 22% 
of female and 1% of male veterans seeking VA healthcare 
acknowledged a history of MST.25 The larger proportion 
of male service members, however, yields nearly equal 

numbers of men and women with a history of MST.26 
The DoD has implemented policies attempting to reduce 
the prevalence of MST, such as the Sexual Assault Preven-
tion and Response (SAPR) policy program in 2006.27, 28 
The current SAPR policy included initiatives for MST 
prevention, victim assistance, investigation, accountabil-
ity, and assessment.13, 28 The DoD reported a minimal 
reduction in reported MST incidents from 2014 to 
2015 from 6,131 to 6,083.13 

Posttraumatic Stress Disorder:

PTSD is the psychiatric disorder most likely to arise after 
OEF/OIF deployments.3 Per the DSM-5,20 the diagno-
sis of PTSD requires exposure to a traumatic stressor 
representing a threat to life or limb or sexual violence. 
The diagnostic criteria allow for four types of qualifying 
exposures to the traumatic event: directly experiencing 
the event, directly witnessing the event, learning of 
the experience of a traumatic event by a loved one or a 
close friend (with the actual or threatened death being 
either violent or accidental), or experiencing repeated or 
extreme exposure to aversive details of a traumatic event 
(not through media, pictures, television, or movies unless 
work-related). Additionally, trauma-related symptoms 
that impair functioning or cause clinically significant 
distress must be present for more than one month. These 
symptoms must include at least one of five re-experienc-
ing symptoms (Criterion B: intrusive recollections, night-
mares, flashbacks, and emotional, or physiological distress 
in response to reminders of the trauma), one or both 
avoidance symptoms (Criterion C: avoidance of or efforts 
to avoid distressing memories, thoughts, or feelings asso-
ciated with the trauma or avoidance of or efforts to avoid 
external reminders—people, places, situations—that 
arouse memories or feelings associated with the trauma), 
at least two of seven symptoms signifying negative alter-
ations in cognition or mood associated with the traumatic 
event (Criterion D: e.g., inability to remember important 
aspects of the trauma; persistent negative beliefs about 
oneself, others, or the world; distorted cognitions about 
the cause of the traumatic event; feelings of guilt; feelings 
of detachment from others; inability to experience posi-
tive emotions; and diminished interest or participation in 
significant activities) and at least two of six hyperarousal 
symptoms (Criterion E: sleep disturbance, concentration 
problems, hypervigilance, exaggerated startle response, 
jitteriness, or irritability). 



L003385 : Working with Trauma-Related Mental Health Problems Among Combat Veterans of the Afghanistan and Iraq Conflicts, Part 1: An Overview 

17

Recent literature reviews have noted that stud-
ies vary widely in their estimates of the prevalence 
of PTSD among OEF/OIF/OND veterans,29, 30 with 
most studies in these reviews reporting rates between 
5% and 30%. For example, Koo, Hebenstreit, Madden, 
and Maguen (2016) reported that 28% of male OEF/
OIF/OND veterans and 23% of female OEF/OIF/OND 
veterans were diagnosed with PTSD between 2001 and 
2013.31 A meta-analysis by Kok, Herrell, Thomas, and 
Hoge (2012) reported a PTSD prevalence of 13% for 
OEF/OIF/OND combat units, 6% among deployed 
OEF/OIF/OND samples, and 3% among non-deployed 
samples.32 Variability in the reported prevalence rates may 
relate in part to substantial methodological variability 
and limitations in study designs. Major methodological 
limitations in this research include the use of screening 
instruments rather than full diagnostic assessments, 
inconsistent time frames of assessment (e.g., current 
diagnosis in the last month, versus cumulative prevalence 
across the entire period since returning from war, versus 
lifetime prevalence), cross-sectional and retrospective 
designs, and selection bias with underrepresentation of 
those most severely wounded or removed from duty. The 
above prevalence estimates of psychiatric illness in OEF/
OIF/OND veterans can be compared with estimates 
among military veterans of other eras, 2–10% for Persian 
Gulf War veterans and 15% for Vietnam-era veterans.33, 

34 The lifetime prevalence of PTSD in the general popu-
lation is 7.5%.35 PTSD would be expected to be substan-
tially more prevalent in treatment populations than in the 
general population.29, 30 

Other Psychiatric Disorders:

PTSD is not the only clinically important outcome of 
combat trauma. A review of VA medical records found 
that PTSD is typically associated with at least one other 
psychiatric disorder and often several disorders, especially 
major depressive disorder, substance use disorders, and 
anxiety disorders.9 Medical record reviews also indicated a 
six-fold increase in psychiatric diagnoses in OEF/OIF vet-
erans between 2002 and 2008.3, 9, 36 It is unclear, however, 
whether this increase in psychiatric diagnoses reflected an 
actual increase in prevalence or more diligent assessment 
of psychiatric disorders.4 

A large 2009 study of OEF/OIF veterans receiving 
VA healthcare identified psychiatric disorders in 37% of 
the veterans, with more than half (56%) of these cases 

having at least two disorders. Of those with more than 
one disorder, 29% had two disorders and 33% had three 
or more disorders. The most common disorders identified 
were PTSD (22%), anxiety disorders (6%), adjustment 
disorders (6%), depressive disorders (17%), alcohol use 
disorders (7%), and drug use disorders (3%).3, 9 In a 
survey of active-duty military OEF/OIF/OND service 
members, Shen, Arkes, and Williams found that up to 
20% of postdeployment veterans met criteria for major 
depressive disorder.37 Reviewing the VA records of OEF/
OIF veterans presenting for treatment, Sayer et al. found 
higher rates of diagnosed psychiatric disorders: depressive 
disorders in 28%, other anxiety disorders in 10%, and 
substance use disorders in 5%, with an additional 35% 
screening positive for potential drug or alcohol disor-
ders.38 Studies using screening instruments have reported 
higher rates of psychiatric illness than those using full 
diagnostic assessments. In a study of Iraq war soldiers 
by Maguen et al.,39 32% of veterans screened positive 
for depression and 25% screened positive for alcohol 
abuse. The prevalence of psychiatric disorders also varies 
between branches of the military. In a study examining 
postdeployment heath data for more than over 50,000 
service members, Mustillo et al. found the highest risk 
for and diagnosis rate of PTSD and depression was for 
active-duty Navy personnel and the lowest for Air Force 
personnel.40 Alcohol use disorders were least prevalent 
among the Air Force and highest among Marines.40 The 
location of deployment also influenced the likelihood of 
psychopathology across all branches, with those return-
ing from Afghanistan having higher risks of developing 
PTSD than service members returning from Iraq. 

A direct comparison of PTSD prevalence across eras 
is problematic because researchers did not use the same 
methodology (i.e., interview vs. symptom checklist. In 
a representative sample of Vietnam era veterans in the 
National Vietnam Veterans Readjustment Study (NVVRS), 
the current prevalence of PTSD was found to be 15% 
for males and 8% for females.41 Kang et al. used a PTSD 
symptom checklist to estimate the prevalence of PTSD 
in a population-based study of Gulf War veterans,42 
estimating the current prevalence of PTSD in Gulf War 
veterans to be 2%.42 A population-based study of OEF/
OIF service members using a symptom checklist reported 
a current probable PTSD prevalence rate of nearly 14%.43 
Taken together, research has demonstrated prevelance 
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rates vary signficiantly across studies, likely due to various 
methodologies used to gather data. 

There are high rates of co-occurring substance use 
and PTSD in veterans. Several studies have focused on 
alcohol problems. Estimates of alcohol misuse among 
OEF/OIF/OND service members have ranged from 12% 
to 40%.9, 44, 45, 46 McDevitt-Murphy et al. reported that 
26% of veterans screened in VA primary care evidenced 
hazardous alcohol use.46 In other studies, one fourth of 
OEF/OIF veterans seeking treatment at VA primary care 
and postdeployment clinics screened positive for problem 
drinking.46, 47 

Moreover, suicide statistics show an alarming increase 
in completed suicides in recent years among OEF/OIF/
OND-era active-duty service members and veterans. 
Researchers have identified several risk factors for 
suicide among OEF/OIF/OND military personnel 
and veterans. Indicators of suicide risk include expo-
sure to military combat, significant stressors such as 
prolonged deployment-related separation from loved 
ones, relationship problems, PTSD, alcohol and other 
substance use disorders, TBI, and impulsivity.2, 48, 49

The prevalence of suicidal ideation among OEF/
OIF/OND veterans has varied widely, with some studies 
reporting rates as high as 32% and some as low as 6%.50, 

51 The veterans who reported suicidal ideation also had 
higher rates of positive PTSD and depression screens and 
reported more psychosocial problems. The avoidance 
symptom cluster of PTSD was specifically associated with 
suicidal ideation. Both postdeployment social support 
and a sense of purpose and control were protective. In a 
sample of OEF/OIF/OND veterans, DeBeer, Kimbrel, 
Meyer, Gulliver, and Morissette found that when social 
support was rated high, PTSD and depression had almost 
no association with suicidal ideation;52 however, when 
social support was rated low, PTSD and depression had 
a positive relationship with suicidal ideation. In a large 
study of OEF/OIF/OND veterans registered with the 
VA, Lemaire and Graham found that depressive disor-
ders, PTSD, and psychotic disorders were all significantly 
associated with suicidal ideation.51 Suicidal ideation was 
most prevalent among veterans with depressive disorders 
and second in prevalence among those with PTSD, but 
the risk was highest among veterans with both disorders. 
There have been conflicting findings regarding suicide 
risk in OEF/OIF/OND veterans. The Army STARRS 
study recently found that a current or prior deployment 

was associated with an increased suicide risk,53 but other 
studies have reported that deployment with or without 
combat was not associated with suicide.53, 54 These find-
ings underscore the importance of conducting a thorough 
assessment for other psychiatric disorders as well as PTSD 
for veterans exposed to trauma.

Traumatic Brain Injury:

TBI is considered a “signature injury” of the Iraq and 
Afghanistan wars.55 TBI is defined as traumatically-
induced structural injury and/or physiological disruption 
of brain function resulting from an external force, 
immediately followed by the new onset or worsening of at 
least one of the following clinical signs: any period of loss 
or a decreased level of consciousness; a loss of memory 
for events immediately before or after the injury (post-
traumatic amnesia); an alteration in mental state at the 
time of the injury (e.g., confusion, disorientation, slowed 
thinking); or neurological deficits (e.g., weakness, loss of 
balance, change in vision, praxis, paresis/plegia, sensory 
loss, aphasia) that may or may not be transient.56 

TBI commonly involves cognitive difficulties, 
such as problems with attention and concentration, 
memory, and executive functions. Physical symptoms 
may include headaches, fatigue, sleep problems, and 
sensitivity to light and noise. Behavioral and emotional 
symptoms may include depressed or anxious mood, irrita-
bility, impaired impulse control, and aggressive behavior. 
Mild TBI (mTBI) is also referred to as “a concussion.” 
mTBI symptoms primarily resolve in hours to days, but 
a small percentage of people report minor transient symp-
toms persisting beyond six months to a year.56, 57 

TBI is a type of major or mild neurocognitive disorder 
(NCD) in the DSM-5 (previously termed postconcus-
sional disorder in DSM-IV-TR), defined as a syndrome 
following a head trauma consisting of any rapid movement 
or displacement of the brain within the skull that causes 
significant cerebral concussion or injury. To meet diag-
nostic criteria, the injury must have caused either a loss 
of consciousness, posttraumatic amnesia, disorientation 
and confusion, or neurological signs (e.g., positive neu-
roimaging, new or worsening seizures, changes in visual 
field, or hemiparesis). Additionally, major or mild NCD 
following TBI may be accompanied by various other 
symptoms, including fatigue, disordered sleep, headache, 
vertigo or dizziness, unprovoked irritability or aggression, 
anxious/depressed/labile mood, personality change, and 
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apathy/lack of spontaneity beginning after the injury.20, 

58 These symptoms are often associated with significant 
impairment in social or occupational functioning.20

TBI has been found to be prevalent among OEF/
OIF/OND veterans. The DoD has reported that more 
than 235,000 OEF/OIF/OND veterans were diagnosed 
with a TBI between 2000 and 2011.59, 60 Between 12% 
and 23% of OEF/OIF/OND veterans are estimated 
to have sustained a TBI while deployed; however, only 
10–20% of veterans with a TBI continue to experience 
post-concussive symptoms three months’ post-injury.61 
Thus, most TBI injuries are classified as mTBI. Many 
cases of mTBI are comorbid with PTSD and other psy-
chiatric disorders, which may in part reflect difficulties in 
differentiating it from other disorders or problems. O’Neil 
et al. conducted a literature review and reported that 
50–78% of veterans with confirmed mTBI also had 
psychiatric diagnosis:61 PTSD in 45%, alcohol use 
disorder in 28%, and another substance use disorder 
in 9%. However, most studies reviewed concluded that 
few, if any, significant mental health outcome differences 
are evident among veterans with mTBI compared to 
those without.61 Additionally, little evidence was found to 
suggest that cognitive, physical, or psychiatric symptoms 
were more common in veterans with than without mTBI. 
A few studies have found cognitive deficits in veterans 
with mTBI; however, the types of cognitive deficits across 
studies have been inconsistent.61 A study of OIF soldiers 
assessed at three months postdeployment for mTBI found 
that a loss of consciousness in the incident was associated 
with a positive screen for PTSD (44%) and major depres-
sion (23%).18 In a review of VA records of OEF/OIF 
veterans presenting for treatment, TBI was diagnosed in 
4% of veterans, and 19% positive for probable PTSD or 
a comorbid drug or alcohol disorder.38

Risk Factors for Mental Health 
Problems in OEF/OIF/OND 
Veterans
As previously discussed, veterans face an increased risk 
for developing various mental health problems. Recent 
research has focused on both pre- and post-trauma risk 
factors for PTSD. There is considerable evidence that the 
degree and type of trauma exposure experienced by service 
members during deployment increase the likelihood of 
deployment-related mental health problems. The degree 

of exposure to combat, as represented by the number of 
firefight exposures, for example, is associated with the 
subsequent development of PTSD.62 The severity of both 
combat exposure and combat injuries has been found to 
be associated with psychiatric disorders among OEF/OIF 
veterans.17 The severity of the soldiers’ physical problems 
was associated with a greater likelihood of both PTSD 
and depression, as combat injuries can reduce veterans’ 
quality of life.62, 63 

Discharging a weapon can generate intense memories 
of the event and increase the likelihood of PTSD.62 A 
postdeployment study of OIF soldiers found that 40% 
had to kill during combat. Even after controlling for other 
types of combat exposure, the experience of having to kill 
in combat was positively associated with the likelihood 
of screening positive for PTSD, alcohol abuse, problems 
with anger and relationships, and impaired psychosocial 
functioning.39 Multiple deployments also increase the risk 
for PTSD, presumably through the cumulative effects of 
exposure to trauma and other deployment stress experi-
enced over a period of time. One study found that 27% of 
veterans deployed three or four times had problems with 
depression, anxiety, or acute stress, compared with 12% 
of those deployed only once.2 

Exposure to MST is especially likely to be associated 
with postdeployment psychiatric problems, and the men-
tal health consequences of MST may combine additively 
as well as interactively with the mental health effects 
of trauma exposures during deployment. Kimerling et 
al. (2010) found that female veterans exposed to MST 
were 3.5 times more likely than other female veterans to 
have a psychiatric disorder.23 In women, MST has been 
found to be associated specifically with PTSD, depres-
sion, and substance use disorders as well as with various 
psychological symptoms and impaired functioning.25, 26 
Women sexually assaulted during military service may 
feel trapped in their work environment, as they may 
be reluctant to report the incident for fear of negative 
career consequences—especially if the perpetrator is a 
senior officer.64 Survivors of MST have been betrayed by 
someone they were supposed to be able to trust, and they 
may have no choice but to continue to work alongside 
this person (because military personnel cannot readily 
transfer their duty station).14, 25 Survivors are thus placed 
in a position of having to depend on people they cannot 
trust, and at the same time they may also feel distanced 
from the camaraderie of their fellow soldiers. Military 
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environments create intense camaraderie (e.g., willing-
ness to sacrifice one’s life for one’s comrades) and trust 
that are vital for the mutual protection and safety of the 
unit and its members. The sense of betrayal of trust and 
the alienation from colleagues that accompany MST are 
thus likely to be even more pronounced than with sexual 
affronts experienced in civilian environments.

Ethnic group membership, military rank, and military 
branch have also been found to be associated with risk of 
PTSD and other psychiatric disorders among OEF/OIF/
OND veterans. Research studies examining the age at the 
time of the traumatic experience have produced varied 
results, with some showing a younger age to be a predictor 
of mental illness and others finding it unrelated.62, 65 Vet-
eran subgroups with a greater risk of psychiatric illness are 
women, teenagers, ethnic minorities, divorced/separated 
veterans,167 66 and enlisted personnel compared with offi-
cers. Members of the Army and Marines are up to three 
times more likely than Navy and Air Force personnel 
to have PTSD.62, 65, 66 PTSD has also been found to be 
more prevalent among reservist personnel than among 
active-duty soldiers (25% vs. 17%).67 

In 2010, Fontana and Rosenheck reported that newly 
returning veterans appeared to have a greater burden of 
PTSD, although with less comorbid substance abuse, than 
veterans whose deployment ended years ago.68 Substance 
abuse among OEF/OIF/OND veterans is associated with 
impaired social functioning and other comorbid psychi-
atric illnesses. 

Veterans entering treatment shortly after service in 
the war zone have been found to have less psychopathol-
ogy than veterans entering treatment many years’ postde-
ployment.68, 69 They have also been found to have better 
social functioning, more education, less unemployment, 
more intact rather than broken marriages, and fewer legal 
problems. Based on this research, treatment providers 
can expect that a shorter duration between deployment 
and seeking treatment may result in fewer psychosocial 
problems and less psychopathology.  

Psychosocial Problems and 
Emotional Distress Associated 
with Homecoming Adjustment
Although the majority of returning troops will not expe-
rience psychiatric illness after homecoming, many will 
experience adjustment problems. The first adjustment for 

veterans returning home is the loss they may feel upon 
separation from the tight camaraderie of the military unit 
that some veterans describe as more like family than even 
their own families.70 Once home, veterans may experience 
difficulties reacclimatizing to the rapid transition from a 
combat zone to civilian life. They may face adjustment 
issues in relationships disrupted by deployment, problems 
redefining roles in the home, and other readjustment 
problems, such as negotiating difficult vocational and 
occupational choices.71-74 Couples must navigate fluctu-
ations from interdependence to independence and back 
again, which can create conflicts and role confusion.75 
Marital relationships may become strained, as veterans 
and their partners seek to renegotiate roles and re-estab-
lish intimacy, particularly among veterans with PTSD.74-77 
Spouses of deployed OEF/OIF veterans have been found 
to have greater prevalence of depression, sleep problems, 
anxiety disorders, acute stress reactions, and adjustment 
disorders than spouses of non-veterans.78 

In surveys of returning personnel conducted one 
month postdeployment, approximately 4% of both active-
duty and reserve service members reported problems with 
interpersonal conflict; by six months, however, 14% of 
active-duty and 21% of reserve service members reported 
interpersonal conflict.67 These increases in problems over 
time suggest a process of deterioration in interpersonal 
relationships during the first several months back home. 
Immediately after homecoming, many veterans enter a 
“honeymoon” period, experiencing relief and joy at being 
rejoined with their families as their predominant feelings, 
but these positive feelings apparently fade for some veter-
ans as readjustment to civilian life proceeds. 

Veterans who are parents may face special challenges. 
For example, because the veteran’s partner has had to 
assume all parenting functions, the returning veteran 
may feel left out of parent–child interactions.71, 73 Upon 
returning, veterans have to adjust to the developmental 
changes and the new level of maturity their children have 
achieved during their absence, but some may continue to 
treat their children as if they were younger. Some return-
ing veterans interact with their children as if they were 
soldiers, creating distance in the parent–child relation-
ship. Children with a parent returning from deployment 
may experience problems with regression and acting-out 
behaviors.79, 80 The amount of family disruption following 
a combat-related injury to a family member during an 
OEF/OIF deployment has been found to be associated 
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with higher levels of distress in children.81 Collectively, 
these findings point to mental health effects on children 
associated with parental deployment and family readjust-
ments during departure and upon homecoming.

One clinically important area that research appears 
to address only indirectly is how deployment and read-
justment affect the developmental stages of adult life that 
returning veterans must negotiate. Veterans returning 
from deployment in their mid-to-late twenties may find 
themselves having to choose a new career, as military skills 
learned and achievements such as rank and leadership 
may not translate well into civilian jobs. Older veterans 
leaving military service after many years face a dilemma 
of whether to retire from work altogether or embark on 
a new career. Many veterans will therefore face stressful 
mid-life career changes that may necessitate returning 
to school after a long time away or having to start “at 
the bottom” in their careers. Injuries or health problems 
acquired during deployment may force some returning 
veterans to reconsider their previously chosen career 
paths. Veterans who opted to join the military in lieu of 
attending college may be disadvantaged in competition 
for jobs with civilians who achieved educational degrees 
and direct experience in their chosen line of work while 
the veterans were deployed. Vetearns with poor readjust-
ment after deployment have been shown to have lower 
income and lower employment rates, increasing psycho-
social stress.86 

Among veterans who opt to pursue higher education 
postdeployment, many report difficulties with their 
transition from military to college life. These transition 
difficulties are associated with greater posttraumatic stress 
symptom severity and less perceived social support.82 
Many veterans feel uncomfortable seeking support from 
their academic institutions,83 in part because veteran stu-
dents may feel unwelcome and out of place in their new 
academic environment.84 

Unemployment is also a persistent concern among 
veteran populations. According to the U.S. Department 
of Labor,85 the 2015 unemployment rate for OEF/OIF/
OND veterans was 5.8%. This exceeded rates for veterans 
across all eras (4.6%).85 One third (33%) of OIF/OEF 
veterans had at least one service-connected disability 
presenting potential barriers to employment.85 PTSD 
comorbidity may also contribute to veteran unemploy-
ment: nearly 40% of veterans with PTSD have been 
found to be rated as more impoverished and to have 

lower occupational functioning than their civilian coun-
terparts.86, 87 A 2009 report on employment among vet-
erans seeking outpatient PTSD services found that 61% 
were not working.88 The authors suggested that seeking 
disability compensation potentially discouraged efforts to 
achieve stable employment.89 

Military deployments may also disrupt social relation-
ships outside of the veteran’s family. Returning veterans 
may find that they are “out of sync” with same-aged peers 
and friends.90 Their friends may be at different life stages, 
having moved on with their own careers, family involve-
ments, friendships, and social activities. They may feel 
disconnected from former friends in the civilian world 
and may not feel that these friends can understand them. 
Older veterans who are medically retired from their mili-
tary careers, or who have enough years of service to retire, 
may return home to find that they do not have much 
in common with their civilian peers who will continue 
working for a number of years until retirement.

Given the many issues surrounding readjustment to 
civilian life, it is understandable that a substantial propor-
tion of returning veterans may encounter many difficul-
ties in social and interpersonal functioning, productivity, 
marital and family relationships, occupational and edu-
cational endeavors, engaging in community and leisure 
activities, and anger management after returning from 
deployment; additionally, stigma toward seeking help and 
alcohol misuse may further complicate veterans’ success-
ful adjustment to civilian life.38, 91 In a review of the VA 
records of OEF/OIF veterans who sought treatment 42 
months after deployment 40% acknowledged problems 
readjusting to civilian life and 25% had difficulties in 
all areas of functioning.38 The most frequently endorsed 
problem areas were related to interpersonal functioning, 
such as difficulties confiding personal thoughts and feel-
ings to others and getting along with spouses, children, 
and friends. The single most frequently reported problem 
was difficulty controlling anger. Occupational function-
ing problems, such as difficulties finding or keeping a job 
and doing what is needed for work or school, were also 
endorsed. Problems were also reported in functioning at 
home, such as completing chores; in leisure functioning, 
such as enjoyment or making good use of free time; and 
in finding meaning and purpose in life. The increasing 
use of alcohol and other substances was another problem 
area identified among veterans after their return from 
deployment.
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Several other studies have found psychosocial func-
tioning problems to be associated with PTSD. Problems 
readjusting to civilian life endorsed by OEF/OIF/OND 
veterans were found to be associated with screening pos-
itive for probable PTSD in a VA medical record study 
by Sayer et al.38, 74 Impairment in psychosocial and 
occupational functioning and adjustment were found to 
be associated with PTSD in a study of National Guard 
and Reserve veterans.92 Interpersonal and social problems 
were specifically associated with avoidance and numbing 
symptoms, but overall functional impairment and global 
distress was specifically associated with hyperarousal 
symptoms. Problems in physical functioning, role func-
tioning, physical pain, and general health were associated 
with PTSD in a study reviewing intake data from OEF/
OIF veterans seeking healthcare through a VA postde-
ployment health clinic.47 Disruptions to relationships, 
especially family relationships, have been found to be 
more strongly associated with mental health functioning 
in female than in male veterans.93

Treatment Barriers for Trauma-
Related Mental Health Problems 
of OEF/OIF/OND Veterans
Any major review of treatment for trauma-related mental 
health problems of OEF/OIF/OND veterans must be 
preceded by an understanding of the substantial barriers 
to engagement and retention in treatment faced by today’s 
veteran population. Interpersonal and other social prob-
lems associated with PTSD may have the unfortunate 
effect of isolating veterans from the social support systems 
designed to help them.94 These issues may stem from 
feelings of alienation, irritability, or behavioral avoidance 
often associated with PTSD. Younger cohorts of veterans 
differ from Vietnam and Persian Gulf era veterans in 
important ways that may affect their ability to engage 
and remain in treatment, including gender composition, 
marital status, legal history, age, and deployment expe-
riences.69 For example, many OEF/OIF/OND veterans 
have young families and are employed. These two factors 
alone can create scheduling challenges that make it dif-
ficult for veterans to repeatedly take time off work or 
arrange for child care to remain in treatment for long peri-
ods of time. In contrast, older veterans may have more job 
seniority or be retired, and their children may be adults, 
thus allowing them more scheduling flexibility. It stands 

to reason that the recent OEF/OIF/OND veteran cohorts 
may differ from previous cohorts in their treatment needs 
and responses to approaches geared toward addressing 
their current issues. A 2008 IOM report on PTSD treat-
ment identified the need for research to determine which 
kinds of treatment and strategies for delivery will be most 
effective for this particular cohort.

A potential organizational barrier to mental health 
treatment is a lack of the capacity to accommodate veter-
ans’ needs for access to care. For example, many veterans 
may be unable to leave work during hours that treatment 
is available, and obtaining transportation to an incon-
veniently-located service provider facility may present 
an insurmountable hardship. VA PTSD Clinical Teams 
have historically accommodated Vietnam-era veterans 
with their more chronic and persistent symptoms than 
recently returning veterans,95 whose treatment needs may 
be different and whose growing numbers may overwhelm 
existing service capacities. VA personnel have been added 
nationally to address the mental health treatment needs of 
the current OEF/OIF/OND cohorts, but not all facilities 
have received these additional resources.

Stigma has also been a longstanding barrier to 
mental health care for military personnel. Soldiers with 
mental health problems have been found to be twice 
as likely as their civilian counterparts to acknowledge 
concerns related to the stigma surrounding mental ill-
ness. In particular, they describe fears of embarrassment, 
damage to their careers, loss of confidence in them by 
members of the unit, and being perceived by their peers 
as weak if their mental illness is discovered; additionally, 
they have more negative beliefs about treatment.2, 67, 96, 97 

Many of their concerns and perceptions may be well 
founded, as the military has historically maintained a 
policy of reporting substance abuse and other mental 
health problems to soldiers’ superiors.6 These manda-
tory reporting rules may discourage personnel who need 
treatment from seeking and accepting mental health and 
substance abuse treatment referrals. Although a desired 
function of the mandatory mental health/substance abuse 
reporting requirement is to identify impaired soldiers who 
could potentially endanger themselves and others, this 
practice unfortunately reduces the likelihood that those 
needing treatment will receive it. Addressing this issue, the 
IOM has encouraged the DoD to “actively promote an 
environment to reduce stigma and encourage treatment 
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for mental health and substance use disorders in an effort 
to improve military readiness and ability to serve.”6 

Recently, strategies have been employed to normalize 
the use of mental health services after combat exposure, 
including postdeployment evaluations within the military 
and also at VA facilities upon discharge from the military. 
Despite these efforts, some veterans deliberately downplay 
symptoms in efforts to avoid the detection of their mental 
health problems, either as an attempt to achieve more 
rapid discharge from military service or in hopes that 
their symptoms will abate without professional attention.

Engagement and retention in mental health treat-
ment appear to be especially difficult for current cohorts 
of returning military veterans. A comparison of treatment 
adherence among OEF/OIF veterans and Vietnam-era 
veterans found OEF/OIF treatment dropout rates to be 
more than twice those of Vietnam veterans, and treat-
ment attrition was independent of their pretreatment 
distress level.75 In a multi-era sample of veterans, of those 
who accepted a referral for specialty mental health care, 
approximately 25% did not attend the first treatment 
session and of those who did, 25% did not attend the 
second session.98 Studies have estimated the average drop-
out rate for evidence-based PTSD therapies in veterans 
at 23%.99 Evidence regarding the association of treatment 
adherence with occupational status is mixed.69, 95 Possible 
explanations for the especially high treatment attrition 

rates within OEF/OIF/OND veterans might be the 
heightened sensitivity of this cohort to stigma surround-
ing mental health problems, or the fact that treatment 
approaches designed for prior-era veterans may not ade-
quately meet the needs of veterans of the current era’s 
wars. Chard, Shumm, Owens, and Cottingham observed 
that the chronic PTSD of prior era veterans does not 
generally respond as well to treatment as PTSD in newly 
returning veterans.100 Fontana and Rosenheck suggested 
that premature attrition from treatment may result in 
worsening symptoms over time, leading to reduced social 
functioning, particularly occupational functioning.69 
Therefore, receiving effective treatment prior to the ero-
sion of social support systems and before PTSD becomes 
persistent is likely to be a particularly important aspect of 
mental health care for returning veterans.

Summary
Part 1 of this lesson has focused on psychiatric and 
readjustment problems of OEF/OIF/OND veterans, 
including information on PTSD, TBI, and other 
psychiatric disorders. Additionally, barriers to veterans 
engaging in treatment for mental health symptoms were 
discussed. Part two of this lesson concludes with an 
overview of medication and psychosocial treatment for 
trauma-related mental health problems.  
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Multiple-Choice Questions

5. Which of the following factors related to military trauma exposure are unique to OEF/OIF/OND 
veterans? 

A.  Threat was typically constant and ongoing due to having no “front lines.” 

B.  Many operations occurred in largely urban areas where civilian crowds made identification of the enemy 
difficult.

C.  Suicide bombers could infiltrate purportedly “safe” zones.

D.  All of the above

6. According to recent literature reviews, in what range are the prevalence rates of PTSD among OEF/
OIF/OND? 

A.  0–4% 

B.  5–30% 

C.  50–70% 

D.  80–100%

7. Which of the following has research identified as risk factors for suicide among OEF/OIF/OND 
military personnel and veterans? 

A.  The diagnosis of alcohol and other substance use disorders 

B.  The diagnosis of psychotic spectrum disorders 

C.  Short deployment 

D.  Lack of impulsivity

8. All of the following items listed below are common difficulties associated with TBI, except: 

A.  problems with executive functioning. 

B.  fatigue. 

C.  sensitivity to light and noise. 

D.  psychotic symptoms.
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CME Lesson Overview

Large numbers of combat veterans of the war in Iraq and Afghanistan have returned home with social, cultural, 
and psychological issues unique to this cohort. The increased length of deployments, increased reliance on the 
National Guard, increase in female service members, changes to combat methods, and increased survival rates 
likely play a large role in these difficulties. However, there have also been advances in treating both the physical 
and mental difficulties of those returning from combat. In this lesson, the authors explore the psychiatric 
and readjustment problems of returning veterans, including PTSD and traumatic brain injury, identify risk 
factors for mental health problems in veterans, and discuss the impact that these incidents have on the lives 
of returning veterans. 

Key Point 1:  There Are Psychiatric and 
Readjustment Problems Experienced by 
Many OEF/OIF/OND Veterans

Many veterans experience combat related 
trauma or military sexual trauma that im-
pacts their ability to return to pre-trauma 
functioning upon returning from deploy-
ment. PTSD is the psychiatric disorder 
most likely to arise after OEF/OIF deploy-
ments. Additionally, there are high rates of 
military sexual trauma in veterans, with ap-
proximately 41% of women and 4% of men 
reported experiencing MST between 2009 
and 2011, which can significantly impact the 
veteran’s interpersonal realtionships and 
lead to various psychiatric issues. 

Key Point 2: PTSD, TBI, and Other 
Psychiatric Disorders Commonly Occur in 
OEF/OIF/OND Veterans

The most common disorders identified 
in veterans were PTSD, anxiety disorders, 
adjustment disorders, depressive disorders, 
alcohol use disorders, and drug use disor-
ders.  Additionally, TBI has been labled as 
the “signature injury” of the Iraq and Af-
ghanistan war, and between 12% and 23% of 
OEF/OIF/OND veterans are estimated to 
have sustained a TBI while deployed. 
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Key Point 3: Concerns and Barriers for 
OEF/OIF/OND Veterans That Impact 
Their Engagement In Mental Health Care

Several concerns impacting veterans’ en-
gagement in treatment include their inabil-
ity to access care, stigma amongst veterans 
for seeking care for mental health, and high 
rates of drop out from treatment. There 
are also various psychosocial factors that 
may impact a veteran’s willingness to seek 
mental health care, such as family and/or 
employment obligations. 
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LEARNING OBJECTIVES: Clinicians will review the problems returning OEF/OIF veterans have that differ from the char-
acteristic problems of veterans of earlier conflicts; and treatment modalities for OEF/OIF/OND veterans, including medication 
and evidence-based psychotherapeutic interventions. Also discussed is the role of family interventions and the need to utilize 
community mental health resources in comprehensive treatment plans. Novel treatment options for various mental health prob-
lems are also reviewed. 

LESSON ABSTRACT: As PTSD is the disorder most likely to occur after OEF/OIF deployment, the authors review first-
line medication treatment as well as effective psychosocial treatments for PTSD and then other psychiatric disorders. Various 
psychotherapy options for the treatment of common mental health problems in OEF/OIF/OND veterans are discussed. Prolonged 
exposure therapy and cognitive processing therapy are currently the most utilized evidence-based therapies for PTSD within the 
VA; however, many other treatments, such as EMDR, stress inoculation training, and imagery rehearsal therapy, have also been 
found to be effective. Further research into all psychotherapy treatments’ comparative efficacy is needed. Additionally, emerging 
treatments such as virtual reality therapy and deep brain stimulation are briefly reviewed. 

COMPETENCY AREAS: This lesson helps clinicians to employ evidence-based practice and addresses the learning gap 
of knowledge in providing effective medication and psychosocial treatment of PTSD and other psychiatric disorders affecting 
veterans. 
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Overview of Treatment for 
Trauma-Related Mental Health 
Problems
The mental health treatment of veterans begins with 
adequate psychiatric and psychosocial assessment. The 
accurate diagnosis of psychiatric disorders, such as PTSD, 
is needed to select the type of treatment most likely to be 
effective. Just as important, however, is the assessment 
of psychosocial problems that are likely to occur in asso-
ciation with such disorders but also commonly occur in 
the absence of psychiatric illness. Adjustment difficulties, 
distress, and isolated symptoms can create significant 
problems for veterans. These issues should not be con-
fused with psychiatric illness, and clinicians should avoid 
pathologizing these kinds of difficulties. At the same time, 
clinicians should also take care to avoid minimizing the 
importance of psychosocial problems simply because they 
do not amount to a diagnosable disorder. Although the 
reduction of symptoms is a worthy goal of treatment, 
restoring psychosocial functioning is also an important 
consideration. Recognizing and providing assistance with 
these common problems can make a positive difference 
in the lives of many veterans.

The mental health assessment of returning OEF/
OIF/OND veterans should provide a comprehen-
sive evaluation of their psychosocial functioning, 
including their functioning prior to military ser-
vice.1 Information should also be obtained regarding 
their coping behaviors, trauma history, and specific 
experiences of deployment that stand out for them. 
Safety factors, such as suicidality and homicidality, 
should be carefully assessed as well as the potential for 
domestic violence and child abuse. These safety factors 
and psychosocial functioning should continue to be 
evaluated, along with symptom levels, over the course 
of treatment, as they may change over time.

Treatment should not only be based on the psychiat-
ric diagnosis but should also address specific symptoms 
interfering with the veterans functioning or causing 
distress, such as intrusive memories, depressed mood, or 
anhedonia. For example, veterans with PTSD who strug-
gle with avoidance behaviors may benefit from therapy 
that specifically targets avoidance, such as prolonged expo-
sure therapy (PE). Veterans with PTSD who express guilt 

and self-doubt about a decision they made in combat 
may benefit more from a therapy that focuses on nega-
tive thought patterns, such as cognitive processing therapy 
(CPT). Veterans with PTSD who are hyperaroused and 
cannot sleep may benefit from medication that has sed-
ative side effects, and those with nightmares may benefit 
from the administration of prazosin (Minipress). The 
treatment plan for returning veterans might include two 
or more therapeutic modalities targeting PTSD and other 
psychopathology (e.g., individual psychotherapy, group 
psychotherapy, and medication).

Because mental health treatment approaches for 
OEF/OIF/OND veterans have largely focused on PTSD, 
this review will begin with specific treatments for PTSD 
and then move to broader interventions for adjustment 
problems more generally. In 2010, the VA and DoD 
jointly published a set of clinical practice guidelines 
outlining the evidence-based treatment approaches for 
PTSD,2 recommended as “first-line” treatments. The 
IOM independently evaluated scientific evidence from 
1980 to 2007 for pharmacologic and psychological 
treatment modalities for PTSD.3 These IOM and VA/
DoD treatment reviews and recommendations played a 
significant role in determining the focus for the review 
of treatments provided later in this lesson. In general, 
time-limited therapy approaches may be most desirable 
for treating returning veterans, given the aforementioned 
barriers to treatment and relatively high therapy attrition 
rates in this veteran cohort. Randomized controlled trials 
(RCTs) are the current standard for determining the 
effectiveness of a treatment. Although RCTs specifically 
targeting OEF/OIF/OND veterans’ responses to tradi-
tional therapy approaches are available, their numbers are 
still relatively sparse.

Treatments for mTBI in veterans who are still 
symptomatic are less well established, as the majority 
fully recover, even without treatment.4 Clinical practice 
guidelines for mTBI noted a lack of evidence establishing 
direct causality between the brain injury and post-con-
cussive symptoms and a lack of objective indicators of 
brain pathology. Because post-concussive symptoms do 
not correlate with objective indicators of brain injury 
and pathology, the guidelines recommend symptomatic 
treatment for mTBI.4 
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Pharmacotherapy:

Research has provided substantial evidence of the benefit 
of pharmacotherapy for the treatment of mental health 
problems that arise in veterans. Medication is often 
prescribed to target specific symptoms, such as night-
mares, depressed mood, anxiety, or irritability. While 
some veterans choose to only seek pharmacotherapy or 
psychotherapy, research has recommended the use of 
both medication and psychotherapy as likely to be most 
effective.12

Antidepressants

Selective serotonin reuptake inhibitors (SSRIs), such 
as paroxetine (Paxil), sertraline (Zoloft), citalopram 
(Celexa), and fluoxetine (Prozac, Sarafem), are con-
sidered a mainstay of treatment for PTSD as first-line 
pharmacotherapeutic agents.5-7 Although only paroxe-
tine and sertraline are approved by the U.S. Food and 
Drug Administration (FDA) for the treatment of PTSD, 
there is extensive evidence from numerous large RCTs on 
the efficacy of various agents of this class.5–9 Long-term 
studies have further demonstrated evidence of SSRIs’ 
benefit in maintaining acute-phase gains and prevent-
ing relapse.7, 10 Considerable evidence has also accrued 
on the efficacy of other classes of antidepressants, such 
as serotonin/norepinephrine-specific agents (SNRIs; espe-
cially venlafaxine [Effexor] and mirtazapine [Remeron, 
Remeronsoltab]), certain tricyclic antidepressants (e.g., 
amitriptyline [Elavil], imipramine [Tofranil]), monoamine 
oxidase inhibitors (MAOIs, e.g., phenelzine [Nardil]), and 
alternative or atypical serotonergic antidepressant agents 
(e.g., nefazodone).5, 7, 8, 9, 11

The strategies and procedures for treating PTSD 
with antidepressant medications are similar to the treat-
ment of major depression with these medications. The 
effectiveness of these medications is independent of their 
antidepressant properties. They may also help with the 
management of common comorbid disorders (depressive 
disorders and other anxiety disorders, such as panic dis-
order) and troublesome symptoms, such as irritability, 
aggression, and suicidal ideation. The newer SSRIs and 
SNRIs have fewer adverse effects, favorable safety profiles, 
and simpler titration schedules than tricyclic antidepres-
sants and other older psychotropic agents.12 An advan-
tage of these newer medications is that nonpsychiatric 

physicians (such as family practitioners and internists) 
may be more comfortable prescribing these medications, 
which may improve patient access to the psychotropic 
treatment of PTSD.

Several reviews of pharmacotherapy for PTSD have 
noted that the observed benefit from pharmacotherapy 
for PTSD in men and in combat veterans is not nearly 
as robust as that demonstrated in studies of civilian 
populations and women in particular.8, 7, 13-15 Stein et al., 
lamenting that many patients respond poorly to med-
ication or show only a partial reduction in symptoms, 
emphasized the need for the development of better 
psychotropic agents for the treatment of PTSD in the 
future.9 Due to many patients’ incomplete or inadequate 
response to pharmacotherapy, augmentation strategies 
have been devised using agents from various psychoactive 
medication classes.

Anticonvulsants

Interest in the use of mood stabilizers to augment phar-
macotherapy for PTSD arose in conjunction with theo-
ries that repeated traumatic experiences may lead to the 
sensitization and kindling of limbic discharges.12 Anti-
convulsants, used in the treatment of seizure disorders 
in which kindling is implicated, have been demonstrated 
effective in the treatment of mood disorders as well. 
Despite a theoretical basis for the use of anticonvulsants 
in the treatment of PTSD, anticonvulsant medications (as 
a class) were not found to be efficacious for PTSD in a 
comprehensive meta-analysis.11 This meta-analysis pro-
vides strong evidence against the seizure-like kindling 
theory of PTSD and against the use of anticonvulsants 
for the treatment of PTSD. 

Atypical Antipsychotics

Antipsychotic agents have also been widely used as 
adjunctive medications for PTSD treatment, despite 
many clinical guidelines recommending against their 
use in the treatment of PTSD.2,16,17 In a comprehensive 
meta-analysis of PTSD treatments, antipsychotics were 
found to have a small positive effect as a treatment for 
PTSD.11 However, they have considerable side effects, 
including extrapyramidal symptoms (e.g., parkinson-
ism, tardive dyskinesia), metabolic derangements (e.g., 
weight gain, dyslipidemia), and cardiovascular (e.g., atrial 
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hypertension, sudden cardiac death) adverse events.18 

These potentially serious side effects, coupled with 
the small therapeutic benefits of antipsychotic medi-
cation, discourage their general use for veterans with 
PTSD who do not also have psychotic disorders.

Antianxiety Agents

Benzodiazepines have historically been used to treat 
PTSD for their anti-anxiety and sedative characteristics; 
however, clinical guidelines recommend against their 
use.2, 16, 17 Known problems in the use of benzodiazepines 
include the potential for over sedation, cognitive impair-
ment, psychomotor incoordination, respiratory depres-
sion, and dangers of overdose.19 In particular, tolerance 
and dependence are well-established risks with prolonged 
use. For patients with substance abuse and certain per-
sonality problems, which frequently accompany PTSD, 
benzodiazepines should be avoided. The dissociative and 
disinhibitory properties of benzodiazepines may cause 
problems in the management of PTSD. Benzodiazepines 
may further disinhibit behaviors among patients with 
impulse control disorders and contribute to dissociative 
states that may accompany PTSD. In summary, there is 
little evidence for efficacy of benzodiazepines for the 
treatment of PTSD, but there is considerable potential 
for problems emerging from the use of benzodiaze-
pines in PTSD treatment, as well as the potential 
for worsening the PTSD due to the reinforcement of 
avoidance of physiological symptoms.6, 7, 12

Another anti-anxiety medication that has been unsuc-
cessfully tried for PTSD is buspirone (Buspar). Although 
it is a nonaddictive antianxiety medication that is widely 
used for the treatment of anxiety, there is no evidence for 
its efficacy in treating PTSD.7, 12

Prazosin for the Treatment of Nightmares

Prazosin, an alpha a1-adrenergic blocker, widely used 
as an antihypertensive agent, has been increasingly used 
to treat combat-related PTSD in recent years, especially 
in the targeted management of nightmares and related 
sleep disturbances. The role of central nervous system 
adrenergic activity involving norepinephrine metabolism 
implicated in PTSD provides a theoretical basis for the 
use of prazosin in the treatment of PTSD. Mounting 
evidence from case studies, retrospective chart reviews, 

open-label trials, and RCTs support the use of prazosin as 
an adjunctive agent targeting specific sleep-related distur-
bances in OIF/OEF/OND veterans with combat-related 
PTSD.13, 20, 21

In summary, although only two medications have 
been FDA-approved for the treatment of PTSD, there 
are several medications that can be potentially helpful 
for PTSD. Recent recommendations have specifically 
discouraged the use of polypharmacy in treating PTSD.11

“Emerging” Medications for PTSD

Several promising studies have investigated novel treat-
ment approaches for the treatment of PTSD in which 
medication is paired with fear memory activation to 
augment memory extinction or interfere with reconsoli-
dation. Medications investigated in this research include 
d-cycloserine (a partial NMDA receptor glycine agonist), 
corticosteroids, rapamycin (also known as sirolimus, a 
protein kinase mTOR [mammalian target of rapamy-
cin] pathway agent), and empathomimetic agents (e.g., 
3,4-methylenedioxymethamphetamine [MDMA]), but 
research with these agents is too preliminary to inform 
clinical treatment recommendations.22 Other novel 
research agents of potential interest for PTSD are mor-
phine and ketamine (an NMDA receptor antagonist), 
but research on these agents to date is not sufficiently 
developed to consider these agents as likely treatment 
candidates.23 

Psychotherapy:

The VA’s Office of Mental Health has initiated a national 
rollout of evidence-based therapies targeting psychiatric 
and psychosocial problems commonly faced by return-
ing veterans, such as PTSD, major depression, substance 
abuse, and family problems. The specific therapies being 
rolled out by the VA, to be described in detail below, are 
CPT, cognitive behavioral therapy (CBT), acceptance and 
commitment therapy (ACT), PE therapy, and integrative 
behavioral couples therapy (IBCT). Psychotherapies are 
deemed “evidence-based” only after their efficacy has 
been supported by RCTs with equivalent groups and with 
minimal attrition.24, 25 These treatments require intensive 
therapist training and often include post-training con-
sultation to assist with implementation. Many of these 
therapies have been studied in veteran populations, and 
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recent research has examined their utility with OEF/OIF/
OND veterans.

Evidence-based psychotherapies, such as CPT and 
PE, have demonstrated evidence of effectiveness, but 
they also have well-documented limitations. Dropout 
rates are high, and dropout has been found to be asso-
ciated with younger age, higher military rank, poor 
symptom improvement, comorbid substance use, and 
limited clinician training.26, 27, 28 PTSD symptom levels 
remain high in many veterans, even after the completion 
of an evidence-based therapy.26, 29

Cognitive Processsing Therapy for PTSD

CPT is a form of trauma-focused CBT employing both 
cognitive/behavioral and narrative exposure techniques.30 
Trauma-related beliefs regarding self, others, and the 
world are addressed with an emphasis on exploring issues 
of safety, trust, power/control, esteem, and intimacy.

As a manualized treatment, CPT has 12 sessions 
designed to build on one another, and an additional ses-
sion is provided for patients with prominent traumatic 
grief.31 CPT is offered in individual and group formats, 
with preliminary evidence that the individual format 
is more effective than the group format for active-duty 
military personnel.32 Therapy begins with psychoeduca-
tion focused on common psychological effects of trauma 
exposure. CPT frames PTSD as a disruption of the nor-
mal emotional recovery process following exposure to 
trauma. It then provides an explanation of the cognitive 
model and allows patients to practice identifying their 
own thoughts and resulting feelings related to specific 
traumatic and non-traumatic events. Throughout the 
therapy, persistent maladaptive thoughts (“stuck points”) 
are gently challenged using Socratic questioning, and 
patients are taught cognitive/behavioral techniques to 
challenge their own negative thoughts. By considering 
alternate interpretations of events, patients can view their 
trauma(s) in a more realistic and balanced manner. In 
a clinical trial comparing treatment outcomes between 
OEF/OIF/OND veterans receiving CPT or treatment 
as usual, Alvarez et al. (2011) found CPT to be more 
effective in reducing posttraumatic stress and depressive 
symptoms, improving quality of life, improving coping, 
and reducing distress. Specifically, after completing CPT, 
16.1% of the participants were classified as “recovered” 

and 41.3% classified as “improved” based on a self report 
measure of PTSD symptoms.33 In a recent RCT for active 
duty OEF/OIF/OND military personnel with combat-re-
lated PTSD, group CPT out-performed a non-trauma 
focused group psychotherapy comparison group.34 

Prolonged Exposure Therapy for PTSD

PE therapy has four components. First, therapy begins 
with psychoeducation providing information about 
common trauma reactions and the normalization of 
patients’ current avoidant coping strategies. The ratio-
nale of treatment and goals of treatment are explained. 
Second, patients learn breathing retraining to assist with 
relaxation. The third and fourth components are imaginal 
exposure (repeated retelling of the traumatic experience 
story) and in vivo exposure exercises. PE therapy is typi-
cally completed in 8–12 90-minute sessions.

PE is based on the emotional processing theory pos-
iting that PTSD symptoms are a product of cognitive 
and behavioral avoidance of trauma-related reminders.35 
During PE, psychotherapists help patients with efforts to 
interrupt and reverse cognitive and behavioral avoidance 
through corrective information. PE therapy is thought to 
reduce distress by allowing patients to approach their fear-
ful memories in the presence of objectively safe remind-
ers of the traumatic experience.36 Patients learn that the 
distress related to the memory will not last forever and 
that they will eventually habituate to it. As anxiety sur-
rounding the memory decreases, patients are able to gain 
a more complete understanding and acceptance of their 
memories of the traumatic event. Patients also participate 
in in vivo practice sessions with real-life assignments to 
help them re-engage in activities they have been avoiding 
because they are reminders of the traumatic experience. 
Through these assignments, patients learn that feared 
situations, such as a crowded shopping mall or watching 
a military documentary, are objectively safe and can be 
tolerated. Repeated real-life practices in PE therapy result 
in habituation, with patients becoming less anxious and 
more actively engaged in their current lives. 

To date, no RCTs have been conducted to specifically 
assess the efficacy of PE in OEF/OIF/OND veterans with 
PTSD. However, in a multi-site RCT, PE was significantly 
more effective than a non-trauma focused comparison 
condition at reducing PTSD symptom severity for female 
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veterans across multiple service eras.37 This finding has 
been replicated by several other studies of veterans from 
various eras, including OEF/OIF/OND, confirming the 
effectiveness of PE with veterans.38, 39

Cognitive Behavioral Therapy for Depression

CBT is supported by substantial empirical evidence as a 
treatment of choice for PTSD and other mental health 
problems. Through cognitive restructuring techniques, 
CBT targets unrealistic cognitions that create or con-
tribute to negative emotions that are considered central 
to the psychopathology of depressive disorders. Patients 
learn to identify and change common patterns of negative 
thinking known as cognitive distortions. Relationships 
among thoughts, feelings, and behaviors are explored, 
with an emphasis on using restructured cognitions and 
behavioral activation to improve mood states.40 

Acceptance and Commitment Therapy for 
Depression

ACT is a form of CBT that differs from traditional CBT 
in that its focus is not on examining or changing one’s 
thoughts, feelings, or memories, but rather on simply 
recognizing and accepting them. This approach uses 
mindfulness and acceptance strategies along with com-
mitment toward values-oriented behaviors to promote 
psychological flexibility and improvements in mood. ACT 
approaches have been used in the treatment of PTSD, 
although to date, RCTs evaluating ACT’s effectiveness 
for PTSD are not available in the published academic 
literature. Lang et al. conducted an RCT to determine the 
efficacy of ACT to treat emotional distress in OEF/OIF/
OND veterans by comparing it to present-centered ther-
apy.41 ACT was found to reduce depressive and anxiety 
symptoms in veterans; however, the effects of ACT did 
not significantly differ from the present-centered therapy 
comparison condition. 

Seeking Safety

Seeking Safety therapy is designed for the simultaneous 
treatment of posttraumatic stress symptoms and comor-
bid substance misuse.42 Seeking Safety is recognized by 
the International Society for Traumatic Stress Studies as 
an effective treatment for coexisting PTSD and substance 
use disorders, and it is widely used across a number of 

VA settings. This therapy is present-focused rather than 
trauma-focused. It is manualized for both clinicians and 
patients. The primary theme throughout the treatment 
is safety in interpersonal relationships and in the man-
agement of emotions, thought processes, and behaviors. 
Seeking Safety incorporates a focus on ideals and values 
prior to the development of posttraumatic stress and sub-
stance abuse and their related behaviors. Seeking Safety 
was designed to be adaptable to a number of formats, 
including group and individual therapy settings. This 
therapy provides content in case management, cognitive, 
behavioral, and interpersonal domains. The Seeking 
Safety materials provide 25 modules, focusing on top-
ics such as safety, recovery cognitions, detaching from 
emotional pain, and community resources, that can be 
presented in any order and as needed. Clinician self-care 
and therapeutic issues are also addressed. Modules have 
accompanying patient handouts with relevant psychoed-
ucational materials and exercises for developing coping 
skills and practice assignments to be completed between 
sessions. The shorter time frame of 25 sessions for Seek-
ing Safety, as opposed to some longer-term substance use 
treatment programs, may have practical implications for 
OEF/OIF/OND veterans who have known problems 
with treatment retention.

Seeking Safety has been applied in a variety of pop-
ulations, including male and female veterans, homeless 
individuals, and inmate populations. Outcome studies 
have demonstrated reduced posttraumatic stress symp-
toms, stronger problem-solving and coping skills, better 
social functioning, and an enhanced sense of meaning 
(see Najavits, 2009, for a review).43 Seeking Safety has 
been found effective compared to treatment-as-usual 
and wait-list control conditions in several RCTs. It has 
also been found to be associated with reduced drug use, 
increased treatment attendance, greater client satisfaction, 
and more active coping.44, 45 

Imagery Rehearsal Therapy for Nightmares

Imagery rehearsal therapy (IRT) for nightmares is a prom-
ising treatment that has been used in varying formats 
for many years and extensively implemented in VA 
settings. IRT research has demonstrated treatment-re-
lated reductions in trauma-related nightmares and other 
posttraumatic stress symptoms. Van Schagen, Lancee, 
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Spoormaker, and van den Bout demonstrated in a recent 
RCT that IRT was effective for a diverse range of psychi-
atric disorders, including PTSD.46 A version of the ther-
apy developed by Krakow and Zadra has been successfully 
implemented with veterans.47 This and similar protocols 
have been found to reduce nightmares and posttraumatic 
stress symptoms in mixed era veterans (including OEF/
OIF/OND veterans) as well as active-duty soldiers.48-54

Family Therapies

Because research has clearly demonstrated that the 
stressors of deployment and ensuing readjustment issues 
can negatively affect not only the veteran, but also the 
veteran’s family, the Veterans Health Administration 
(VHA) Uniform Mental Health Services Handbook 
has established guidelines for mental health care and 
the integration of care across VA programs.55, 56 This 
handbook recommends provisions for family involve-
ment in treatment planning and care when requested 
by the veteran. Of particular relevance for returning 
veterans coping with posttraumatic stress or depressive 
symptoms or with adjustment concerns that also involve 
the family are two types of therapy: IBCT and a modified 
version of the Support and Family Education (S.A.F.E.) 
family group.

IBCT was developed by Jacobson and Christensen in 
response to research findings that traditional behavioral 
therapy for couples suffered from substantial relapse rates57 
and that efficacy was variable across various populations.58 
IBCT retains the basic behavioral strategy of traditional 
behavioral couple therapy, such as communication and 
problem-solving skills training and behavioral exchange 
interventions, but its primary and initial focus is on emo-
tional acceptance. In this therapy, recurrent problematic 
interactions within couples are identified, and couples 
are then encouraged to express underlying emotions of 
hurt and fear along with their anger during these inter-
actions to promote empathy and intimacy. Christensen 
et al. and Jacobson, Christensen, Prince, Cordova, and 
Eldridge demonstrated two distinct advantages of IBCT: 
(1) efficacy with a broader range of couples than served 
by traditional behavior therapy and (2) indications that 
the therapeutic benefits may be maintained.59, 60 

A recent study by Roddy, Nowlan, Doss, and Chris-
tensen reported that the benefits of ICBT have been 

found to persist for at least five years after treatment.61 
Erbes, Polusny, MacDermid, and Compton developed 
an adaptation to IBCT that is especially tailored to the 
needs of returning OEF/OIF veterans and is briefer 
than standard IBCT,62 requiring 12–14 rather than 
24–26 sessions. The Erbes et al. adaptation provides 
an education component covering deployment-related 
concerns, PTSD, and various symptoms, incorporating 
motivational interviewing techniques such as identifying 
the pros and cons of change as needed to enhance moti-
vation to remain in treatment.63 Although this version 
of IBCT has not yet been empirically tested, Erbes et 
al. have suggested that reductions in relationship conflict 
and the enhancement of partner empathy and intimacy, 
combined with education about the effects of PTSD and 
the use of skills training, may reduce the level of distress 
of both partners and improve relationship functioning 
after veterans return from deployment. IBCT is also being 
studied as a web-based intervention for distressed couples 
as a means of increasing access to treatment.61 

S.A.F.E., developed at the Oklahoma City VA Med-
ical Center,64 is another form of family therapy designed 
to help family members cope with the psychological 
symptoms of the veteran in their family. The focus of 
the program is broad and addresses several psychiatric 
disorders, including schizophrenia, depression, and bipo-
lar disorder. The many topics covered in this program 
require a total of 18 sessions. In response to the influx 
of OEF/OIF veterans, Bowling, Doerman, and Sherman 
adapted and condensed the S.A.F.E. program to address 
issues specifically relevant to families of returning OEF/
OIF veterans,65 such as PTSD and general reintegration 
problems, in a 12-session program with accompanying 
handouts of resource lists, psychoeducational materials, 
and exercises involving topics such as parenting, com-
municating with one’s loved one, caring behaviors, and 
coping with PTSD. The developers of the program sug-
gested holding two group meetings per month, one with 
veterans attending along with family members and the 
other for family members only, but facilitators are encour-
aged to adapt the program as appropriate to their needs. 
Families’ response to this program has been overwhelm-
ingly positive. An RCT has not yet been conducted, but 
early research has shown that family members of veterans 
who participate in the S.A.F.E. program demonstrate an 



L003386 : Working with Trauma-Related Mental Health Problems Among Combat Veterans of the Afghanistan and Iraq Conflicts, Part 2: Treatment Considerations  

40

increased understanding of mental illness, increased care-
giver self-care, and increased awareness of VA resources.64

Recently, the Reaching out to Educate and Assist 
Caring, Healthy Families (REACH) program has also 
been developed and studied in veteran populations. The 
REACH program is a nine-month psychoeducational 
multifamily group designed for veterans with PTSD and 
their family members. Veterans who participated in the 
REACH program have shown substantial improvement 
in empowerment, family communication and problem 
solving, and coping with PTSD symptoms. Family mem-
bers who participated showed similar improvements in 
these areas as well.66

Virtual Reality Therapy

Virtual reality therapy (VRE) involves the visualization, 
interaction, and/or manipulation of stimuli through 
the use of computers. VRE utilizes technology to pro-
vide more consistent and controllable stimuli than 
what patients’ imaginations can produce.67, 68 VRE uses 
computer graphics in motion-tracked displays allowing 
vibrations, sounds, and scent deliveries to enhance the 
realism of the exposure. This approach has been used with 
some success to treat PTSD in Vietnam veterans,69 Iraq 
veterans,70 and survivors of the 9/11 attacks on New York 
City’s World Trade Center.71 Research has also compared 
VRE to traditional therapies for PTSD. A recent study 
found VRE to be effective in reducing posttraumatic 
stress symptoms; however, PE therapy was found to have 
greater symptom reduction at three- and six-month fol-
low up in active military service members.72 VRE was also 
associated with higher treatment dropout, suggesting that 
some veterans may have found this therapy too intense 
to complete.72 The limitations of VRE involve associated 
costs, the potential for malfunctioning equipment to 
disrupt the therapeutic process, and some patients being 
distracted or overwhelmed by the realism provided by the 
VRE technology. Additional research is needed compar-
ing VRE to more traditional interventions. 

Other Interventions:

Brain Stimulation Treatments

Various brain stimulation techniques, including transcra-
nial magnetic stimulation (TMS), deep brain stimulation 
(DBS), vagal nerve stimulation, and transcranial direct 

current stimulation (tDCS), have been or are currently 
being studied as potential treatments for PSTD.73–76 

TMS uses a pulsed magnetic field to modulate 
neuronal activity. A coil is placed near the scalp and a 
variable electric current is pulsed through the coil, cre-
ating magnetic waves that penetrate the skull and alter 
neuronal activity in the targeted area.73 A recent review 
by Karsen et al. examined eight separate studies of TMS 
used as the primary treatment for general population 
members with PTSD.75 All studies in this review found 
that TMS reduced PTSD symptoms, and both high- and 
low-frequency stimulation were found to be effective. A 
review and meta-analysis by Berlim and Van den Eynde 
of controlled trials of TMS specifically applied to the 
dorsolateral prefrontal cortex found similar results,77 with 
reductions in posttraumatic stress, general anxiety, and 
depressive symptoms.77 In their very recent systematic 
review and meta-analysis, Trevizol et al. also concluded 
that active TMS was superior to a control for the treat-
ment of PTSD.78 Because the published studies have been 
limited by small sample sizes, the generalizability of results 
has not been determined, and thus additional research is 
needed. To date, no published studies have specifically 
investigated the effectiveness of TMS for veteran PTSD. 

DBS has been studied as a potential treatment for sev-
eral psychiatric disorders. No studies of DBS for PTSD 
have yet been published, although an RCT is currently 
underway.79 

Vagal nerve stimulation is currently being studied in 
animal models as a possible treatment for PTSD.76 tDCS 
has been studied in humans as a treatment for depression, 
but there are no published studies for PTSD.76 

Treating General Postdeployment Adjustment 
Problems

Although psychosocial and adjustment difficulties on 
homecoming can be distressing,80 these difficulties alone 
do not constitute psychiatric illness and therefore warrant 
different kinds of interventions. The first step in develop-
ing interventions for adjustment problems of returning 
veterans is a comprehensive assessment of psychosocial 
functioning that addresses the areas identified above as 
well as safety issues, pending legal issues, and all other 
psychosocial concerns relevant for all service members.1 
Because veterans recently returning from deployments are 
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especially likely to have protective factors, such as intact 
families, employment and educational aspirations, and 
fewer legal problems, clinical interventions for returning 
veterans should be designed to preserve the social assets 
already present.

An important area to assess is the level of functioning 
at work or in school. Occupational issues may vary from 
unemployment and difficulty finding a job, to embarking 
on a new career after discharge or retirement from the 
military, to problems of low productivity, anger, and 
interpersonal difficulties on the job. Veterans making a 
transition to a different career may benefit from voca-
tional counseling that provides interest inventories and 
tests of skills and abilities, coaching for interviewing skills, 
assistance with resume writing, training in a new field, 
and emotional support and therapy to address potential 
impediments, such as negative self-talk, that can under-
mine confidence. In particular, Individual Placement and 
Support (IPS) is an evidence-based vocational rehabilita-
tion model that encourages engagement in competitive 
employment rather than sheltered jobs.81 IPS has been 
shown to enhance psychosocial functioning (i.e., self-es-
teem and quality of life) as well as increase the likelihood 
of employment.82 

Veterans who anticipate returning to school may 
benefit from case management assistance to help them 
identify and apply for educational benefits. Considering 
that veteran students tend to seek support from their 
peers,83 student veteran groups can potentially increase 
social support and ease the transition between military 
and college life.84 Additionally, veterans may benefit from 
assistance in developing study skills and support as well 
as developing realistic expectations and managing stress 
associated with returning to school after a long period of 
time away in a different context.

The assessment of family functioning may also iden-
tify problems in veterans after their return from deploy-
ment. Couples with relationship problems may benefit 
from marital therapy. Alternatively, specialized retreats 
designed for returning veterans and their spouses that 
are offered by various organizations may allow couples to 
bypass barriers to formal treatment, such as stigma and 
the inconvenience of multiple sessions.84 Family therapy 
and parenting classes may also be helpful.86–88 Specifically 
tailored programs have been developed to help children 

adjust to the deployment and return of a military par-
ent. For example, the Sesame Workshop (the non-profit 
organization responsible for Sesame Street) has developed 
a collection of videos called the “Talk, Listen, Connect” 
series to help children learn to cope with the topics of 
deployment and return of a parent, change in the family, 
and grief.89

The Families Overcoming Under Stress Program 
(FOCUS) is a therapy for military families with a 
deployed parent. The protocol consists of eight sessions 
with parents, children, and families aimed at developing 
skills for emotion regulation and recognition, increasing 
the awareness of various perspectives on deployment, 
enhancing family coping skills, identifying strengths 
within the family, collaborative problem solving and goal 
setting, creating a shared narrative regarding the deploy-
ment, and improving access to community resources.85, 

87 Lester and colleagues (2012) compared outcomes in 
331 families who participated in FOCUS and reported 
significant reductions in anxiety, depression, and overall 
psychological symptoms after the completion of the 
intervention.86 Families who completed the program also 
showed better functioning, and their children demon-
strated increased prosocial behavior. An additional fol-
low-up study demonstrated similar success with boys and 
younger children having the best outcomes at one- and 
four-month follow ups.89 A previous RCT of the FOCUS 
program conducted with families with parental depres-
sion found this intervention to be effective.90 RCTs have 
not been conducted using FOCUS specifically targeting 
parental deployment. 

Relationships with friends and community involve-
ment should also be assessed. Hypervigilance and anxiety 
around crowds is a common complaint of returning vet-
erans, and these reactions may lead to withdrawal from 
activities in the community and isolation from the vet-
eran’s natural support systems. Participating in veterans’ 
groups and community projects or volunteer activities of 
interest to the veteran may help to reduce social isolation 
and provide meaning and a sense of purpose for the vet-
eran. It may help the veteran to learn to make distinctions 
between “military self ” and “home self.”

Problems in the area of anger control may have reper-
cussions across all domains of functioning as well. The 
assessment of anger-control problems should consider 
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the potential for domestic violence and/or abuse toward 
children. An option for veterans with anger-control 
problems is a referral to an anger-management group. 
Anger-management groups for returning veterans should 
address combat-specific issues, such as helping veterans 
understand that aggressive expressions of anger that may 
have been adaptive in combat situations are not adaptive 
in civilian interactions.

The assessment of substance use is essential, given the 
very high rates of comorbid substance abuse problems in 
this population. Veterans who have difficulty controlling 
alcohol intake may feel that alcohol helps them cope with 
their symptoms and with distress. One focus of treatment 
for them will be the development of healthier alternative 
coping skills. A referral for formal alcohol treatment may 
be indicated.

Comprehensive resource and referral lists are valuable 
for connecting veterans with the myriad of interventions 
and resources to address the many psychosocial issues 
they face. Many veterans prefer to seek assistance with 
their reintegration difficulties through innovative sources, 
such as the Internet.91 Many organizations and agencies 
have developed websites that include links to resources 
for OEF/OIF/OND veterans and their families and 
professionals who treat this population. For example, the 
National Military Family Association has various camps 
for children of deployed or injured military parents, as 
well as support for military spouses. The Defense Centers 
of Excellence for Psychological Health and Traumatic 
Brain Injury project supported by the National Center 
for Telehealth and Technology provides a website with 
information about relevant topics such as families and 
friendships, anger, stigma, and work adjustment.92 
Self-assessments, informational podcasts and videos, and 
sections for family members and providers are also avail-
able on the website. The National Center for Telehealth 
and Technology also supports the Military Kids Connect 
program,93 which offers various videos and lesson plans 
for elementary, middle, and high school-level educators 

to help children cope with parental deployment and 
subsequent return. A joint project of the Departments of 
Defense, Labor and VA created The National Resource 
Directory,94 “a website for connecting wounded warriors, 
Service Members, Veterans, their families with those who 
support them.” The site provides a number of resources 
at national and local levels covering a broad range of 
topics including information on education, training, and 
employment; housing and homelessness assistance; and 
support for caregivers. The National Center for PTSD 
offers a VA-sponsored website providing information for 
veterans and families with handouts on subjects related to 
trauma and PTSD.95 It also disseminates tools, research 
data, and other information to support and educate pro-
viders who work with veterans.

Conclusions
This lesson has reviewed the mental health problems of 
returning veterans of the Iraq and Afghanistan conflicts 
and mental health treatments and other interventions 
for them. Returning combat veterans from the Iraq and 
Afghanistan wars represent a unique cohort of veterans. As 
their demographic characteristics and mental health issues 
may differ from previous veteran cohorts, their mental 
health treatment needs can also be expected to differ. 
Clinicians working with these veterans should be aware 
not only of the potential for psychiatric disorders, such 
as PTSD, as well as depressive and other comorbidities, 
including TBI, but also the possibility of postdeployment 
readjustment problems. Many different modes of mental 
health treatment and other interventions are available 
for clinicians to use in efforts to help veterans with these 
problems. Although research has provided considerable 
evidence of the effectiveness of many treatments, further 
research into the comparative efficacy of various psycho-
therapies and psychopharmacologic agents is needed, as 
well as further development of even more effective and 
comprehensive treatments.  
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Multiple-Choice Questions

9. The mental health assessment of returning OEF/OIF/OND veterans should include:

A.  an evaluation of their psychosocial functioning.

B.  information regarding their trauma history.

C. safety factors, such as suicidality and homicidality.

D.  All the above.

10. Evidence-based psychotherapies, such as CPT and PE, have demonstrated evidence of effectiveness, 
but also have well-documented limitations, such as: 

A.  protocols that are too complex to administer regularly. 

B.  high dropout rates.

C.  PTSD symptoms that sometimes remain high in veterans after treatment completion. 

D.  B & C

11. The Veterans Health Administration Uniform Mental Health Services Handbook recommends which 
of the following provisions regarding family involvement in treatment? 

A.  Families should be involved in treatment planning and care when requested by the veteran. 

B.  Families should not be involved in treatment planning outside of evidence-based couples’ therapy. 

C.  As they have typically not experienced military stress, families do not need therapy to help them cope with 
the psychological symptoms of the veteran. 

D.  Families should be allowed to observe trauma-focused therapies, such as PE and CPT, so they fully 
understand the treatments. 

12. Which of the following types of medications are recommended as first-line pharmacotherapies for 
the treatment of PTSD? 

A.  Antianxiety agents, such as benzodiazepines 

B.  Antidepressant agents, such as selective serotonin reuptake inhibitors (SSRIs) 

C.  Antipsychotic agents 

D.  Anticonvulsant agents 
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CME Lesson Overview

In this lesson, the authors review first-line medication and effective psychosocial treatments for PTSD and 
other psychiatric disorders. Currently, the psychosocial treatments with the most evidence base are PE and 
CPT. There are other treatments that are also supported by research evidence; however, further research is 
needed into their comparative efficacy. Finally, this lesson reviews several emerging treatments for PTSD, such 
as virtual reality therapy and deep brain stimulation. 

Key Point 1: Pharmacological Interventions 
Can Be Helpful to Treat Various Mental 
Health Symptoms

Research demonstrates that there are mul-
tiple pharmacological interventions that can 
be helpful in reducing symptoms of PTSD in 
veterans.Various classes of medication and 
the associated research are discussed. 

Key Point 2: There Are Several Evidence-
Based Therapies Rolled Out by the VA 
to Address Common Veteran Mental 
Health Issues

The specific therapies being rolled out by 
the VA are CPT, CBT, ACT, PE therapy, and 
IBCT. These therapies are used to address 
the most common mental health diagno-
sis of OEF/OIF veterans, including PTSD, 
depression, anxiety, adjustment disorders, 
and substance use disorders. 

Key Point 3: There Are Various Other 
Psychosocial Treatments Widely Used 
to Treat OEF/OIF Veterans 

Research has demonstrated many other 
therapies to be effective for treating com-
mon mental health issues of veterans. 
These therapies include targeted therapies 
for depression, therapy specifically for 
nightmares, and family therapies. Addi-
tionally, new treatments are constantly 
emerging; however, additional research is 
needed to determine their comparative 
effectiveness in reducing symptoms. 
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KEY WORDS: Loneliness • Social isolation • Cognitive behavioral therapy • Psychosis • Depression

LEARNING OBJECTIVES: At the conclusion of this lesson, readers will be able to describe the bio-behavioral responses to 
loneliness, employ several evidence-informed techniques with lonely patients, and better identify and assess populations at risk for 
social isolation and loneliness.

LESSON ABSTRACT: Psychiatrists often think of loneliness and social isolation as byproducts of psychiatric illness, when, 
in fact, they are important risk factors that occur independently. Loneliness and social isolation are sometimes exacerbated by 
psychiatric illness and are often overlooked as very important issues to assess and treat. Loneliness and social isolation convey 
physical and mental health risks. Increasing both social contacts and the skills to form and keep relationships and enhancing 
current support networks help lonely patients; thus, addressing maladaptive social cognition may be the most potent intervention.

COMPETENCY AREAS: This lesson aims to address the gap in learning and help providers gain knowledge about loneliness 
and social isolation. Many providers do not assess loneliness and social isolation as independent of primary psychiatric conditions, 
despite the prevalence of both in many psychiatric illnesses. Interventions that are available including problem solving, commu-
nication training, and addressing maladaptive social cognition may improve the lives of patients with depression, psychosis, social 
anxiety disorder, and dementia. Upon the conclusion of this lesson, readers will have a better understanding of how to assess and 
treat patients for loneliness and social isolation. 
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Introduction
Psychiatrists often think of loneliness and social isolation 
as byproducts of psychiatric illness, when, in fact, they 
are important risk factors that occur independently. 
Loneliness and social isolation are sometimes exacerbated 
by psychiatric illness and are often overlooked as very 
important issues to assess and treat. It is important to dis-
tinguish between social exclusion or isolation and loneli-
ness. Social isolation is objective—a quantitative measure 
of the number of a person’s connections and the diversity 
and frequency of social contacts that occur. Loneliness is 
a subjective state. It refers to an unpleasant emotion that 
follows a qualitative evaluation, which relates to an indi-
vidual’s expectations and satisfaction with the frequency 
and closeness of his or her social contacts.1, 2 

Why Do Humans Feel Lonely?
Recent research has described loneliness from an evolu-
tionary perspective. Humans are fundamentally motivated 
by a need for social contact.3 We likely developed the 
desire for inclusive social relationships because individuals 
with close social contacts (who possessed and passed along 
genetic traits that facilitate connection to others) were 
more likely to pass on their genes to the next generation. 
Individuals who did not value attachment may have 
easily abandoned both their offspring and social groups 
and did not pass along their genes as easily. We therefore 
became “wired” to value and seek human connections. 
When humans have difficulty establishing and maintain-
ing relationships, they experience a sense of deprivation 
and distress.4 Thus, humans need to “belong” and have a 
pervasive desire to form interpersonal relationships.5

Prevalence and Risk Factors for 
Loneliness
Loneliness is not just about the numbers of social connec-
tions. It is also a perceived discrepancy between a person’s 
desired and actual social relationships. The etiology of 
loneliness may be faulty perception, social isolation, 
or maladaptive interpersonal behavior. Some lonely 
people have difficulty forming connections, some 
lose them because of life experiences, and others do 
not compensate for interpersonal losses because of 
problematic beliefs and behaviors. Several studies have 

looked at the general population and the prevalence of 
loneliness and social isolation. Luo et al. in 2012 found 
that 7–10% of the general population are often lonely.6 
In 2004, 25% of surveyed adults endorsed a statement 
that they had no one to speak with regarding important 
matters.7

Risk Factors Leading to 
Loneliness

Age:

Up to 32% of individuals over 55 report loneliness; 
20% over 65 report being lonely for much of the 
week8—many older adults live alone and have diffi-
culty with illness, making social relationships even 
more difficult. Physical disability and living alone sig-
nificantly contribute to loneliness in those older than 75.9 
Adolescents report loneliness more than any age group.10 
They may experience loneliness due to pressure to form 
relationships as a measure of self-worth and because many 
of the skills to form enduring relationships are still devel-
oping and relationships are more fluid.

Living alone, unemployment, and living in rented 
housing increase the risk for loneliness.11 In 2013, 27% 
of the United States population lived alone; 50% lived 
alone when dwelling in large urban areas.12 Other risk 
factors for loneliness include bereavement, caregiving for 
an ill significant other, poverty, a low level of education, 
recent relocation, and problems with vision and hearing.13

Personality Type:

It may well be that personality type conveys an increased 
risk for loneliness. Boomsma13 found that individuals 
who have lower levels of extroversion and higher levels 
of neuroticism are lonelier even when controlling for the 
presence of depression. Anhedonia is also a risk factor for 
loneliness14 with or without depression. This may be due 
to the fact that individuals with anhedonia perceive their 
relationships as less satisfying. Good social relationships 
also depend on having secure early attachments that pro-
vide a scaffold for developing future secure, warm, and 
close relationships.

Mental Illness:

There are other predisposing factors for social isolation as 
a cause of loneliness. Individuals who are stigmatized, for 
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example, are more often isolated, and those with severe 
and persistent mental illness are no exception. They have 
smaller social networks relative to the general population 
and their longer illness endures, the smaller their network 
becomes. In severe and persistent mental illness, a lack 
of economic wherewithal also likely contributes to social 
isolation.15 

Loneliness, Social Isolation, and 
Health Risks:

A recent meta-analysis concluded that actual and 
perceived social isolation increases mortality to a 
similar degree to other significant health risk factors, 
like smoking, even when controlling for multiple 
variables.16 Mortality is more pronounced before older 
age and is increased both in individuals who are lonely 
and those who are socially isolated; isolation may even 
be more relevant to the increased risk of death in older 
people.9

Loneliness profoundly affects physical health. It is 
associated with poorer health habits, including cigarettes, 
alcohol, and inactivity.17, 18 Over and above the absence of 
positive health behaviors, loneliness and social isolation 
have significant negative effects on physical health. Sev-
eral are described below.

Loneliness is associated with increased systolic blood 
pressure19 and an increased risk for coronary heart dis-
ease (CHD) and stroke.20 Socially isolated persons have 
increases in multiple inflammatory markers and killer T 
cells.9 Those who are lonely have problems with sleep, 
including reduced time in bed spent asleep and lower 
perceptions of sleep quality.21 A potential contributor to 
adverse health outcomes in loneliness is that it triggers 
the stress response, activating the neural pathways for 
self-preservation and a hypervigilance for social threat. 
The stress response triggered by loneliness also causes 
immune system abnormalities. When the activation of 
the hypothalamic-pituitary-adrenal (HPA) axis is per-
sistent, it damages the central nervous system like any 
chronic severe stress; this effect is significant even when 
controlling for depression.22, 23

Loneliness and social isolation have significant effects 
on cognitive functioning. Individuals who are socially 
isolated have a reduction in performance on cognitive 
tasks and have slower processing speeds.23 A study that 
experimentally provoked a lonely response in subjects 

decreased their performance on a subsequent complex 
task, affecting both effort and accuracy. This effect was 
independent of mood.24 Lonely elderly individuals 
have an increased risk of Alzheimer’s disease; in one 
study of brains at autopsy, lonely patients who had 
more clinically significant cognitive dysfunction had 
similar disease pathology to non-lonely patients with 
less cognitive impairment. The authors speculated that 
loneliness may increase the risk of the clinical expression 
of dementia for the same degree of Alzheimer’s disease 
and neuropathological changes.25 Shankar et al.23 eval-
uated the impact of social isolation and loneliness, both 
individually and combined on cognitive function. Social 
isolation was associated with impairment in both imme-
diate and delayed recall, as well as decreased verbal fluency 
(which measured executive functioning), and loneliness 
was associated with impaired immediate and delayed 
recall. This effect only occurred in individuals with a 
lower level of education. The authors speculated that 
disadvantaged individuals who are older and lonely may 
not compensate for their lack of social contact with other 
pursuits that might improve their cognitive functioning. 
More recently, loneliness was associated with a higher 
cortical amyloid level in community dwelling older 
adults, independent of objective measures of social 
network, depression, and anxiety, leading researchers 
to speculate that it may be a marker of early brain 
changes predating the development of Alzheimer’s 
disease.26

Loneliness and Mental Health
Loneliness is associated with multiple mental disorders, 
including social anxiety disorder, mood disorders, and 
psychosis.3 Individuals with poor social connectedness 
are 2–3 times more likely to experience depressive symp-
toms, and hopelessness is highest in lonely, depressed, and 
socially isolated patients.27 Although loneliness is often a 
symptom cited by individuals who are depressed, much 
like insomnia, it exists independently and may be present 
after depression remits. Longitudinal studies have shown 
that loneliness is a separate entity from depression and is 
an independent risk factor for depression. Hopelessness 
is associated with social isolation above and beyond its 
link with depression.28 Higher levels of depression are 
associated with higher levels of loneliness, independent 
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of other variables, such as age, gender, ethnicity, income, 
marital status, and perceived stress. Loneliness increases 
the risk of suicide; many researchers who have studied 
suicide risk factors point to lack of social connectedness 
as one mediating factor 29, 30

Individuals with social anxiety disorder also have 
frequent problems with loneliness.31 Individuals who 
have a shy temperament who experience the loss of social 
networks (through geographical changes, graduation 
from school, etc.) may be unable to compensate for the 
challenge this presents. 

Moreover, patients with psychosis are 6 times more 
likely to report loneliness,11 and impaired social func-
tion is predictive of longer illness and a more chronic 
course.32 In one study of patients with psychosis, 80% 
endorsed the experience of loneliness, 48% said they 
need more friends, and 69% had not attended a social 
activity within one year. Forty-three percent of these 
patients cited stigma as a barrier, and 34% wanted help 
to meet others.32 Following an initial episode of psychosis, 
patients report several lonely days per week.33 Individuals 
with mental illness do have smaller social networks, but 
those who are psychotic may need more than a network; 
they may need training in reciprocity15 or a confidant. 
Loneliness also impacts the course of paranoia; paranoid 
patients who are lonely are less likely to recover.34 Lamster 
et al. found that provoking lonely thoughts and emotions 
experimentally increased paranoid thoughts.34 

Interventions for the Lonely 
Patient

Evaluation:

Every good psychiatric evaluation certainly should include 
questions about social supports and the perceived satis-
faction the patient has in these. Clinicians may measure 
loneliness in patients as a means to initiate a conversation 
about the topic. The UCLA loneliness scale is the scale 
used in most studies and is included in Figure 1. 

Skills Building and Problem Solving:

Initial interventions with lonely patients involve normal-
izing the phenomenon—teaching them that the feeling 
of loneliness may be understood as a signal that has 

been developed through evolution to indicate a need to 
form more relationships or deepen the ones that exist. 
Explaining how common loneliness is and how frequently 
patients set a therapy goal to expand their social networks 
often helps to counter the shame and stigmatization that 
lonely patients feel. Some patients will use loneliness 
as a prompt to take action. Such individuals may need 
problem-solving and skills training to be most effective 
at enhancing existing relationships and finding new ones. 
A wonderful resource that may be accessed online is the 
Social Enhancement Workbook by Escovitz and Solomon 
(tucollaborative.org/pdfs/Toolkits_ Monographs .../
Social_Enhancement_Wrkbk.pdf ).35

This free, 26-page workbook may be printed out 
for patients in session and then reviewed. It guides them 
through a process of self-assessment, goal setting, plan-
ning, taking action, and follow up to help them increase 
their social connectedness and their relationship skills. 
The workbook also includes the role of social media in 
expanding social relationships and has excellent sections 
about self-protection when using such media. 

Another fruitful avenue to pursue in therapy is to 
brainstorm ways with patients to increase their social con-
tacts. This activity may also elicit unhelpful cognitions 
that interfere with their actions, which can then be evalu-
ated and modified. Patients frequently prematurely abort 
attempts at trying new things to meet people because of 
unhelpful and defeating thoughts. Activities to increase 
social contacts may include volunteering for a cause that 
is important to them. Individuals new to a community or 
who have a limited social network can use www.meetup.
com, which is a great resource to learn about local groups 
that appeal to their interests. Another way to increase 
one’s social community is via religious or spiritual organi-
zations. Such organizations provide patients with a sense 
of community and belonging as well as increase their 
social network.

A number of online social media formats are available 
for lonely or socially isolated individuals with psychiatric 
illnesses. The National Alliance for Mental Illness (NAMI), 
the largest grass-roots mental health organization, main-
tains an online resource center including blogs and dis-
cussion groups for young adults and others living with 
mental illness. www.nolongerlonely.com is an online 
dating site designed for adults with serious mental illness. 
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Figure 1: 
UCLA Loneliness Scale40

INSTRUCTIONS: Indicate how often each of the statements below is descriptive of you. 
O indicates “I often feel this way.” S indicates “I sometimes feel this way.” R indicates I rarely feel this way.” N indicates “I never feel this way.” 

1.  I am unhappy doing so many things alone  O S R N 
2.  I have nobody to talk to  O S R N 
3.  I cannot tolerate being so alone  O S R N 
4.  I lack companionship  O S R N 
5.  I feel as if nobody really understands me  O S R N 
6.  I find myself waiting for people to call or write  O S R N 
7.  There is no one I can turn to  O S R N 
8.  I am no longer close to anyone  O S R N 
9.  My interests and ideas are not shared by those around me  O S R N 
10. I feel left out  O S R N 
11. I feel completely alone  O S R N 
12. I am unable to reach out and communicate with those around me  O S R N 
13. My social relationships are superficial  O S R N 
14. I feel starved for company  O S R N 
15. No one really knows me well  O S R N 
16. I feel isolated from others  O S R N 
17. I am unhappy being so withdrawn  O S R N 
18. It is difficult for me to make friends  O S R N 
19. I feel shut out and excluded by others  O S R N 
20. People are around me but not with me  O S R N 

Scoring: Make all O’s =3, all S’s =2, all R’s =1, and all N’s =0.  Keep scoring continuous.

Description of Measure: A 20-item scale designed to measure one’s subjective feelings of loneliness as well as feelings of social isolation. 
Participants rate each item as either O (“I often feel this way”), S (“I sometimes feel this way”), R (“I rarely feel this way”), or N (“I never 
feel this way”). The measure has been revised twice since its first publication; once to create reverse scored items, and once to simplify the 
wording. (See other UCLA Loneliness Scale pages on the site.)

INSTRUCTIONS: Indicate how often each of the statements below is descriptive of you. 

  Statement  Never  Rarely  Sometimes Often 
1. I feel in tune with the people around me 1 2 3   4
2.  I lack companionship 1 2 3   4
3. There is no one I can turn to 1 2 3   4
4. I do not feel alone 1 2 3   4
5. I feel part of a group of friends 1 2 3   4 
6. I have a lot in common with the people around me 1 2 3   4 
7. I am no longer close to anyone 1 2 3   4 
8. My interests and ideas are not shared by those around me 1 2 3   4 
9. I am an outgoing person 1 2 3   4 
10. There are people I feel close to 1 2 3   4 
11. I feel left out 1 2 3   4 
12. My social relationships are superficial 1 2 3   4 
13. No one really knows me well 1 2 3   4 
14. I feel isolated from others 1 2 3   4 
15. I can find companionship when I want it 1 2 3   4 
16. There are people who really understand me 1 2 3   4 
17. I am unhappy being so withdrawn 1 2 3   4 
18. People are around me but not with me 1 2 3    4. 
19. There are people I can talk to 1 2 3   4 
20. There are people I can turn to 1 2 3   4 

Scoring: Items 1, 5, 6, 9, 10, 15, 16, 19, 20 are all reverse scored.

Reference: Russell D, Peplau LA, Ferguson ML. Developing a measure of loneliness. Journal of Personality Assessment.1978;42:290-294. 
PMID:8576833
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In addition, clubhouses for chronically mentally ill 
patients are available to increase their interpersonal con-
tact. (www.paclubhouse.org will give you an example of 
such resources). Members of clubhouses work side-by-side 
either cooking, providing for the administrative needs of 
the house, studying at the clubhouse, or gardening. 

Using Cognitive Behavioral 
Therapy (CBT) Approaches to 
Address Maladaptive Social 
Cognition
Increasing social networks may be insufficient to help 
individuals who are chronically lonely. One way to con-
ceptualize loneliness is that individuals who are chron-
ically lonely have sustained losses in their social networks 
and then have negative attributions about these losses 
along with faulty coping,3 which leads to diminished 
social support and satisfaction. When individuals have 
cognitions that are activated, such as “I’m a loser; I’m 
unlovable,” it may impede their efforts to form and 
continue relationships. Lonely patients often see them-
selves as powerless to change their condition.3 Hawkley 
and Cascioppo21 also point to the fact that individuals 
often relieve the pain of loneliness with harmful, impul-
sive behaviors, such as drinking or overeating, which 
can negatively affect their health and/or interfere with 
solving the problem. One model for loneliness is that 
when people experience social isolation, it leads to threat 

responses that activate specific cognitive biases. These 
biases indicate the world is threatening; they increase 
negative expectations about social interactions and bias 
memory so that negative social information is preferen-
tially retained.21 Such a model creates a vicious cycle of 
continued isolation and stress.

A meta-analysis of four types of interventions 
for loneliness—improving social skills, enhancing 
support networks, increasing the potential for social 
contact, and addressing maladaptive social cogni-
tion—indicated that addressing social cognition was 
the most potent intervention in lonely patients.36 
Several other reviews point to increasing opportunities 
for social interactions as important.21

Lonely individuals benefit from restructuring dys-
functional beliefs and the biased evaluation of their avail-
able supports. Patients who are depressed, anhedonic, 
and lonely may need to understand that the pleasure 
that they take in social interactions may be limited by 
depression and will improve once their mood disorder  
remits.14

CBT Interventions for Loneliness
CBT is a natural fit as a treatment for loneliness; both its 
practical, educational approach and its focus on modify-
ing dysfunctional appraisals may be useful for the lonely 
patient. It has yet to be widely employed and studied. 

Therapy may normalize loneliness as a typical reaction 
that happens to humans when they lose social networks 
or perceive their social interactions as less satisfying, 
destigmatizing the experience. The therapist may help 
the patient understand that lonely people are often 
defensive or hypervigilant to social threats, which 
may maintain the problem by impeding their efforts 
to develop new relationships. 

As the therapist obtains information about the 
patient’s development and history of interpersonal 
relationships, he or she can conceptualize the particular 
thoughts and behaviors that maintain the problem. The 
therapist can collaboratively set goals to help the patient 
increase contact with others and produce more effective 
and satisfying relationships.

Figure 1 depicts a typical set of thoughts, emotions, 
and behaviors in a chronically lonely patient. Such a 
cycle of self-doubt and damaging cognitions is a typical 

Figure 2:  
Example of the Loneliness Cycle and 
Maladaptive Coping
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problem in people who are lonely.37 Socratic questioning, 
which assists the patient in modifying these thoughts and 
enhancing their accuracy, may help spur more effective 
action. Cognitive techniques may address a patient’s neg-
ative attributions about why loneliness occurs to prevent 
the patient’s self-esteem from eroding and further social 
withdrawal. Since lonely patients often attribute the loss 
of relationships to personal characteristics and under-
estimate their own capacity to repair social networks, 
or attribute success in relationships to luck,10 correcting 
such inaccurate thinking is vital to future success. 

Chronically lonely patients often do not repair and 
maintain satisfying social networks due to the erosion of 
their social skills and poor awareness of social causality,37 
hostility,38 and hypersensitivity to rejection.30 Therapy 
can detect and repair problems with communication, 
conflict management, reciprocity, and nurturing in 
relationships.3

Case Example:

  The patient is a 26-year-old woman who re-

cently moved to a large city to take a new job. 

She recently completed her masters’ degree in 

non-profit administration. She obtained her 

degree at a small college in a semi-rural area. 

She attended the same school for her under-

graduate work, and it was several miles from 

her family home. She describes her family as 

close-knit. She spent most weekends and hol-

iday vacations with them both while she was 

in college and her masters’ program. She also 

was quite close to three girls who lived in her 

home town and with whom she went to church. 

Her new job is one that carries considerable 

prestige in her field, but required her moving 

two thousand miles from her family.

The patient presents with significantly low mood, 
with moderate sleep disturbance and diminished energy 
and enjoyment. She also describes impairment in con-
centration and her symptoms meet the criteria for major 
depression. Despite the fact that she meets these criteria, 
her most prominent presenting complaint is that she is 
“terribly lonely.” She lives alone in a high-rise apartment 
building relatively close to work, and although she has 

introduced herself to her neighbors, she never sees them. 
She spends her days going to the gym in the building, 
then walking to her small office which has three staff 
members. They connect remotely to other offices work-
ing for her nonprofit. Her coworkers are approximately 
20 years her senior and are both married with families. 
She has no social connections or family nearby.

Despite effective treatment with an antidepressant 
medication, she continues to experience yearning for her 
family, thoughts of being alone and adrift, and a sense of 
emptiness. Her psychiatrist began to work with her on 
her social isolation. First, she explained the concept of 
loneliness as a normal response to both social isolation 
and the need to repair or replace social relationships. 
They conceptualized that she had never really had the 
need to engage in repairing her social networks, given 
the close proximity of her family to her college and 
the very good connections she had with people from 
her home town. They started to consider her move a 
challenge and that she needed to develop new ways of 
solving the problem. They identified a central issue as 
finding more people with whom to engage. The patient 
and the psychiatrist engaged in several sessions where-
upon they brainstormed ideas for increasing her social 
connectedness. She had done this on her own, but in so 
doing had always discarded any possibilities, saying they 
“wouldn’t work” or “no one would be there that (I) would 
relate to.” Together, they came up with the following list 
of activities: 

1.  Join a church 

2.  Go to a meet-up about country dancing 

3. Ask her coworkers to go out to lunch 

4.  Offer to volunteer in her apartment building 
for the garden committee 

5.  Check meet up groups online to see if any 
matched her interests 

In addition, the psychiatrist noticed that she had 
significant difficulties with negative thinking regarding 
her social interactions. For example, she often expressed 
thoughts like “I won’t find anyone who has things in 
common with me,” “I’ve never been good at making new 
friends,” “Other people will already have people in their 
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lives and not want to make friends with me.” Through 
the process of evaluating the accuracy of these cogni-
tions, she became more eager to potentially try some 
behavioral assignments. She first joined a church that 
was located close to her apartment. After several Sun-
days, the psychiatrist determined that the patient was 
going to church but not stopping to talk to anyone or 
investigating possibilities for social contact. The patient 
was instructed to bring the church bulletin to the next 
session and the two of them identified several movies 
and classes that were going on at the church that were 
of interest to the patient. She began attending these. She 
was coached to make small talk and spend time before 
the meeting introducing herself and beginning to con-
verse with others. After several weeks, she had plans to 
have lunch with several other people and was beginning 
to feel much better about the prospects of staying in her 
apartment and not moving home.

Summary 
Behavioral methods that may be employed with lonely 
patients include activity scheduling to increase social 
interactions that would lead to new connections and 
teaching patients how to increase the quality of existing 
social connections. Such assignments will bring forth 
practical and psychological obstacles, such as triggering 
typical thinking errors that the patient has, which thwart 
patients in trying to reach these goals. Therapy can effec-
tively troubleshoot these and help them succeed. 

Finally, therapy may also help lonely patients increase 
the quality of their existing social interactions and develop 
a sense of gratitude for them. Studies have shown that 
when people express concern for the welfare of others, 
establish traditions that increase a sense of connection, 
and increase the frequency of contact with other people, 
they experience relationships as more satisfying.39 The 
therapist can coach the patient to include such elements 
in his or her relationships and thereby experience a deeper 
sense of satisfaction and connectedness.  

About the Faculty

Donna M. Sudak, MD: Dr. Sudak is Professor and Senior Associate Training Director, Department of Psychiatry, Drexel 
University College of Medicine, Philadelphia, PA.



L003387 : Loneliness

61

References 

1.  Wheeler L, Reis H, Nezlek JB. Loneliness, social integration and sex roles. J Pers Soc Psychol. 1983;45:943-953.

2.  Peplau LA, Perlman D. Perspectives on loneliness. In Peplau LA, Perlman D, eds. Loneliness: A Sourcebook of Current Theory, Research and Therapy. 1983;1-18. New York, 
Wiley.

3.  Heinrich LM, Gullone E. The clinical significance of loneliness: a literature review. Clin Psychol Rev. 2006;26(6):695-718. 

4.  Hawkley LC, Cacioppo JT. Loneliness matters: a theoretical and empirical review of consequences and mechanisms. Ann Behav Med. 2010;40(2): 218-27. 

5.  Baumeister RF, Leary MR. The need to belong: desire for interpersonal attachments as a fundamental human motivation. Psychol Bull. 1995;117(3): 497-529.

6.  Luo Y, Hawkley LC, Waite LJ, Cacioppo JT. Loneliness, health, and mortality in old age: a national longitudinal study. Soc Sci Med. 2012;74(6): 907-914.

7.  Paul C, Ayis S, Ebrahim S. Psychological distress, loneliness and disability in old age. Psychol Health Med. 2006;11(2):221-232.

8.  Shankar A, Hamer M, McMunn A, Steptoe A. Social isolation and loneliness: relationships with cognitive function during 4 years of follow-up in the English Longitudinal 
Study of Ageing. Psychosom Med. 2013;75(2):161-170.

9.  Steptoe A, Shankar A, Demakakos P, Wardle J. Social isolation, loneliness, and all-cause mortality in older men and women. Proc Natl Acad Sci U S A. 2013;(9)110(15):5797-5801. 

10.  West DA, Kellner R, Moore-West M. The effects of loneliness: a review of the literature. Compr Psychiatry. 1986 Jul-Aug;27(4):351-63.

11.  Meltzer H, Bebbington P, Dennis MS, Jenkins R, McManus S, Brugha TS. Feelings of loneliness among adults with mental disorder. Soc Psychiatry Psychiatr Epidemiol. 
2013;48(1):5-13. 

12.  J Vespa, JM Lewis, R Kreider. America’s Families and Living Arrangements: 2012, Current Population Reports. 2013; 20-570: U.S. Census Bureau, Washington, DC.

13.  Boomsma DI, Willemsen G, Dolan CV, Hawkley LC, Cacioppo JT. Genetic and environmental contributions to loneliness in adults: the Netherlands twin register study. 
Behav Genet. 2005;35(6):745-52.

14.  Badcock JC, Shah S, Mackinnon A, Stain HJ, Galletly C, Jablensky A, Morgan VA. Loneliness in psychotic disorders and its association with cognitive function and 
symptom profile. Schizophr Res. 2015;169(1-3):268-273. 

15.  Lim MH, Gleeson JF, Jackson HJ, Fernandez KC. Social relationships and quality of life moderate distress associated with delusional ideation. Soc Psychiatry Psychiatr 
Epidemiol. 2014;49(1):97-107. doi: 10.1007/s00127-013-0738-3.

16.  Holt-Lunstad J, Smith TB, Baker M, Harris T, Stephenson D. Loneliness and social isolation as risk factors for mortality: a meta-analytic review. Perspect Psychol Sci. 
2015;10(2):227-37. doi: 10.1177/1745691614568352. Review.

17.  Cacioppo JT, Hawkley LC, Crawford LE, Ernst JM, Burleson MH, Kowalewski RB, Malarkey WB, Van Cauter E, Berntson GG. Loneliness and health: potential 
mechanisms. Psychosom Med. 2002;64(3):407-417.

18.  Hawkley LC, Thisted RA, Cacioppo JT. Loneliness predicts reduced physical activity: cross-sectional & longitudinal analyses. Health Psychol. 2009;28(3):354-363

19.  Hawkley LC, Thisted RA, Masi CM, Cacioppo JT. Loneliness predicts increased blood pressure: 5-year cross-lagged analyses in middle-aged and older adults. Psychol Aging. 
2010;25(1):132-141.

20.  Valtorta NK, Kanaan M, Gilbody S, Ronzi S, Hanratty B. Loneliness and social isolation as risk factors for coronary heart disease and stroke: systematic review and 
meta-analysis of longitudinal observational studies. Heart. 2016;102(13):1009-1016. 

21.  Hawkley LC, Cacioppo JT. Loneliness matters: a theoretical and empirical review of consequences and mechanisms. Ann Behav Med. 2010;40(2): 218-227. 

22.  Steptoe A, Owen N, Kunz-Ebrecht SR, Brydon L Loneliness and neuroendocrine, cardiovascular, and inflammatory stress responses in middle-aged men and women. 
Psychoneuroendocrinology. 2004;29(5):593-611.

23.  Shankar A, Hamer M, McMunn A, Steptoe A. Social isolation and loneliness: relationships with cognitive function during 4 years of follow-up in the English Longitudinal 
Study of Ageing. Psychosom Med. 2013;75(2):161-70.

24.  Baumeister RF, DeWall CN, Ciarocco NJ, Twenge JM. Social exclusion impairs self-regulation. J Pers Soc Psychol. 2005;88(4):589-604.

25.  Wilson RS1, Krueger KR, Arnold SE, Schneider JA, Kelly JF, Barnes LL, Tang Y, Bennett DA. Loneliness and risk of Alzheimer disease. Arch Gen Psychiatry. 2007;64(2):234-40.

26.  Donovan NJ, Okereke OI, Vannini P, Amariglio RE, Rentz DM, Marshall GA, Johnson KA, Sperling RA. Association of higher cortical amyloid burden with loneliness in 
cognitively normal older adults. JAMA Psychiatry. 2016;1;73(12):1230-1237. 

27.  Cacioppo JT, Hawkley LC, Thisted RA. Perceived social isolation makes me sad: 5-year cross-lagged analyses of loneliness and depressive symptomatology in the Chicago 
Health, Aging, and Social Relations Study. Psychol Aging. 2010;25(2):453-63

28.  Golden J, Conroy RM, Bruce I, Denihan A, Greene E, Kirby M, Lawlor BA. Loneliness, social support networks, mood and wellbeing in community-dwelling elderly. Int 
J Geriatr Psychiatry. 2009;24(7):694-700. 

29.  Stravynski A, Boyer R. Loneliness in relation to suicide ideation and parasuicide: a population-wide study. Suicide Life Threat Behav. 2001;31(1):32-40.

30.  Loboprabhu S, Molinari V, Asghar-Ali AA. Castaways: addressing hostility and helplessness in severely lonely adults. J Psychiatr Pract. 2015;21(2): 93-106. 

31.  Teo AR, Lerrigo R, Rogers MA. The role of social isolation in social anxiety disorder: a systematic review and meta-analysis. J Anxiety Disord. 2013;27(4):353-364. 

32.  Stain HJ, Galletly CA, Clark S, Wilson J, Killen EA, Anthes L, Campbell LE, Hanlon MC, Harvey C. Understanding the social costs of psychosis: the experience of adults 
affected by psychosis identified within the second Australian National Survey of Psychosis. Aust N Z J Psychiatry. 2012;46(9):879-889. 

33.  Sündermann O, Onwumere J, Kane F, Morgan C, Kuipers E. Social networks and support in first-episode psychosis: exploring the role of loneliness and anxiety. Soc 
Psychiatry Psychiatr Epidemiol. 2014;49(3):359-366

34.  Lamster F, Nittel C, Rief W, Mehl S, Lincoln T. The impact of loneliness on paranoia: An experimental approach. J Behav Ther Exp Psychiatry. 2016;21;54:51-57. 



L003387 : Loneliness

62

35.  Social Enhancement Workbook by Escovitz and Solomon (2005) (tucollaborative.org/pdfs/Toolkits_Monographs.../Social_Enhancement_Wrkbk.pdf )

36.  Masi CM, Chen HY, Hawkley LC, Cacioppo JT. A meta-analysis of interventions to reduce loneliness. Pers Soc Psychol Rev. 2011;15(3):219-266. 

37.  Lim MH, Rodebaugh TL, Zyphur MJ, Gleeson JF. Loneliness over time: The crucial role of social anxiety. J Abnorm Psychol. 2016;125(5):620-630. 

38.  Cacioppo JT, Hawkley LC, Ernst, JM, Burleson M, Berntson GG, Nouriani B, Spiegel D. Loneliness within a nomological net: An evolutionary perspective. J Res Pers. 
2006;40:1054-1085.

39.  Lim MH, Gleeson JF. Social connectedness across the psychosis spectrum: current issues and future directions for interventions in loneliness. Front Psychiatry. 2014;11;5:154.

40.  Russell D, Peplau LA, Ferguson ML. Developing a measure of loneliness. J Pers Assess. 1978;42:290-294.



L003387 : Loneliness

63

L003387

Multiple-Choice Questions

13. Which of the following age groups reports more loneliness?

A. Middle aged individuals (30–60)

B.  Children (5–12)

C.  Young adults (25–30)

D. Adolescents (13-18)

14. What is the relationship between loneliness and the outcomes in Alzheimer’s disease?

A.  There is no difference in outcomes in lonely vs. non-lonely patients with Alzheimer’s disease.

B.  Patients with Alzheimer’s disease are less lonely because they remember fewer prior relationships.

C.  Patients who are lonely who have Alzheimer’s disease have worse cognitive function than patients who are 
not lonely, even when the degree of neuropathological change is the same as examined on post-mortem.

D.  Patients who are lonely are more likely to develop Alzheimer’s disease.

15. What is the relationship between loneliness and psychosis?

A.  Patients with psychotic illness are so preoccupied with symptoms that loneliness is not an issue.

B.  Patients with psychosis substantially endorse being lonely.

C.  Loneliness has little impact on the extent of psychotic symptoms.

D.  Lack of motivation is the primary reason cited by psychotic patients for social isolation and loneliness.

16. Which of the following interventions is the most helpful for loneliness?

A.  Problem solving

B.  Skills training

C.  Repairing social networks

D.  Addressing maladaptive social cognition
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This valuable take-home reference translates evidence-based continuing medical education research 
and theory, acquired from reading the associated CME lesson, into a step-wise approach that reviews 
key learning points for easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview

Psychiatrists often think of loneliness and social isolation as byproducts of psychiatric illness, when, in fact, 
they are important risk factors that occur independently. Loneliness and social isolation are sometimes 
exacerbated by psychiatric illness and are often overlooked as very important issues to assess and treat. 
Loneliness and social isolation convey physical and mental health risks. Increasing social contacts and skills and 
enhancing current support networks help lonely patients; addressing maladaptive social cognitions may be the 
most potent intervention. CBT has a number of tools to help lonely patients, including problem solving, skills 
training, behavioral activation, and cognitive restructuring.

Key Point 1: Assessment
Psychiatrists should assess every patient’s 
satisfaction with his or her social networks 
and subjective feelings of loneliness. Loneli-
ness is extremely prevalent in patients with 
psychiatric illness and is not often treated by 
treating the illness itself.

Key Point 2: Loneliness Activates 
Bio-behavioral Stress Responses

Loneliness has profound physical and psy-
chological effects. Because it signals alarm, 
it activates the HPA axis with all the atten-
dant psychophysiological results. Loneliness 
contributes to early death and immune dys-
function, even when controlled for age and 
other factors.

Key Point 3: Problem Solving and 
Skills Training

Patients with psychiatric illness benefit 
from problem solving and skills training to 
increase the size of their social networks. 
Advocacy and work to manage stigma are 
critical interventions that may help patients 
combat isolation and improve outcomes. In-
ternet resources may help link patients to a 
larger social group, and there are resources 
to assist them in using such resources safely.

Key Point 4: Addressing Maladaptive 
Social Cognition

The most potent intervention in chronically 
lonely patients is to address maladaptive 
social cognition. Chronically lonely pa-
tients make attributions about the reason 
for their loneliness that damage them and 
further decrease their social interactions. 
Correcting these may help them recognize 
the hypersensitivity to rejection and further 
withdrawal that perpetuate the problem.
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KEY WORDS: Circadian rhythm • Addiction • Opioid medication • Sleep

LEARNING OBJECTIVES: Clinicians will be able to (1) discuss the evidence-based treatment options that exist in the 
treatment of opioid use disorders, (2) review the benefits and draw backs of medications to assist in the management of opioid use 
disorders, (3) understand the treatment considerations regarding opioid use disorders in a variety of treatment settings. 

LESSON ABSTRACT: The development of medications for treating persons with opioid use disorders has expanded the num-
ber of evidence-based treatment options, particularly for persons with the most severe disorders. It has also improved outcomes 
compared to psychosocial treatment alone and expanded treatment availability by increasing the number of physicians involved 
in treatment and the settings where patients can be treated. The medications include methadone, buprenorphine, buprenorphine/
naloxone, and extended-release injectable naltrexone. Studies have shown that they are most effective when used over an extended, 
but as-yet-unspecified, period of time and with counseling and other services, particularly for the many with psychosocial prob-
lems. Though controversial in some cultures, well-designed studies in Switzerland, the Netherlands, Germany, and Canada have 
demonstrated the efficacy of supervised heroin injecting for persons who responded poorly to other treatments, and this treatment 
option has been approved by Switzerland and a few other E.U. countries. The degree to which medication-assisted therapies are 
available is dependent on many variables, including national and local regulations, preferences of individual providers and their 
geographical location, treatment costs, and insurance policies. Greater availability of medication-assisted therapies has become a 
major focus in the U.S. and Canada, where there has been a marked increase in deaths associated with heroin and prescription 
opioid use. This paper provides a brief summary of these developments.

COMPETENCY AREAS: This lesson provides medical knowledge about  issues surrounding opioid dependence, empirical-
ly-based treatment options, and the challenges to receiving assisted treatment in a variety of settings.
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Background
Opioid use disorders typically begin in the late teens or 
early twenties, occur at varying levels of severity, follow 
a course of remissions and relapses, and are associated 
with serious psychosocial and medical problems— 
including premature death due to overdoses, accidents, 
or substance-related medical problems (DSM-5, 2013). 
Sustained remission occurs in a significant minority 
of individuals, but it usually takes 10 or more years 
to emerge,1 and many survivors have medical and 
psychosocial problems that permanently impair 
their health, chances for employment, and overall 
adjustment.

Treatment does not cure these disorders, but it 
can change their course by reducing opioid use and its 
adverse effects. Among the first effective therapies were 
therapeutic communities (TCs). These emerged before 
medication-assisted therapies were available, and, though 
dropout rates are high, studies showed that over 80% of 
individuals who completed them had sustained remission 
and demonstrated significant improvement in overall 
adjustment.2, 3 The Dole and Nyswander methadone 
studies4 introduced the first effective pharmacotherapy 
that is now used in many countries, where it is 
administered in the context of regulations that often limit 
its use to approved providers and mandate varying levels 
of observed dosing to reduce the chances for diversion 
and its associated adverse events.

Though methadone maintenance has become part 
of the landscape of opioid addiction treatment, it has 
not been universally accepted or integrated with general 
healthcare in some settings. For example, it is against 
the law in Russia and some former Soviet states, and 
approval for its use took over 30 years in some U.S. 
states. In the U.S. and some other countries (Republic 
of Georgia, for example), it is allowed only in specially 
licensed programs with funding streams and patient 
records that are separated from general healthcare and 
frequent inspections to check for compliance with 
regulations. It is not as highly regulated or isolated in 
some E.U. countries, Canada, or Australia, and some 
methadone programs (in Jakarta, for example) are sited 
in community health centers where medical services are 
readily available.

The last 20 years have seen studies showing that 
medically supervised heroin injection can be helpful for 

patients who have not responded to other therapies and 
the approval of two new medication therapies. The first 
of these two was buprenorphine, a partial agonist at the 
μ-opioid receptor that was discovered in the mid-1960s 
by John Lewis in the laboratories of Reckitt & Colman, 
a home products company based in the UK;5 the second 
was extended-release naltrexone.

Buprenorphine
Buprenorphine is a schedule III, μ-opioid partial agonist 
with a greater margin of safety than full agonists and a 
less intense withdrawal.5-8 It is approved in the U.S. for 
treating persons aged 16 years and older, although it has 
been studied mainly in adults who were addicted for 5 to 
10 years or longer. It has been combined with naloxone 
in a 4:1 ratio to reduce abuse if crushed and injected, and 
a recent study found that this combination reduced its 
“street” value, often a surrogate for abuse liability.

Some countries regulate buprenorphine similarly 
to methadone, while others allow it to be used under 
less stringent conditions. For example, France allowed 
buprenorphine to be prescribed by general practitioners 
and dispensed in retail pharmacies throughout the country. 
This policy markedly increased the number of opioid-
addicted individuals in treatment, reduced the number of 
heroin overdose deaths by four-fifths between 1994 and 
2002, and reduced the prevalence of HIV infection among 
injecting drug users from 25% in the mid-1990s to 6% 
in 2010.9

The U.S has fewer regulations for buprenorphine than 
it does for methadone but more than France for buprenor-
phine. For example, the Drug Addiction Treatment Act 
(DATA) of 200010 allowed physicians who have a waiver 
from the U.S. Substance Abuse and Mental Health Health 
Services Administration to prescribe Schedule III, IV, and 
V medications for persons with severe opioid use disorders 
and had an initial limit of 30 patients per physician. This 
limit was later increased to 100, and recent changes allow 
physicians who have prescribed buprenorphine to 100 
patients for a year or more to apply for permission to 
increase their caseload to 275.

The passage of DATA 2000 was accompanied by 
studies showing that buprenorphine/naloxone is safe and 
effective when used in office-based practice,11, 12 can be 
effective without intensive counseling,13 can improve 
adherence to antiretroviral therapy and outcomes of 
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patients being treated for HIV,14, 15 and is effective for 
opioid-addicted youth16, 17 as well as persons addicted to 
prescription opioids.18 These developments increased the 
number of patients in opioid addiction treatment and the 
number of physicians treating them, and helped integrate 
opioid addiction treatment into general health care in 
the USA.

However, these advances have not been with-
out problems. The absence of strict regulations on 
observed dosing has been associated with significant 
buprenophine diversion. This problem has been a 
major concern in the U.S. but has been associated 
with less morbidity and mortality than with diver-
sion of methadone or other full opioid agonists.19 
Another problem has been that, in spite of the regu-
latory changes described above, the implementation 
of buprenorphine treatment has been slow because 
many waivered physicians are not using it, and there 
have been difficulties providing the recommended 
drug counseling and psychosocial services in primary 
care settings.20, 21 The recent approval of a buprenorphine 
implant (Probuphine) that provides blood levels for 6 
months may reduce the diversion problem, but only if it 
becomes widely used (http://www.fda.gov/NewsEvents/ 
Newsroom/PressAnnouncements/ucm503719.htm). The 
involvement of physicians in addiction treatment and the 
provision of psychosocial services, particularly in U.S. 
primary care settings, will be dependent on future health 
care policies that are presently unclear. These problems 
do not seem to be such important issues in countries with 
national health care and traditions of parity regarding 
treatment of substance use and other mental health 
disorders.

Extended-release Naltrexone
The second newer medication that has been approved by 
various regulatory bodies is extended-release naltrexone. 
Naltrexone is an opioid antagonist that blocks the effects 
of opioids through competitive receptor inhibition and 
has no opioid agonist effects. A 50 mg tablet has been 
available since the 1970s that can block opioid effects for 
24 hours, and oral doses of 100–150 mg block effects for 
48–72 hours. It has a number of advantages, includ-
ing the absence of tolerance or withdrawal, no risk 
of diversion, does not magnify the “high” when used 
with high doses of benzodiazepines or stimulants, does 

not seem to require dose adjustments when taken with 
other medications, and has few side effects. Despite 
these advantages, patients in most western countries 
have not showed much interest in naltrexone, proba-
bly because it has no reinforcing effects and does not 
attenuate protracted abstinence, and high dropout 
rates have been the norm.

However, interest was higher in persons under sig-
nificant legal pressure to stop opioid use22 and in Russia 
where naltrexone is the only effective relapse prevention 
medication available and is relatively easy to start because 
the usual treatment is detoxification and psychosocial 
treatment and inpatient programs are funded by the 
national health service and widely available. In this setting, 
randomized trials have shown that both oral naltrexone 
and extended-release formulations reduce HIV risk and 
improve outcomes,23-35 and one study led to the approval 
of extended-release injectable naltrexone by the U.S. Food 
and Drug Administration for preventing relapse.26

Australian researchers developed an extended-release 
implant that blocks opioids for 6 months and has been 
used with apparent success in several thousand patients 
(http://www.staplefordcentre.co.uk/ naltrexone-implants.
htm); however, it has never been formally approved by 
a government regulatory body. A variant on the 50 mg 
naltrexone tablet is nalmefene, also an orally effective 
antagonist but somewhat longer acting (about 48 hours 
at dosages of 50–100 mg/day). It has been effective for 
alcohol treatment27 and shows promise as an alternative 
to naltrexone for opioid dependence.28 These extend-
ed-release formulations may be meaningful options 
for patients who have not done well on agonist treat-
ment or are not interested in it, where other treatment 
options are unavailable, and in criminal justice settings 
where individuals are under legal pressure to abstain 
from opioids– as seen in a recent U.S. study of persons 
on probation or parole who received extended-release 
injectable naltrexone.29

Heroin-assisted Treatment
This treatment was developed to help persons who con-
tinued regular opioid use while on medically appropriate 
methadone doses or who would not accept any other 
treatment. It involves injection or inhalation of heroin two 
to three times/day in facilities that are medically staffed—
so as to quickly respond to overdoses or other adverse 
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interactions. The first studies were done in Switzerland, 
which showed positive results, and later conducted in 
the Netherlands, Germany, the United Kingdom, and 
Canada. Results have been generally positive, and some 
countries have approved it for this treatment-refractory 
subgroup of patients.30 It is expensive to deliver because 
of the need for medical staffing with 7 days/week clinic 
operations that last 10–12 hours/day and, not surprisingly, 
politically controversial in spite of the positive results from 
prospective, controlled studies.

Changes in Policy Among 
“Traditional” Programs
The approval of buprenorphine and extended-release 
injectable naltrexone has led to more addiction treatment 
in primary care and criminal justice settings and the 
addition of medication-assisted treatment to the usual 
options at well-known substance use disorder treatment 
programs in the U.S., such as Hazelden and the Caron 
Foundation.31 These programs are national leaders and 
have relied on psychosocial treatment organized around 
the 12 steps of Alcoholics Anonymous for the past 50 or 
more years; thus, these additions have been highly sig-
nificant within the U.S context (Maia Szalavitz @maiasz 
Nov. 05, 2012).

Psychosocial/Behavioral 
Treatments
Most medication-assisted therapy studies have been done 
in conjunction with psychosocial treatment. Research has 
called attention to the fact that most patients with opi-
oid and other substance use disorders are ambivalent 
about stopping32 and that this ambivalence contributes 
to varying levels of motivation for treatment and absti-
nence. Miller and Rollnick emphasized that clinicians 
must be aware of this “normal” ambivalence and 
developed motivational interviewing and motivational 
enhancement therapy as ways to resolve this in favor of 
stopping use33 and moving into “recovery”, recognized 
as an optimal, though difficult-to-define, outcome.34

Summary
The development and approval of buprenorphine along 
with extended-release naltrexone have resulted in more 
treatment options in more settings with more patients, 
physicians, and medically trained personnel getting 
involved in addiction treatment. These changes have 
occurred at different rates and with varying levels of imple-
mentation in different countries and settings and have not 
been without problems but are advancing. The long-term 
result is likely to become clearer over the next 10 or more 
years and will be highly dependent on policy and funding 
decisions, but available data are encouraging.  
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Multiple-Choice Questions

17. According to the lesson, what is the timeline for the emergence of sustained remission in opioid
addicted patients?

A. 6 months to 1 year

B. 3 years

C. 10 years

D. 8 months

18. What is one of the major roadblocks for the use of buprenophine for the treatment of opioid addiction
in a primary care setting?

A. Waivered physicians find it difficult to provide the recommended counseling and psychosocial support
services to support the use of this medication.

B. Physicians are likely to be poorly informed about the use of buprenophine in treating opioid addiction.

C. Physicians are unable to help patients manage the side-effects of the medication.

D. Diversion makes physicians decide never to use any medication in the treatment of opioid addiction.

19. Which of the following are considered to be among the advantages of naltrexone?

A. The absence of tolerance or withdrawal

B. It does not seem to require adjustment in dosage when used with other medications.

C. Few side effects

D. All of the above

20. With regards to stopping their use of medication, research has shown that patients addicted to opioid
medications often feel:

A. excited about overcoming their addiction.

B. ambivalent about their decision to quit.

C. depressed at the thought of losing their coping mechanism.

D. extremely happy after the withdrawal period.
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This valuable take-home reference translates evidence-based continuing medical education research 
and theory, acquired from reading the associated CME lesson, into a step-wise approach that reviews 
key learning points for easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview

The development of medications for treating persons with opioid use disorders has expanded the number 
of evidence-based treatment options, particularly for persons with the most severe disorders. It has also 
improved outcomes compared to psychosocial treatment alone and expanded treatment availability by 
increasing the number of physicians involved in treatment and the settings where patients can be treated. This 
lesson provides a brief summary of these developments.

Key Point 1: Development of Addiction
Opioid addiction often develops in an indi-
vidual’s late twenties to early thirties. The 
timeline of sustained remission often takes 
up to ten years from the first attempt at 
treatment in stopping the use of medication.

Key Point 2: Treatment Settings
Addicted patients may seek treatment 
through many different means, each with 
its own unique challenges. In primary care 
settings, physicians may struggle with pro-
viding appropriate supports, while other 
clients face stopping medication in the 
legal system, which comes with significant 
pressure.

Key Point 3: Buprenophine 
and Naltrexone

Buprenophine can be an important tool in 
fighting opioid addictions, but the absence 
of strict regulations has lead to diversion of 
the medication and inability on the part of 
some physicians to use it without having ap-
propriate supports in place. Naltrexone has 
been shown to be an effective treatment 
with few side-effects, but further research 
must be done to make this option more 
available to patients.

Key Point 4: Psychological Support
Though medication is a helpful part of treat-
ment, appropriate psychosocial support 
must be in place to help addicted patients 
through the treatment process. Without 
proper supportive counseling, ambivalent 
patients may be unable to successfully con-
tinue treatment. 
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Cause Drug Abuse-Addiction,  
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KEY WORDS: Dual diagnosis • Addiction • Withdrawal • Depression • Psychosis • Anhedonia

LEARNING OBJECTIVES: Upon completion of this lesson, clinicians will be able to: (1) evaluate key features of both history 
and examination to make an accurate diagnosis in patients with addictive and comorbid primary psychotic or affective disorders, 
(2) consider appropriate treatment strategies for patients with dual diagnoses, (3) review highlights from decades of neuroscience 
in order to conceptualize an understanding of dual diagnosis in terms of how drugs of abuse change brain structure and function, 
resulting in psychiatric symptoms and continued use.

ABSTRACT: Background: Patients with both primary psychiatric illnesses and substance use disorders are common, but accurate 
evaluation and treatment can be difficult. Often, patients and clinicians alike will consider the addiction to be the consequence of 
psychiatric distress, a form of self-medication. 

Aims: We hope to put into perspective the notion of self-medication through a rigorous examination of epidemiological, clinical, 
preclinical, and translational neuroscience-based research and provide an evidence-based guide for the clinician vis-a-vis evaluation 
and treatment of dually diagnosed patients.

Conclusions: Substance use disorders and psychiatric illnesses are often comorbid and frequently share symptom overlap. As 
appealing as a “self-medication” hypothesis may be, the preponderance of the evidence suggests that drugs of abuse themselves 
dynamically change the brain in crucial areas responsible for reward and motivated behavior, creating psychiatric symptomatology 
and continued, maladaptive drug use. 

Comments: Treatment of dual-diagnosed patients requires an accurate history, examination, and observation over time, with 
appropriate testing when indicated. The separation of addiction treatment and psychiatric treatments and experts compounds the 
challenge of delivering logical dual disorder treatment to patients. A combination of psychosocial, psychotherapeutic, pharmaco-
logic, and neuromodulatory treatments may be indicated for successful recovery.

COMPETENCY AREAS: Knowledge: Patients with dual diagnoses are quite common, but physicians often struggle to make 
an accurate evaluation in treatment. After reviewing this CME lesson, clinicians should have a working understanding of the 
nosological, epidemiological, phenomenological, neuroscientific, and treatment issues surrounding patients with dual diagnoses. 
They should be able to craft a conceptual framework with which they can then assess their patients.
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Introduction
Of the many controversial issues in psychiatric nosol-
ogy, dual diagnosis remains a topic of active debate and 
a source of confusion for many clinicians. Because of 
shared symptom overlap, epidemiologic comorbidity, and 
vagueness in historical accounts, the clinician is often at 
a loss to diagnose and treat patients with both substance 
use disorders and co-occurring psychiatric illness appro-
priately.1, 2 Basic neuroscience further complicates the 
issue, as one of the primary targets for drugs of abuse, 
the nucleus accumbens (NAc), is considered integral to 
drug reinforcement, naturally occurring reward, and the 
neurocircuitry of depression and anhedonia.3, 4 In order to 
resolve some of these issues, we will outline and discuss, 
using several common examples of diagnostic conun-
drums, the historical and contextual issues surrounding 
dual diagnosis, examine epidemiological evidence, review 
the relevant phenomenology, and contextualize the 
emerging neuroscience. We hope to provide an approach 
that ingrains in the clinician an evidence-based framework 
for conceptualizing these patients, practical strategies for 
evaluation, and guidelines for treatment. 

Etiology, History, and Prevalence
The term “dual diagnosis” conceptually refers to the 
comorbidity of substance use-abuse-addiction and pri-
mary psychotic, affective, and anxiety disorders. While 
the concept of comorbidity is relevant to substance use 
itself, as many addicts simultaneously use a number of 
drugs, tobacco, and alcohol,5 this is not the focus of our 
discussion. On an epidemiologic level, psychiatric comor-
bidity is well established, with 41.2% of adults with a 
primary psychiatric disorder also having a substance use 
disorder and 15.8% of adults with substance use disor-
ders having a comorbid primary psychiatric disorder.6 
Significant comorbidity notwithstanding, controversy 
continues to surround issues of causality between primary 
psychiatric disorders (e.g., anxiety, depression, psychosis) 
and pathological use of addictive substances; this explains 
the title of this CME lesson, largely because of the signif-
icant amounts of data finding symptom overlap between 
primary psychotic/affective disorders and substance use.2 
Current psychiatric nosology attempts to resolve dual 
diagnosis issues on a purely phenomenological basis. The 

1972 Feighner criteria from Washington University in St. 
Louis, the first set of operationalized criteria in modern 
psychiatry, separated depression into primary and sec-
ondary types, the latter of which may be influenced by a 
substance,7 with the caveat that accurate diagnosis relies 
on an interview and mental status examination taken 
when the patient is not under acute intoxication or with-
drawal.8 Continuing in this tradition, the 5th edition of 
the Diagnostic and Statistical Manual for Psychiatric Dis-
orders (DSM-5) contains an essential diagnostic criterion 
for major depressive disorder (MDD), bipolar disorder, and 
schizophrenia: that “the disturbance is not attributable to 
the physiologic effects of a substance.”9 

Similarly, DSM-5 offers categories for substance-in-
duced psychotic disorder, substance-induced depressive 
disorder, and substance-induced bipolar disorder; how-
ever, diagnostic uncertainty may occur because according 
to the operationalized criteria, a primary affective or 
psychotic disorder should be considered when psychotic/
affective symptoms emerge and before the onset of sub-
stance use or when “the symptoms persist for a substantial 
period of time (e.g., about 1 month after the cessation of 
acute withdrawal or severe intoxication).”9 Kosten and 
Kleber noted that psychiatric symptoms that manifest as 
the direct result of substance use typically resolve in several 
weeks,10 but their colleague Bowers reported persistent 
amphetamine-induced psychoses,11 and Aaronson and 
Craig reported on longstanding cocaine-induced panic 
disorder.12 Indeed, as we describe below, drug-induced 
psychiatric illness is usually transient and limited to the 
presence of the drug in the body, although exceptions are 
common enough. Ultimately, delimitation of a primary 
psychotic or affective illness from that which is substance 
induced is based on clinical judgment.10

Of course, many patients experience psychiatric symp-
toms (e.g., restlessness, dysphoria, hypohedonia, etc.) but 
might not meet explicit criteria for a major psychotic, 
anxiety, or affective disorder. Often, these subsyndromal 
symptoms can be quite debilitating, experienced as quite 
painful, and prompt the patient to seek psychiatric care.1 
Given the prevalence of substance abuse, misuse, and 
addiction (see above), careful history taking is prudent, as 
Kosten and Kleber note,10 given that antecedent substance 
use may be a modifiable cause of the patient’s distress; 
however, the patient may be prone to underreporting 
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symptoms or taking the effect (psychiatric distress) for 
the cause (the drug use).1  

Given the ambiguity and subjectivity in diagnoses and 
causality based on purely descriptive interviews, we must 
look to neuroscience, which will be a major focus of this 
lesson, for further clarification. Thus, we hope to resolve 
some issues surrounding dual diagnosis with an in-depth 
discussion of phenomenology, genetics, pharmacology, 
and systems neuroscience. Ultimately, we hope to convey 
several points: (1) the comorbidity between psychiatric 
illness and substance use disorders notwithstanding, the 
claim that psychiatric illness leads to substance use in an 
attempt to “self-medicate” lacks evidence; (2) substance 
use can produce toxidromes and withdrawal states that 
mimic psychiatric illness; and (3) chronic substance use 
induces long-term changes in the brain that may produce 
psychiatric symptoms.

Assessment and Diagnosis

The Fallacy of the Self-Medication 
Hypothesis:

One of the central theorists to posit that underlying, pri-
mary psychiatric disorders caused substance use-abuse-ad-
diction was Harvard psychiatrist Dr. Edward Khantzian, 
who in 1985 described the Self-Medication Hypothesis 
(SMH) of addiction.13 Through case formulation, Khant-
zian, a psychoanalyst, posited that addicts would prefer-
entially choose a substance to use in an attempt to relieve 
distress caused by an underlying psychiatric illness (e.g., 
“chronic depression,” “bipolar illness,” “attention deficit 
disorder”). Though Khantzian revised his theory over 
the years, he still promulgated the idea that the addict’s 
psychiatric distress leads to drug use, that specific states 
of distress can differentially predict the type of drug use, 
and that treating the underlying psychiatric illness should 
likewise stop addictive behavior.14  

As appealing as Khantzian’s SMH may be15 to patients, 
families, and other psychiatrists, we have suggested that 
SMH could be the exception rather than the rule, explain-
ing only a small number of cases.1 The premises (causality, 
specificity, treatment) on which SMH is based do not 
stand up, even on a purely phenomenological level, to 
rigorous scientific testing.16 First, regarding causality, 
Brown and Schuckit demonstrated, in alcoholic patients 

admitted to an inpatient treatment center, of the 42% 
who demonstrated clinically significant depressive symp-
toms at intake, only 6% remained clinically depressed at 
four weeks of abstinence, with the largest reduction in 
symptoms occurring at the second week of treatment.17 
Additionally, Hodgins et al. followed 84 alcoholics over 
the course of three years; although they noted a correlation 
between drinking relapses and depressive episodes, the 
latter did not reliably precede the former or vice versa.18 
When examining specificity, Aharonovich and colleagues 
compared depression and anger using standardized mea-
sures in opioid abusers, marijuana abusers, and cocaine 
abusers. Opioid abusers had higher levels of depression 
than marijuana abusers, and cocaine abusers showed a 
slight proclivity toward anger; however, most effect sizes 
were small, arguing against the specificity hypothesis.19 
Finally, regarding treatment effects, a meta-analysis exam-
ining treatment of comorbid depression and substance use 
showed low abstinence rates even with adequate treatment 
of depression.20 An important caveat to the literature on 
the SMH is that while epidemiologic surveys suggest the 
possibility of self-medication,21-23 they are often subject 
to recall bias,22 and subjective reporting might not reflect 
objective, prospective measurement.24

Given that the extant literature consistently contra-
dicts the SMH, we will now illustrate the relationship 
between substance use disorders and psychiatric symp-
toms with several examples of substances and psychiatric 
symptoms with which they are often linked, along with 
epidemiologic, phenomenological, and neuroscientific 
evidence that we believe will be instructive in illustrating 
the neuroscience-based relationship between substance 
use disorders and psychiatric illness. 

Affective Disorders, Alcohol, and Opioids:

Epidemiologic surveys have consistently shown a high 
comorbidity between alcohol use disorder and primary 
affective disorders (major depressive disorder and bipo-
lar affective disorder).25 Chronic alcohol use tends to 
manifest in depressive symptoms,26 some of which 
may spontaneously resolve in a matter of weeks, as 
discussed above.17 Additionally, alcoholism has been 
linked to increased risk of suicidal ideation, suicide 
attempts, and completed suicide.27 Interestingly, a 
recent study showed that suicide attempts predict future 
substance use independent of an MDD diagnosis, which 
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might be attributed to either negative affect associated 
with alcoholism or to trait impulsivity.28  

Over 50% of patients with opioid use disorder 
meet the criteria for concurrent MDD.29 This is not 
surprising given the well-characterized pharmacologic 
overlap between opioid use and depression. Gold and 
colleagues showed that methadone treatment could pro-
duce a decrease in endogenous opioids through HPA-axis 
dysregulation30, 31 and alterations in endogenous opioid 
neurotransmission during negative affect states,32 positing 
a mechanism for opioid-induced dysphoria. Addition-
ally, increasing evidence has implicated the kappa opioid 
receptor (KOR), with which morphine likely has agonist 
properties in addition to its putative mu opioid receptor 
(MOR) agonist properties33 in mechanisms of opioid-in-
duced dysphoria and depression.34 In fact, exploitation 
of KOR antagonism has been an avenue of novel drug 
development for the treatment of MDD.35

Returning to alcohol, it indeed affects a diverse 
array of neurotransmitter systems36 and is of increasing 
relevance to the endogenous opioid system. Alcohol con-
sumption results in the increased release of endoge-
nous opioids in the nucleus accumbens, an association 
with reward valuation.35 With chronic alcohol exposure, 
MOR downregulation can occur, portending a more neg-
ative course,37 and this downregulation explicitly may be 
involved in post-acute withdrawal anhedonic states.37, 38

Methamphetamine: Intoxication, 
Withdrawal, Psychosis, and Chronic 
Neurotoxicity:

Methamphetamine is the second most commonly abused 
substance worldwide.39 Use in the United States has been 
steadily increasing, with approximately 130,000 new users 
a year and approximately 0.5% of the population meeting 
the criteria for dependence.40 Additionally, methamphet-
amine use is extremely burdensome in a public health 
context, costing approximately $23.4 billion annually 
in medical and drug treatment, lost productivity, child 
neglect, and crime.41 Given its characteristic toxidrome 
and its complex, enduring effects on the brain,42 meth-
amphetamine is an excellent study choice for elucidating 
the nature of dual diagnoses.

Methamphetamine produces a characteristic tox-
idrome of euphoria, increased arousal, tachycardia, 
hypertension, mydriasis, and anxiety, mediated largely 

through increased concentrations of monoamines 
(dopamine, norepinephrine, serotonin) in the synaptic 
cleft due to inhibition of the action of the dopamine 
transporter (DAT), norepinephrine transporter (NAT), 
serotonin transporter (SERT), vesicular monoamine trans-
porter 2 (VMAT-2), and monoamine oxidase (MAO).42, 43 
Additionally, methamphetamine can produce manic-like 
states and characteristic withdrawal syndrome consist-
ing of dysphoria, anhedonia, hypersomnolence, and 
other depressive symptoms that can last as long as two 
weeks.42, 44 This withdrawal syndrome is thought to be 
a manifestation of neurotoxicity, changes in receptor 
density, and monoamine depletion42, 44 akin to the 
cocaine withdrawal syndrome first characterized by 
Gold and Dackis in 1985.45 

In addition to changes in affective states, a known 
psychiatric component of the methamphetamine 
toxidrome is the presence of psychosis, namely hallu-
cinations, delusions (typically of a persecutory nature), 
and disorganization, with approximately 40% of meth-
amphetamine-dependent individuals experiencing such 
symptoms.2 Controversy arises when establishing causality 
between index methamphetamine exposure and persistent 
psychosis as described by Bowers:11 should this condition 
be labeled as “methamphetamine-induced psychosis” or 
as schizophrenia?46 Researchers in Japan have described 
a chronic methamphetamine-induced psychosis that 
resembles but is distinct from schizophrenia;47 how-
ever, nosological issues arise given that, in current 
DSM nomenclature, if psychotic symptoms persist for 
a “substantial period of time (e.g., about one month),” 
then the diagnosis of a primary psychotic disorder 
(e.g., schizophrenia) is warranted.9  

Issues with phenomenological classification aside, 
increasing genetic, preclinical, and clinical evidence 
suggest a dynamic, stress-diathesis model in which 
methamphetamine use can precipitate a chronic psy-
chotic illness.46 First, the existence of shared candidate 
genes between amphetamine-induced psychosis and 
schizophrenia suggests a genetic overlap between the 
two conditions.48 Developmental abnormalities in both 
hippocampal formations and the prefrontal cortex (PFC) 
are present in schizophrenia. Animal models suggest that 
these abnormalities result in reduced PFC glutamatergic 
inputs to the NAc, which normally maintain low, basal 
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dopamine release in the NAc. Thus, a drug-induced 
hyperdopaminergic state (e.g., amphetamine intoxica-
tion) in subjects with prefrontal cortical and hippocampal 
formation abnormalities could produce continued rein-
forcement and an increase in reward-seeking behavior, 
resulting in addiction.49 Regarding clinical evidence, 
one study demonstrated that approximately 40% of 
patients hospitalized for amphetamine-induced psy-
chosis, when followed longitudinally, were ultimately 
diagnosed with schizophrenia because of repeated 
instances of psychosis in the absence of amphetamine 
use.50 Collectively then, we can envision a dynamic 
model in which amphetamine use can precipitate 
transient psychotic episodes in genetically high-
risk individuals and repeated use, driven in part by 
existing developmental abnormalities, may constitute 
the environmental stressor that unmasks the chronic 
psychotic phenotype (i.e. schizophrenia) in genetically 
high-risk architecture individuals.46

A final consideration is a discussion of the similari-
ties between methamphetamine exposure and traumatic 
brain injury (TBI). TBI constitutes a significant public 
health burden: in 2010, TBIs constituted 2.5 million 
emergency room visits; between 3 and 5 million individ-
uals currently live with TBI-related illness.51 Addition-
ally, approximately 4% of United States Armed Forces 
personnel from 2001–2011 carried a TBI diagnosis.51 
TBIs often have adverse neuropsychiatric complications 
including depression, posttraumatic stress disorder (PTSD), 
headaches, and cognitive disturbances, often with poor 
outcomes, especially when TBIs have a military origin 
(e.g., blast explosion).52, 53 

The neuropsychiatric symptomatology profiles of 
chronic methamphetamine use and TBI are similar, 
though not quite identical, and revelations in neuroscience 
have shown striking cellular and molecular similarities 
between the two conditions. Both TBI and methamphet-
amine exposure result in neuronal loss modulated by cal-
pain and caspase proetolytic systems through breakdown 
of endogenous neuronal structural proteins, ultimately 
resulting in both necrosis and apoptosis.54 Additionally, 
both TBI and methamphetamine use are known risk fac-
tors for the development of Parkinson’s disease,55, 56 with 
autopsy studies demonstrating significant Lewy bodies 
in TBI patients and pre-clinical work demonstrating an 

overexpression of alpha synuclein following amphetamine 
exposure.56, 57 Preclinical and clinical evidence combined 
clearly show that methamphetamine use produces neuro-
toxic effects akin to those following a TBI, elucidating a 
causal pathway for resultant neuropsychiatric symptoms. 

Cannabis and Psychosis:

Cannabis, the plant from which marijuana is derived, is 
the most commonly abused drug in the United States.6 
Of particular concern is that, with incipient legalization 
and decriminalization laws, the prevalence of use among 
adults appears to have risen,58 so concerns about neu-
ropsychiatric side effects have increasing relevance for 
public health.59 One ongoing controversy is the relation-
ship between cannabis and psychosis, more specifically 
the link between cannabis and schizophrenia.59 Indeed, 
an abundance of epidemiologic evidence demonstrates 
an association between youth cannabis exposure and the 
development of schizophrenia; however, the causal impli-
cation is still somewhat unclear, with leading hypotheses 
being direct causality, gene-environment interactions, and 
shared etiologies.59

In a now classic series of experiments, D’Souza and 
colleagues demonstrated that intravenous THC could 
produce transient psychotic symptoms in healthy individ-
uals;60 however, extrapolating these results to marijuana 
use in general is limited by (1) intravenous administration 
(versus smoking), (2) controlled dosing, and (3) the lack 
of cannabidiol (CBD), a psychoactive component com-
mon in marijuana strains that may have antipsychotic 
effects.61 Though the cannabis toxidrome is unlikely to 
result directly in schizophrenia, an abundance of evidence 
does suggest that ever cannabis use, high-potency cannabis 
use, and earlier age of onset of use all appear to increase 
the risk of schizophrenia.59 Additionally, age of onset of 
cannabis use appears to correlate with age of onset of 
schizophrenia symptoms. Given that most cannabis users 
do not develop schizophrenia, an attractive hypothesis 
is that cannabis contributes, as an environmental 
stressor, to the development of schizophrenia in 
genetically chronically high-risk (CHR) individuals.62 
Indeed, a number of genes have been implicated in 
the development of psychosis among cannabis users; 
however, whether these associations represent a gene 
by environment interaction or shared genetic risk 
requires further exploration.59 
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An important caveat is that marijuana is not 
uncommonly contaminated with the n-methyl-D-as-
partate (NMDA) antagonists phencyclidine (PCP)63 or 
ketamine.64 NMDA antagonists produce a character-
istic toxidrome consisting of autonomic hyperactivity, 
agitation, a psychotic phenotypic picture mimicking 
schizophrenia with positive, disorganized, and/or nega-
tive symptoms, delirium, catatonia, seizures, and coma 
in a dose-dependent manner.65 Additionally, synthetic 
cannabinoids like “K2” and “Spice” have become an 
emergent problem, given their widespread availability, 
heterogeneous and ever evolving chemical structures, and 
a very nonspecific toxidrome (including psychotic symp-
toms).66 Thus, if a careful history is not taken in combi-
nation with appropriate toxicological evaluation (though 
this remains unstandardized for synthetic cannabinoids), 
patients who consume these substances may be inaccu-
rately diagnosed with a primary psychotic disorder, par-
ticularly if their clinical picture is primarily characterized 
by psychotic symptoms without more serious medical  
complications. 

Addiction and Personality:

An examination of dual diagnoses would be wholly 
incomplete without a discussion of the interplay between 
personality and addiction. Throughout the history of 
attempts at classifying psychiatric illness, personality 
disorders and addictive disorders have been inextricably 
linked. In both the first and second iterations of the DSM, 
addictive disorders were included in the sections describ-
ing personality disorders.67, 68 Epidemiological studies 
have consistently demonstrated an association between 
antisocial personality disorder (ASPD) and substance use 
disorders, with an 84% lifetime prevalence of substance 
use disorder among individuals meeting the criteria for 
ASPD.69, 70 Importantly, Dinwiddie and Reich demon-
strated that for two groups of subjects, one exhibiting 
dissocial behavior in the context of active substance use 
and the other in abstinence, consistencies were found in 
phenomenology, family histories (looking at probands), 
and delimitation (looking at independent rates of alco-
holism and other psychiatric comorbidities), suggesting 
that substance use disorders and ASPD are linked but 
separate conditions.71 

A paradigm shift in addictive-personality research 
occurred when Cloninger famously described, using the 

Tridimensional Personality Questionnaire (TPQ) and syn-
thesizing preclinical, epidemiological, genetic, and clinical 
data, two types of alcoholics. Type 1 alcoholics charac-
teristically develop patterns of binge drinking later in 
life and have personality structures characterized by 
high harm avoidance (HA-anxiety prone), low novelty 
seeking (NS-impulsivity), and high reward depen-
dence (RD-altruism/sentimentality). Conversely, Type 
II alcoholics are characterized by early onset drinking, 
antisocial behavior, and a personality structure of low 
HA, high NS, and low RD. One could thus conclude 
that a Type 1 alcoholic might be anxious and tense and 
find in the discovery of alcohol (usually later in life) a 
sense of ease and comfort, leading to a loss of control, 
whereas a type II alcoholic might engage in pathologic 
drinking as a manifestation of trait impulsivity (NS) 
concurrent with other antisocial behavior.72 Cloninger 
emphasizes that the two types are not a dichotomy but 
a continuum; they clarify the influence of personality 
on alcoholism.72, 73

As compelling and enduring as Cloninger’s work may 
be, one central limitation is that assessment is based on a 
questionnaire, which has since been updated and modified 
into the Temperament and Character Inventory (TCI).74 
Recently, using information from decades of work on 
animal models, neuroimaging, genomics, and phenome-
nology, Kwako et al. proposed the Addictions Neuroscience 
Assessment (ANA), a heuristic model of addiction that can 
serve as a guide to a neuroscientific assessment of addiction 
with implications for personalized treatment.75 The ANA 
consists of three neuroscience-based domains: executive 
function, incentive salience, and negative emotionality, all 
of which are inextricably linked.75 A loss of top-down (i.e. 
medial prefrontal cortical) control in combination with 
increased salience of rewarding stimuli (modulated by the 
ventral striatum) results in continued, impulsive (driven 
by reward) drug taking, which in turn becomes compul-
sive (the nature of the drive is to avoid aversive stimuli), 
with the extended amygdala and hypothalamic pituitary 
adrenocortical axis becoming overactive and producing 
a state of distress.4, 75 These three domains interact in 
a dynamic way, providing both a neuroscientific and 
phenomenological explanation for the well-characterized 
clinical features (loss of control, continued use despite 
consequences, relapse) of substance use disorders.
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When looking at Cloninger’s model as well as the 
more recent ANA, one can see that both trait factors 
(e.g., harm avoidance) and state factors (e.g., negative 
emotionality) may drive drug-taking behavior. Further, 
one could conclude that individuals with high HA or 
those whose phenotype is characterized by withdrawal 
or negative affect, which George Koob aptly describes 
as “the dark side of addiction,”76 may indeed be self-
medicating, thus validating Khantzian’s hypothesis.14 We 

find, however, that this conclusion is too reductionist 
in the face of the available evidence. Rather, in both 
Cloninger’s model and the ANA, a more sophisticated 
interpretation suggests that the index use that may occur 
for whatever reason induces neuroplastic changes 
in the brain’s stress, reward, and executive systems 
that modulate affective states, which in turn drive 
further substance use, perpetuating the vicious cycle  
of addiction. 

Table 1:  
Key Relationships Between Psychiatric Illness and Drug Use-Abuse-Addiction

Drug Phenomenology Clinical Evidence Neuroscience Implications Treatment Implications

Alcohol Produces characteristic 
depressive symptoms

• High comorbidity with 
MDD

• Most symptoms 
of alcohol-induced 
depression remit within 
four weeks

MOR downregulation with 
chronic use

• Continued evaluation and 
treatment after detoxification

• Antidepressants treat 
depression but do not reduce 
drinking

• TMS may be beneficial 

Opioids Produce characteristic 
depressive symptoms

• High comorbidity with 
depression

• Opioids produce 
depressive symptoms

• Recent surge in opioid 
overdoses may be suicide 
attempts

• Chronic use reduces endog-
enous opioid production via 
HPA-axis dysregulation

• KOR agonism may be a 
mechanism for dysphoria

• Continued evaluation and 
treatment after detoxification

• KOR antagonists 
(buprenorphine) may be 
useful for treating OUD and 
depression

Stimulants Intoxication: activation, 
manic symptoms, 
psychosis

Withdrawal: dysphoria, 
anhedonia, suicidal 
ideation

• High psychiatric 
comorbidity

• Acute depression/ 
psychosis typically resolve 
within several weeks

• -Animal models and imag-
ing demonstrate dopamine 
depletion as mechanism for 
withdrawal

• Excess dopamine release in 
NAc as mechanism for psy-
chosis

• Chronic use causes structural 
changes to NAc and mPFC

• Shared candidate genes with 
amphetamine use disorder 
and schizophrenia

• Observation for suicidality
• Antipsychotics may be helpful 

for prolonged amphetamine 
psychosis

• TMS may be helpful for 
stimulant use disorders

Cannabis Psychosis • Epidemiological link 
between cannabis use 
and schizophrenia

• Shared candidate genes
• IV THC produces transient 

psychotic symptoms
• CBD may be antipsychotic
• NMDA antagonist 

contamination may produce 
psychosis identical to 
schizophrenia

• Longitudinal follow-up 
necessary for treatment 
determination/need for 
antipsychotics

• GABA-R agonist/Alpha-
2R antagonists if NMDA 
antagonist intoxication is 
suspected

Legend:
CBD = Cannabidiol
GABA-R = Gamma-aminobutyric acid receptor
KOR = Kappa opioid receptor
IV THC = Intravenous tetrahydrocannibinol

MOR = Mu opioid receptor
OUD = Opioid use disorder
NAc = Nucleus accumbens
mPFC = Medial prefrontal cortex

NMDA = N-methyl-D-Aspartate
SCZ = Schizophrenia
TMS = Transcranial magnetic stimulation
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Summary
We have given an overview of the complexities regarding 
patients with dual diagnoses. An abundance of epidemi-
ological data demonstrates a high comorbidity between 
primary psychotic and affective disorders and substance 
use disorders. Likewise, drugs of abuse can produce psy-
chiatric symptoms that may mimic primary psychotic 

and affective disorders. While patients may claim to use 
substances to self-medicate, evidence demonstrates that 
index exposure to addictive substances causes changes in 
deep brain structures that, in turn, change reward thresh-
old, prompting continued use and ultimately, addiction. 
Thus, accurate diagnosis and referral to comprehensive is 
indispensable, as will be discussed in Part 2.  
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Multiple-Choice Questions

21. According to the lesson, which one of the following statements is correct?

A. Alcohol consumption results in an increased release of endogenous opioids in the nucleus accumbens. 

B. Chronic alcohol use tends to manifest in depressive symptoms. 

C. Alcoholism has been linked to increased risk of suicidal ideation. 

D. All of the above. 

22. Given existing evidence, what best describes the relationship between marijuana and schizophrenia?

A. One time marijuana use causes schizophrenia in most people who smoke it.

B. Marijuana is likely an environmental stressor that when repeatedly ingested by a high genetic risk architecture 
individual may unmask a clinical picture consistent with schizophrenia.

C. Marijuana may help the treatment of schizophrenia.

D. No relationship between marijuana and schizophrenia exists.

23. A 50-year old attorney presents to treatment after an arrest for driving while intoxicated. On evaluation, 
he meets criteria for severe alcohol use disorder. He reports having life-long “social anxiety” but has 
never received treatment.  His father and sister are both in recovery from alcohol use disorder. 

Which of the following is LEAST likely to characterize drinking pattern?

A. Middle age onset after index exposure in a social setting, characterized by binge usage in social settings

B. Adolescent onset and continuous with many arrests and other legal issues (his profession notwithstanding)

C. Beginning during college as a “social lubricant” and escalating during law school with frequent binges after 
high-profile cases.

D. Beginning in his 30s after exposure on a trip overseas with escalating use as his career became more stressful

24. A 30-year-old woman with a 10-year history of methamphetamine use presents to the emergency room 
with agitated behavior. Collateral history reveals repeated methamphetamine use with a full spectrum 
of psychosocial, legal, and financial problems and multiple attempts at rehabilitation. Over the past 
six months, she has become more withdrawn and inattentive, even though her methamphetamine use 
has stayed relatively consistent. There is no mention of previous psychosis. On mental status exam, 
she demonstrates clear hallucinations, delusions, derailment of speech, and Schneiderian First Rank 
symptoms. Her urine drug screen is positive for amphetamines. The remainder of the laboratory 
workup, including TSH, RPR, HIV, and B12, is normal. She is admitted to the inpatient psychiatric 



unit, where she continues to display psychotic symptoms. ANA, CSF studies, and brain MRI are 
normal. She is not treated with antipsychotics (except as needed for agitation); after six weeks of 
hospitalization, her level of psychosis is unchanged.

What is the most likely diagnosis?

A. Substance-induced psychotic disorder

B. Schizophrenia

C. Anti-NMDA antibody encephalitis

D. Fictitious disorder
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and theory, acquired from reading the associated CME lesson, into a step-wise approach that reviews 
key learning points for easy assimilation into your armamentarium of knowledge and daily practice.

Brief Lesson Overview:

This CME lesson will be helpful for psychiatrists and other physicians as a guide for the conceptualization, 
evaluation, and treatment of patients with both substance use disorders and comorbid primary psychiatric 
illness. 

Key Point 1: The Fallacy of 
“Self-Medication” 

Psychiatric illness is often comorbid with 
substance use-misuse-addiction; however, 
the bulk of preclinical and clinical evidence 
indicates that patients with substance use 
disorders do not use substances of abuse 
to “self-medicate” underlying psychiatric 
illnesses. 

Key Point 2: Neurobiological Changes in 
Substance Abuse 

Drugs of abuse produce short- and long-
term changes in key areas of reward, in-
cluding the nucleus accumbens, changing 
the reward threshold. These brain changes 
result in psychiatric symptomatology and 
continued use. 

Key Point 3: Necessity for Collateral 
Information 

Evaluation requires rigorous history tak-
ing with collateral sources of information, 
serial mental status examinations, and 
adequate drug testing. The physician must 
keep a broad differential diagnosis in mind. 
An ABAM-certified addiction medicine 
physician’s input regarding comorbid med-
ical conditions may be useful.

Key Point 4: Treatment Considerations 
Ideal treatment involves a multi-disci-
plinary approach with appropriate phar-
macotherapeutic, psychotherapeutic, and 
community-oriented (e.g., mutual support 
group) interventions directed toward both 
abstinence from substances and recovery 
from psychiatric illness. Continuous fol-
low-up with drug testing and continued 
engagement is necessary.



Notes



89

L003390

Dual Diagnosis: Does Psychiatric Illness 
Cause Drug Abuse-Addiction, 

or Vice Versa?: Part 2

A. Benjamin Srivastava, MD; Mark S. Gold, MD, DFASAM, DLFAPA,

No commercial support was used in the development of this CME lesson.

KEY WORDS: Dual diagnosis • Addiction • Withdrawal • Depression • Psychosis • Anhedonia

LEARNING OBJECTIVES: Upon completion of this lesson, clinicians will be able to: (1) consider appropriate treatment 
strategies for patients with dual diagnoses, and (2) review highlights from decades of neuroscience in order to conceptualize an 
understanding of dual diagnosis in terms of how drugs of abuse change brain structure and function, resulting in psychiatric 
symptoms and continued use.

ABSTRACT: Background: Patients with both primary psychiatric illnesses and substance use disorders are common, but accurate 
evaluation and treatment can be difficult. Often, patients and clinicians alike will consider the addiction to be the consequence of 
psychiatric distress: a form of self-medication.  

Aims: We hope to put into perspective the notion of self-medication through a rigorous examination of epidemiological, clinical, 
preclinical, and translational neuroscience-based research and provide an evidence-based guide for the clinician vis-a-vis evaluation 
and treatment of dually diagnosed patients.

Conclusions: Substance use disorders and psychiatric illnesses are often comorbid and frequently share symptom overlap. As 
appealing as a “self-medication” hypothesis may be, the aggregate of the evidence suggests that drugs of abuse themselves dynam-
ically change the brain in crucial areas responsible for reward and motivated behavior, creating psychiatric symptomatology and 
continued, maladaptive drug use. 

Comments: Treatment of dual-diagnosed patients requires an accurate history, examination, and observation over time, with 
appropriate testing when indicated. The separation of addiction from psychiatric treatments and experts compounds the challenge 
of delivering logical dual disorder treatment to patients. A combination of psychosocial, psychotherapeutic, pharmacologic, and 
neuromodulatory treatments may be indicated for successful recovery.

COMPETENCY AREAS: Knowledge: Patients with dual diagnoses are quite common, yet physicians often struggle with 
accurate evaluation in treatment. After reviewing this CME lesson, clinicians should have a working understanding of treatment 
issues surrounding patients with dual diagnoses. 
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Treatment Issues
Successful treatment of patients with both primary psy-
chiatric and substance use disorders first requires a careful 
diagnosis. While this statement may seem obvious, it is a 
point that we must continue to emphasize. It also raises 
practical concerns because, of patients with both sub-
stance use disorders and mental illness, over half do not 
receive any treatment and one third receive only mental 
health care (i.e. they do not receive addiction care).6 Part 
2 of this lesson will cover strategies for accurate diagnosis 
and successful treatment for patients with dual diagnoses. 

Diagnosis and Testing:

Many problems occur in diagnosis itself. While some 
psychiatrists may ask patients if they have used and/or 
are currently under the influence of drugs, many psychi-
atrists evaluate patients cross-sectionally and diagnose a 
primary psychiatric illness without consulting a complete 
substance history or drug screen.77 

Similarly, patients in addiction treatment or enrolled 
in medication-assisted treatment (MAT) are unlikely to 
see a psychiatrist, let alone receive a formal psychiatric 
evaluation.78 Patients’ histories are often unreliable, espe-
cially when reporting drug use, abuse, and psychiatric 
symptoms, and the accuracy of the patient’s symptoms 
is likewise often dependent upon the skill level and thor-
oughness of the evaluating clinician.79, 80 Additionally, 
many addiction medicine physicians may miss common 
psychiatric illnesses, including depression.78 Given how 
common depression is in substance use disorders,5 specific 
screening is important, as many of these patients may 
lack insight into both their internal affective states and 
the need for treatment.80 Regarding opioids specifically, 
relapses often result in death,81 with emerging evidence 
suggesting an association between opioid use disorder 
and suicidality,82, 83 so thorough assessment for suicidal 
ideation is crucial. 

Misreporting of substance use, due to both implicit 
recall errors and fear of shame/stigma, is not uncom-
mon.84 A standard urine drug screen should thus be 
part of the initial evaluation with more specific testing 
considered if clinical suspicion warrants it (e.g., testing for 
alcohol use with ethyl glucuronide (EtG), substances not 
on standard urine drug screens, etc.);85 however, the level 
of requisite specificity of the drug test can vary from case 

to case. In physician addicts, for example, we test hair, 
saliva, and other matrices that detect an extensive array of 
drugs including club drugs and others.86 Patient behavior 
should also be taken into account. For example, roadside 
sobriety testing includes both a behavioral evaluation and 
actual testing.87 Another point worth noting related to 
patient history and drug testing is that illicit substances 
are not purified pharmaceuticals: they may be adulterated 
with psychotropic medications, fillers, toxins, or other 
drugs of abuse.88

Table 1:  
Stepwise Approach to Treating A Patient With 
Co-Occurring Addictive and Primary Psychiatric 
Disorders

Stepwise Approach to the Dual Diagnosis Patient

1. EVALUATION 
• Longitudinal history with focus on temporal relationship 

between symptoms and substance use
• Collateral informants
• Serial mental status examination
• Laboratory testing 
• Addiction medicine physician for evaluation of medical 

sequelae of addiction

2. IMMEDIATE INTERVENTIONS
• Detoxification
• Assessment of suicidality
• Close observation
• Disposition to appropriate treatment setting

3. LONG-TERM INTERVENTIONS
• Clarification of diagnosis
• Mutual support groups
• Pharmacotherapy when appropriate
• Consideration of neuromodulation
• Closely monitoring mental status, weight, and abstinence 

(with urine drug screens)

Acute Management:

Upon diagnostic clarification, the physician must 
ensure acute safety vis-a-vis intoxication and with-
drawal states. For alcohol withdrawal, long-acting ben-
zodiazepines (e.g., chlordiazepoxide [Librium], diazepam 
[Valium]) are the treatments of choice,89 while patients 
in mild to moderate withdrawal with good psychosocial 
support, absence of risk factors for more complicated 
withdrawal (history of seizures, delirium tremens), and 
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medical and psychiatric stability may undergo detoxifica-
tion in an ambulatory setting.90 For methamphetamine 
or cocaine withdrawal, depressive symptoms can be 
intense. While they usually remit in two to three 
weeks, they prompt relapse and the increased odds of 
suicidal ideation may make acute inpatient hospital-
ization necessary.44 Pharmacotherapy does not appear to 
be effective in attenuating stimulant withdrawal symp-
toms.91 For amphetamine-induced psychosis, depending 
on the severity, antipsychotic treatment with olanzapine 
or haloperidol may be appropriate.92 Generally, pharma-
cologic treatment is not required for cannabis intox-
ication;93 however, if suspicion is raised for NMDA 
antagonist intoxication and psychosis, alpha-2 agonist 
therapy (e.g., clonidine [Catapres, Duraclon]), or a 
GABA-A agonist (e.g., benzodiazepine) may be war-
ranted.94, 95 While general and addiction psychiatrists 
have an important role in assessment, evaluation by a 
board-certified internist or an addiction medicine physi-
cian certified by the American Board of Addiction Medicine 
(ABAM) may also be prudent for evaluating and treating 
medical complications from addiction.1

Disposition and Psychosocial Treatment:

Once the patient is stabilized, disposition to an appro-
priate treatment facility is essential. Some authors have 
suggested that residential dual diagnosis treatment, con-
tingency management, and group counseling have been 
shown to be effective in reducing substance use in patients 
with severe mental illness;96 however, due to the heteroge-
neity of studies, short follow-up periods, and inconsistent 
outcomes, it remains unclear whether any specific psy-
chosocial interventions are superior in terms of treatment 
outcomes (sobriety, mental health, etc.).97 Nonetheless, 
integrated care models—in which a single treatment 
team has expertise in and treats both disorders—have 
been shown to reduce substance use, improve psychiatric 
symptoms, decrease hospitalization, increase housing 
stability, reduce criminal recidivism, and improve quality 
of life.98 Continuing outpatient care and participation in 
self-help groups like 12-step programs may also improve 
abstinence and overall life quality.99 Unfortunately, access 
remains a problem, and many of these patients primarily 
seek care at substance abuse treatment facilities, where 
lack of access to appropriate psychiatric staff is a barrier 
to comprehensive treatment.100 An ideal, integrated care 

model might be modeled after state Physician Health 
Programs (PHP) that monitor and arrange treatment for 
physicians with substance use and co-occurring psychiat-
ric disorder. PHPs offer high-quality residential treatment 
followed by five years of contingency management, drug 
testing, monitoring groups, and avenues for addressing 
comorbid psychiatric issues with five-year abstinence and 
return to work rates approaching 80%.86 

Smoking and Lifestyle Modification:

Tobacco use disorder is strongly associated with major 
affective disorders, psychotic disorders, and other 
substance use disorders; and smoking contributes sig-
nificantly to morbidity and mortality in patients with 
these disorders.101 Treating smoking with counseling and 
pharmacotherapy may be helpful in reducing substance 
use102 and increasing overall improved mental health.103 
Interestingly, though some have theorized that patients 
with schizophrenia smoke as a form of “self-medication” 
for negative and cognitive symptoms, recent literature 
demonstrates no change in objective cognitive and behav-
ioral measures in patients with schizophrenia who smoke 
cigarettes.104 Additionally, it is well known that depres-
sion105 and weight gain106 provoke smoking relapse; and 
many patients enter treatment malnourished.107 We have 
thus proposed careful metabolic screening, monitoring of 
body mass, sleep, and mood, and introduction of exercise 
during addiction treatment.108 

Pharmacotherapy:

In general, though pharmacotherapy for psychotic and 
affective disorders has little effect on maintaining absti-
nence from substances,20, 109 several pharmacotherapies 
may serve dual purposes; they are briefly reviewed here. 
As mentioned in part 1, buprenorphine is FDA- 
approved for the treatment of opioid use disorders, 
which have high comorbidity with depression,29 and 
its KOR antagonist may contribute to its efficacy as 
an adjunct agent for depression treatment.34, 35 Addi-
tionally, valproic acid has demonstrated efficacy in both 
acute mania110 and maintenance treatment for bipolar 
disorder,111 and has likewise been shown to be effective 
in reducing heavy drinking in patients with comorbid 
alcohol use disorder and bipolar disorder,112 possibly 
through the mediation of histone deacetylase (HDAC) 
inhibition.113 Nevertheless, pharmacotherapeutic options 
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that target both disorders are limited in number, and 
combination pharmacotherapies targeting both primary 
psychiatric and substance use disorders may be viable 
options in the future.114

Neuromodulation:

That current addiction pharmacotherapies largely target 
isolated neurotransmitter systems (or the binge/intoxi-
cation phase of addiction4) is a significant limitation. 
Elucidation of shared neurocircuitry between substance 
use disorders and addictive disorders using novel tech-
niques such as optogenetics, the dynamic control of the 
medial prefrontal cortex over the ventral striatum,115 may 
yield the development of more sophisticated, neurocir-
cuitry-focused treatments that target both addiction and 
comorbid psychiatric illness. 

An emerging area that emphasizes a neurocircu-
try-based approach to addiction treatment is the use of 
neuromodulatory interventions including non-invasive 
(repetitive transcranial magnetic stimulation [rTMS], 
transcranial direct current stimulation [tDCS]), and 
invasive (deep brain stimulation [DBS]) techniques of 
brain stimulation.116 In deep brain stimulation, an elec-
trode is surgically implanted into deep brain structures 
and delivers high frequency electrical pulses.117 DBS 
is FDA-approved for Parkinson’s disease and essential 
tremor and has received humanitarian device exceptions 
for obsessive-compulsive disorder (OCD) and dystonia.117 
Transcranial magnetic stimulation uses a rapidly changing 
magnetic field to induce currents that modulate and stim-
ulate neural activity, whereas tDCS uses low amplitude 
currents to modulate neuronal action potentials.118 None 
of these interventions is FDA-approved for addiction. 

The bulk of evidence has demonstrated that rTMS 
targeted at the dorsolateral prefrontal cortex (DLPFC) tran-
siently reduces drug-seeking and drug-taking behaviors; 
however, this literature is limited by questions regarding 
replicability, anatomical target, frequency, intensity of 
current, laterality, number of sessions, and heterogeneity 
of studies.116 Evidence on the efficacy of tDCS has been 
inconsistent.116 Studies on DBS in addiction are largely 
limited to case reports but, when the NAc is targeted, 
patients have demonstrated a reduction in addictive 
behaviors across various domains.116 Obviously the inva-
siveness of the procedure, parameters of stimulation, ana-
tomical target site, and lack of substantial literature are all 

significant limitations to implementation.116 Interestingly, 
recent work from Fox and colleagues, using resting state 
functional connectivity magnetic resonance imaging (rs-fc-
MRI) demonstrated a correlation between the DLPFC 
and the NAc, possibly suggesting a mechanism and means 
for multifocal treatment.119 Finally, recent rs-fcMRI tech-
niques have allowed for individualized mapping of brain 
networks, providing potentially more refined targets for 
intervention.120

Summary and Conclusions
Patients with dual diagnoses are common, but they still 
present diagnostic challenges to physicians. As we have 
discussed above, phenomenological, epidemiological, 
genetic, and neurobiological evidence points away from 
the self-medication hypothesis of dual diagnosis. Drugs of 
abuse produce characteristic intoxication and withdrawal 
states that may mimic primary psychotic and affective dis-
orders; however, persistent psychiatric symptoms beyond 
the acute intoxication or withdrawal phase generally rep-
resent comorbid psychiatric illness or the consequence of 
neurotoxic stress from drug use, akin to a TBI-like effect 
described above. Thus, careful history taking with appro-
priate collateral informants and longitudinal observation 
is required for an accurate diagnosis. 

Examining decades of advances in neuroscience can 
lead to a more nuanced view of this topic, specifically 
between drug use-abuse and depression/anhedonia. As 
described by Koob and Volkow, a characteristic of addic-
tion is the transition of impulsive (reward-seeking) use to 
compulsive (relief of negative affect) use.4 Drugs of abuse 
produce a euphoric effect, and acute and prolonged 
abstinence naturally produce dysphoria and anhedonia. 
Thus, it is not surprising that in the 1980s Markou and 
Koob used animals in post-stimulant intoxication states 
as screening models for antidepressants.121 Additionally, 
drugs of abuse permanently alter the reward threshold, 
which has been corroborated by the bulk of preclinical122 
and clinical studies. For example, Volkow and Wang 
demonstrated using positron emission tomography (PET) 
imaging that while acute cocaine administration results in 
increased striatal dopamine release, both chronic use and 
long-term abstinence result in decreased striatal dopamine 
release and D2 dopamine receptor availability.123 On a 
more granular level, drugs of abuse that target the nucleus 
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accumbens produce enduring changes that result in addic-
tive behaviors. For example, chronic methamphetamine 
use alters the morphology of dendritic spines in both the 
prefrontal cortex and nucleus accumbens, limiting plas-
ticity from other life experiences, which might provide a 
mechanistic explanation for methamphetamine addiction 
and protracted neuropsychiatric side effects.124

Collectively, we can envision a model in which index 
exposure produces long-term changes in key reward 

areas of the brain that result in both continued use and 
profound psychiatric symptomatology, which are indeed 
inextricably linked. Treatment, both psychosocial and 
pharmacological, should ideally be integrated, with 
focuses on both addiction and comorbid psychiatric 
issues. Diet, exercise, medication and long-term follow-up 
and continued engagement in recovery are essential for 
sustained health and wellness.  
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Multiple-Choice Questions

25. A 25-year-old female presents to the emergency room after being found yelling nonsensically and 
fighting in public. She has never had any previous psychiatric contacts. Collateral information reveals 
that she recreationally smokes marijuana and smoked a “different strain” today. Her uncle may have 
had schizophrenia. Vital signs are as follows: BP 180/100 P 127 R 18 T 37.6 oC. Physical examination 
reveals torsional nystagmus. Mental status examination reveals physically aggressive behavior with 
hallucinations, delusions, derailment of speech, and blunting of affect. She is physically attacking 
other patients; a comprehensive urine drug screen is positive for cannabinoids and phencyclidine. 

What is the most appropriate next step in management?

A. Intravenous haloperidol

B. Intramuscular lorazepam

C. Observation in the ED

D. Cyproheptadine

26. A 56-year-old male with a self-reported history of major depressive disorder presents to the emergency 
room with depressive symptoms and suicidal ideation. He has never been to the emergency room 
before and is vague and inconsistent in reporting treatment and symptom history. He denies all 
substance use. He has been depressed for two days since his wife left him. He provides no collateral 
information. On examination, vital signs are stable. He is mildly diaphoretic with notable abdominal 
distension with hepatosplenomegaly. He has scleral icterus, Terry’s nails, and spider angiomata but 
no signs of tremor or asterixis. On mental status examination, he is notably withdrawn and guarded; 
however, he is alert and oriented to person, place, and time. His affect is restricted and dysthymic. 
He voices a plan of “jumping off of a bridge.” Laboratory studies are remarkable for Hgb 9.4 with 
platelet count of 96 AST=435; ALT=200. Blood Ethanol level is 300 mg/dL. 

What is the appropriate disposition?

A. Wait until clinically sober and discharge if no longer suicidal.

B. Admit to psychiatry involuntarily with internal medicine consult if needed.

C. Admit to internal medicine with psychiatry and addiction medicine consulted.

D. Admit directly to a detoxification unit staffed only by a psychiatrist.

27. A 45-year-old man presents voluntarily for substance treatment for opioid use disorder that he 
developed after being prescribed oxycodone for back surgery. He undergoes detoxification and 
enrolls in residential treatment; his therapist however notes continuing dysphoria even after several 
weeks clean. He also endorses strong cravings with plans to seek out heroin (which he has never used 
before) if he cannot find anything else upon discharge, though he does not want to use. He sees a 
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psychiatrist who diagnoses major depressive disorder and is started on an SSRI with some resolution 
of depressive symptoms but no resolution of cravings. 

What is an appropriate intervention at this point? 

A. Oral naltrexone

B. Electroconvulsive therapy (ECT)

C. Psychodynamic psychotherapy

D. Buprenorphine/naloxone

28. A 70-year-old man presents to the ED with dysphoria, anhedonia, and suicidal ideation. He is well 
known to the emergency room, presenting almost weekly in an identical manner. His urine drug 
screens are always positive for cocaine (as is his current drug screen). When admitted to the psychiatry 
service, he typically requests to leave the next day, noting improvement. 

What is the likely pathophysiology of his repeated presentations?

A. Dopamine depletion from the synaptic terminal of NAc dopaminergic neurons.

B. Serotonin transporter SNP “short” haplotype.

C. Excess noradrenergic discharge from the locus coeruleus.

D. Glutamatergic/GABA-ergic dysregulation.
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Brief Lesson Overview:

This CME lesson will be helpful for psychiatrists and other physicians as a guide for conceptualization, 
evaluation, and treatment of patients with both substance use disorders and comorbid primary psychiatric 
illness. 

Key Point 1: The Fallacy of 
“Self-Medication”

Psychiatric illness is often comorbid with 
substance use-misuse-addiction; however, 
the bulk of preclinical and clinical evidence 
indicates that patients with substance use 
disorders do not use substances of abuse 
to “self-medicate” underlying psychiatric 
illnesses. 

Key Point 2: Neurobiological Changes in 
Substance Abuse 

Drugs of abuse produce short- and long-
term changes in key areas of reward, in-
cluding the nucleus accumbens, changing 
the reward threshold. These brain changes 
result in psychiatric symptomatology and 
continued use. 

Key Point 3: Necessity of Collateral 
Information 

Evaluation requires rigorous history tak-
ing with collateral sources of information, 
serial mental status examinations, and 
adequate drug testing. The physician must 
keep a broad differential diagnosis in mind. 
An ABAM-certified addiction medicine 
physician’s input regarding comorbid med-
ical conditions may be useful.

Key Point 4: Treatment Considerations 
Ideal treatment involves a multi-disci-
plinary approach with appropriate phar-
macotherapeutic, psychotherapeutic, and 
community-oriented (e.g., mutual support 
group) interventions directed toward both 
abstinence from substances and recovery 
from psychiatric illness. Continuous fol-
low-up with drug testing and continued 
engagement is necessary.
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LEARNING OBJECTIVES: This lesson will enable clinicians to: (1) inquire about their patients’ sexual health and functioning 
thus aiding in better diagnosis, (2) review the common physical and mental injuries of war that affect sexual functioning, and 
(3) identify the common side effects of commonly used psychiatric medications on sexual functioning and how to mitigate them. 

LESSON ABSTRACT: Psychiatrists should ask patients about their sexual health for many reasons. First of all, there is an 
interplay between physical, mental, and sexual health. If a person is depressed, his or her libido or sexual desire is usually dimin-
ished. Posttraumatic stress disorder (PTSD) and depression often cause relationship problems, leading to estrangement from one’s 
partner. If either partner has erectile dysfunction or diminished libido (desire), intimate relationships may suffer. Additionally, 
many psychiatric medications cause sexual difficulties. These issues can lead to a vicious negative spiral in which one blames oneself 
and one’s partner, intimate relationships end and families break up, and, possibly, domestic violence and suicide occur. This lesson 
discusses how to mitigate these sexual side effects.

COMPETENCY AREAS: This lesson provides knowledge to clinicians on the importance to assess patients’ sexual health and 
sexual side effects of medications as well as the role of PTSD and depression which contributes to relationship problems. Readers 
will review case examples which illustrate interpersonal communication with patients and treatment of common relationship issues 
affecting sexual health. 
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Introduction and Background 
Since its genesis, and especially during the time of Freud, 
psychiatry has been concerned with the relationship 
between the mind and sexuality. In my training and 
practice over the last thirty years, clinical discussions 
related to sexuality have centered on the negative effects 
of sexual abuse and trauma. Practical issues, such as how 
to maintain a healthy sexual relationship or treat erectile 
dysfunction, were not covered. Those subjects were too 
often left to advice columnists and advertisements for 
phosphodiesterase inhibitors on television. This lesson 
attempts to bridge the gap between psychiatric practice 
and sexual health.

Psychiatrists should ask about their patients’ sexual 
health for many reasons. First of all, there is an interplay 
between physical, mental and sexual health. If a person 
is depressed, his or her libido or desire is usually dimin-
ished. Posttraumatic stress disorder (PTSD) often causes 
relationship problems, leading to estrangement from one’s 
partner. While we will focus on PTSD here, other psychi-
atric disorders, including mania, depression, or psychotic 
disorders, also may dramatically change relationships.

If a man has erectile dysfunction (impotence) for any 
reason, he is seldom at the top of his “game” emotion-
ally. Additionally, if either partner in a relationship has 
diminished libido (desire), their intimate relationship 
may suffer. Many psychiatric medications cause sexual 
difficulties, as will be further described below. These 
issues can lead to a vicious negative spiral, which can also 
lead to blame of oneself and one’s partner, the end of inti-
mate relationships and break-up of families, and, possibly, 
domestic violence and suicide.1 Currently, there are no 
reputable statistics concerning the relationship between 
sexual problems and domestic violence and suicide. How-
ever, impotence directly leads to relationship issues and 
anecdotally leads to serious problems.1 

Psychiatrists and other physicians must be aware 
of the effects of many psychiatric medications on sex-
ual function. Sexual side effects usually include erectile 
dysfunction (impotence), delayed or no ejaculation, lack 
of orgasm or desire, or lack of lubrication for women. 
Selective-serotonin reuptake inhibitors (SSRIs) are noto-
rious for dampening sexual drive and function, and 
tricyclic antidepressants (TCAs), stimulants, antipsychot-
ics, and narcotics all can have sexual side effects. Many 

other medications have also been reported to contribute 
to sexual dysfunction, including medications such as 
beta-blockers, which treat blood pressure. 

These issues will be developed in the context of service 
members injured in combat. The author’s recent book, 
Intimacy Post Injury: Combat Trauma and Sexual Health, 
covers many of these issues in more detail.2 One of the 
many things learned while compiling that book is that 
there is a void in recent medical and popular literature 
concerning optimization of sexual health for those with 
injuries or diseases. 

The central points of this lesson for psychiatrists 
and other treating clinicians are as follows: (1) the 
effects of depression and PTSD on intimacy and 
sexual health; (2) the very common direct sexual 
side effects of common psychiatric medications such 
as SSRIs; (3) other side effects of medications that 
may affect intimacy, including weight gain; and (4) 
the importance of asking about sexual health while 
recording a patient’s mental health history. 

Those Wounded in War
Since 9/11, 2.7 million U.S. service members have served 
in a war. The signature weapon of the wars in Iraq and 
Afghanistan is the bomb, often known as an improvised 
explosive device (IED), which targets exposed lower limbs 
and genitalia. Over 50,000 service members who have 
served in Iraq or Afghanistan have suffered physical 
wounds, including, but not limited to, lower extremity 
amputations, genito-urinary injuries, facial disfigurement, 
and burns. Motor vehicle accidents and gunshot wounds 
have added to the myriad injuries. Especially for those 
service members lacking limbs or suffering genito-urinary 
injuries, optimal sexual functioning is a challenge as they 
may have undergone surgeries and experienced pain, dis-
ability, and disfigurement, which can significantly impact 
self-esteem.2 

The so-called “invisible wounds of war” are PTSD 
and traumatic brain injury (TBI). About 25% of service 
members who have been deployed have developed PTSD, 
and approximately 300,000 service members have a TBI.3 
PTSD and the related consequences of combat, including 
depression and “moral injury,” often result in feelings of 
disconnection and alienation from family members. TBIs 
are accompanied by irritability and impulsivity, which do 
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not help relationships. Military competency and treat-
ments for PTSD have been covered in recent Directions 
in Psychiatry lessons, so they will not be repeated here.4, 5

Another cause of injuries that appears less in main-
stream media is exposure to toxic substances, such as 
Agent Orange (Vietnam), nerve agent, (first Gulf War), 
burn pits (OIF/OEF), and the anti-malarial medications 
mefloquine or Lariam (OEF, Africa, others). Exposure 
to these substances often leads to fear of reproductive 
problems.

The majority of wounded service members are 
male, but females also suffer from physical injuries. For 
instance, sexual assaults severely impact soldiers’ ability to 
develop intimate relationships. This has been extensively 
covered in other literature and may be the subject of 
another lesson. 

Currently, most injured personnel are still treated 
within the Military Health System (MHS) or have tran-
sitioned to the Veterans Health Administration (VHA). 
However, many service members and veterans also are 
treated by the civilian health system, which they often 
access through insurance provided by their employer or 
school.6

Civilian psychiatrists need to be aware of (1) the 
wounds service members suffered in recent wars, 
both physical and mental; (2) common treatments for 
PTSD; and (3) service members’ concerns regarding 
exposure to toxic substances. 

Psychiatric Medications and Side 
Effects on Sexual Functioning
Treatment of PTSD, depression, and other psychiatric 
conditions often involves medications that have adverse 
effects on sexual functioning. The only FDA-approved 
medications for PTSD are sertraline (Zoloft) and paroxe-
tine (Paxil). However, SSRIs such as these have a very high 
incidence of adverse effects on sexual functioning—30% 
to 70% depending on the study.7 The only two anti-
depressants commonly marketed in the U.S. with no 
sexual side effects are bupropion (Wellbutrin, Zyban) and 
mirtazapine (Remeron). However, the latter is known to 
increase weight even at low dosages due to anticholinergic 
receptor-mediated appetite stimulation.

Many other psychiatric medications, such as sec-
ond-generation antipsychotics, are also used to treat 

PTSD-related symptoms, such as nocturnal paranoia 
and attendant nightmares. Stimulants are often helpful 
for treating TBI. Opiates are used to treat acute pain, 
and tricyclic antidepressants (TCAs) are used for chronic 
pain. Narcotics (opiates) used for pain frequently lead to 
impotence.7, 8 

Many psychiatric medications, including second-gen-
eration antipsychotics, cause weight gain, as do mood 
stabilizers such as valproic acid (Depakote) and lithium, 
which are commonly used to treat TBI. In addition, 
lithium may cause acne. Weight gain and acne may 
make a person feel less attractive and contribute to lower 
self-esteem. 

Composite Case Example #1: 

A 32-year-old Marine Staff Sergeant decorated for 

bravery in Afghanistan returns home with chronic 

severe back pain but does not want to become de-

pendent on opiates. He cannot sleep and suffers from 

hypervigilance, avoidance, and emotional numbing, 

which are symptoms of PTSD. He began a course 

of high-dose gabapentin (Neurontin) for his chronic 

pain and paroxetine for his PTSD, whereupon he 

gained 30 pounds. In couples counseling, his wife 

said, “I don’t want to have sex with a fat person.” 

This further deflated her husband’s sense of personal 

attractiveness and caused him to resume “self-med-

icating” with alcohol to numb his anxiety, which 

worsened his depressed mood. 

Treatment included switching to bupropion, an exer-

cise program, and further couples therapy. Although 

he was reluctant to completely cease drinking alco-

hol, he did moderate his use. He also found sildenafil 

citrate (Viagra) helpful. His self-esteem, blood pres-

sure, and lipid profile improved with weight loss, as 

did his sex life, marriage, and mood.

Addressing SSRI-Induced Sexual Problems

Fortunately, there are solutions to SSRI-induced impo-
tence and delayed or no ejaculation: (1) lowering the dose 
of the offending agent (2) switching to another agent (3) 
planning drug “holidays” in which the drug is not taken, 
or (4) adding other medications, such as bupropion or 
ciproheptadine (Periactin).8  
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The chosen solution often depends on the patient’s 
preference. Switching to bupropion is often helpful 
because it does not cause sexual side effects, may increase 
libido, and improves mood, energy, and concentration. 
Trazodone (Oleptro) may be added because bupropion 
does not help patients sleep. 

If a patient develops ejaculatory delay from an SSRI, 
a single 4 mg dose of ciproheptadine may be taken about 
one hour prior to sex (and, if necessary, with a short-acting 
PDE inhibitor) to effectively solve the problem. In our 
clinical practice, ciproheptadine has also been reported as 
helpful for women with SSRI-induced anorgasmia. Drug 
holidays in which a patient does not take medications 
from, for example, Thursday to Sunday may also help. 
However, if someone is offered a drug holiday and their 
erections resume, they may not resume the psychiatric 
medication, which can lead to other adverse effects. 

Addressing Medication-Induced Weight Gain

Weight gain is a tougher issue to resolve. If using a sec-
ond-generation antipsychotic for nightmares, the dose 
can be minimized to decrease weight gain. The patient 
should be warned in advance of weight gain, and exercise 
should be prescribed to reduce extra pounds. Glucose, 
lipids, and hemoglobin A1C should be monitored to 
avoid metabolic syndromes and diabetes.  

Especially if the patient has chronic headaches, a useful 
adjunctive solution to weight gain might be to prescribe 
topiramate (Topamax, Qudexy), which has proven to be 
effective for reducing migraine symptoms and has the 
useful side effect of marked appetite suppression. Patients 
must be warned that, in rare cases, topiramate can cause 
acute glaucoma and kidney stones, and they should be 
rushed to the emergency room at the onset of any sud-
den sharp eye or flank pain. Furthermore, as topiramate 
deactivates the oral enzyme that breaks down carbonation 
(salivary carbonic anhydrase), patients should be warned 
that any carbonated drink will taste like metal while a 
patient is taking the drug. 

Phosphodiesterase Inhibitors
Phosphodiesterase inhibitors that can treat most cases 
of SSRI-induced erectile dysfunction include sildenafil 
(Viagra), tadalafil (Cialis), and vardenafil (Levitra). 
However, they are very expensive—a single pill now costs 

approximately $60—and are only partially covered by 
most insurance plans. Because of the cost, patients’ access 
to these drugs is limited; for example, the VA limits pre-
scriptions to four pills a month. The adverse side effects 
of phosphodiesterase inhibitors include headaches, nasal 
congestion, flushing, and nausea or heartburn. They must 
not be taken with nitrates or nitrites, but they may be 
taken with prazosin (Minipress), which is also commonly 
used to treat PTSD-related nightmares, and beta-block-
ers, which treat hypertension or anxiety.

There is some debate about whether psychiatrists 
should prescribe phosphodiesterase inhibitors. As with 
many other prescribing practices, the appropriate deci-
sion depends on the knowledge and comfort level of the 
individual provider as well as on the health care system 
in which the patient is being treated. In the VA, where 
the first author practices, prescriptions for these agents 
are normally written by patients’ primary care providers. 

Other Solutions for Intimacy 
Issues Due to PTSD
Many other solutions to intimacy issues resulting from 
PTSD are nonpharmacological. Psychotherapy, couples 
therapy, and treatment with a certified sex therapist 
may all prove useful. However, they may or may not be 
accessible, depending on many factors such as insurance 
coverage and available therapists. 

The first author almost always recommends exercise 
for her patients with PTSD or depression. Many patients 
also have musculoskeletal pain or other types of pain that 
hamper their exercise, which in turn contributes to weight 
gain. Thus, the first author often recommends low-impact 
exercise such as swimming or pool therapy. Working with 
a physical therapist to safely exercise can prove helpful. 

Complementary and alternative medications such 
as acupuncture, meditation, and yoga may also relieve 
PTSD symptoms without sexual side effects, as described 
in more detail in our last Directions in Psychiatry lesson.9

Finally, on a practical level, gels and sexual creams can 
help with lubrication, and dildos may assist with stimula-
tion. For people with missing limbs, adaptive equipment 
can be used to aid sexual activity, not only for driving or 
sports, as it is traditionally used. 

Communication with healthcare providers and 
between partners and families is often the most important 
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factor for enhancing intimacy. Discussing both partners’ 
expectations concerning sexual performance and setting 
aside dedicated time for sexual activity may be critical.2 

Sexual Difficulties and Suicide 
The suicide rate among service members on active duty 
has risen from approximately 10/100,000 per year in 
2004 to about 20/20,000 per year in the last decade.10, 11 
According to the VA Suicide Prevention Program, around 
20 veterans commit suicide each day.12 About two-thirds 
of service members kill themselves with firearms, and 
jumping from heights and strangulation are also com-
mon.10, 11 Thus, it is worth identifying the relationship 
between sexual difficulties, a common challenge faced by 
veterans, and suicide. 

We understand the broad factors affecting service 
members’ decision to commit suicide. Relationship issues 
were present in about two-thirds of cases in which suicide 
was successful. Legal, occupational, and financial difficul-
ties were very common, as were pain, disability, substance 
abuse, homelessness, and loneliness. 

 Although focus has been placed on the causes of 
suicide among active duty service members and veterans, 
we do not know the number of service members who 
commit suicide because of erectile dysfunction or other 
sexual issues, nor the relationship between sexual prob-
lems and suicide among civilians. Our hypothesis is that 
sexual problems, specifically impotence, contribute to 
feelings of failure and inadequacy and thus can contribute 
to suicidal thoughts and, possibly, domestic violence.1, 13 

Composite Case Example:

A 28-year-old Army sergeant developed severe PTSD 

after several tours in Afghanistan. As a result, he was 

prescribed sertraline (Zoloft), which caused severe 

erectile dysfunction as well as delayed ejaculation. 

His wife assumed that his sexual problems were due 

to philandering and asked for a divorce. The patient, 

who was never unfaithful to her, became even more 

despondent and attempted to hang himself, narrowly 

escaping death when a fellow soldier dropped by to 

check in.

The patient was hospitalized briefly in the inpatient 

psychiatry ward and then was referred to a resi-

dential PTSD program employing a combination 

of medication, individual and group therapy, and 

complementary and alternative (CAM) treatment. 

His medication was switched to bupropion, and 

prazosin was added. Lithium was considered, but the 

other medications improved his mood enough that 

the treatment team decided to hold off. 

The sergeant really appreciated activities associated 

with CAM treatment, especially Tai Chi, yoga, and 

working with horses. He had never liked talking 

about the traumas of war but appreciated art therapy 

as it allowed him to paint his feelings. He said, “The 

yoga helped calm down my hot brain enough that I 

could focus on the talking therapies.”

Asking About Sexual Health
We encourage all medical personnel to (1) discuss 
sexual health with their patients; (2) learn how to basi-
cally evaluate, treat, or refer patients to those who can 
evaluate and treat erectile dysfunction and other side 
effects of SSRIs; and (3) understand how to discuss 
the effects of physical injury, pain, and disability on 
sexual functioning. 

When and where medical personnel should talk 
about sexual health depends on the setting. In an out-
patient psychiatric setting, the authors do so after asking 
about sleep and appetite and before discussing suicidal 
and homicidal thoughts, but others may do so elsewhere. 
Although we recommend that such discussions be part 
of routine psychiatric evaluations, asking about sexual 
issues may or may not be appropriate for all patients. 
Over time—perhaps not in the first interview— con-
versations should touch on the patient’s sexual activity, 
satisfaction with intimacy, questions about exposure to 
sexually transmitted diseases, and previous sexual abuse. 
Since healthcare providers are often uncomfortable 
asking about sexual issues, we encourage discussion and 
role-playing in medical school and throughout residency. 

Conclusion
There are many more subjects that are outside the scope 
of this lesson but are covered in volume 1 of Intimacy 
Post Injury, including: (1) sexual therapy, (2) fertility, (3) 
adaptations for those with disabilities, (4) the effects of 
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exposure to toxins on reproduction, and (5) surgeries for 
those with genital injuries, such as penile transplantation.2 

In summary, medical care providers often fail to talk 
to patients about their sexual health and often only barely 
mention the adverse effects of medications, including 

psychiatric medications, on sexual functioning. How-
ever, this topic should not be neglected; sexual health is 
a critical issue for many patients and should also be for 
healthcare providers.  
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Multiple-Choice Questions

29. What are the effects of posttraumatic stress disorder (PTSD) on relationships?

A. Decreased intimacy with loved ones

B. Feelings of numbness and disconnectedness

C. Nightmares and thrashing at night

D. All of the above

30. What are sexual side effects of selective-serotonin reuptake inhibitors (SSRIs)?

A. Erectile dysfunction (impotence)

B. Decreased libido or desire

C. Delayed ejaculation

D. All of the above

31. It is important to record patients’ sexual history because doing so:

A. improves communication between providers.

B. aggravates problems in relationships.

C. makes it more difficult for providers to relate to their patients.

D. promotes the use of phosphodiesterase inhibitors.

32. Which psychiatric medications do not cause sexual problems?

A. Sertraline

B. Paroxetine

C. Bupropion and mirtazapine

D.  None of the above
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This valuable take-home reference translates evidence-based continuing medical education research 
and theory from the associated CME lesson into a step-wise approach that reviews key learning 
points for easy assimilation into your armamentarium.

CME Lesson Overview

Psychiatrists should ask patients about their sexual health for many reasons. First of all, there is an interplay 
between physical, mental, and sexual health; if a person is depressed, his or her libido or sexual desire 
is usually diminished. In addition, posttraumatic stress disorder (PTSD) often causes relationship problems, 
leading to estrangement from one’s partner. While we will focus on PTSD here, other psychiatric disorders, 
including mania, depression, and psychotic disorders, may also dramatically change relationships.

Key Point 1: Wounds of War 
The so-called “invisible wounds of war” 
refer to PTSD and traumatic brain injury 
(TBI). About 25% of service members 
who have been deployed have developed 
PTSD, and approximately 300,000 service 
members have a TBI.2 PTSD and the re-
lated consequences of combat, including 
depression and “moral injury,” often result 
in feelings of disconnection and alienation 
from family members. TBI is accompanied 
by irritability and impulsivity, which do not 
help relationships.

Key Point 2: Sexual Side Effects
Treatment of PTSD, depression and other 
psychiatric conditions often involves medi-
cations that have adverse effects on sexual 
functioning. The only FDA-approved medi-
cations for PTSD are sertraline (Zoloft) and 
paroxetine (Paxil). However, SSRIs such as 
these have a very high incidence of adverse 
effects on sexual functioning—30% to 70%, 
depending on the study.6 

Key Point 3: Covering the Basics  
We encourage all medical personnel to: (1) 
discuss sexual health with their patients; 
(2) learn how to basically evaluate, treat, 
or refer patients to those who can evaluate 
and treat erectile dysfunction and other 
side effects of SSRIs; and (3) understand 
how to discuss the effects of physical injury, 
pain, and disability on sexual functioning.



Notes
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LEARNING OBJECTIVES: Clinicians will review recent evidence on the assessment and psychobiological basis of exercise 
addiction to help recognize its presentation in patients and how to treat this addiction. They will interpret diagnostic information, 
including comorbidity with other psychiatric disorders and treatment studies to better distinguish symptoms. Lastly, readers will 
review instruments for assessing exercise addiction and data on the neuropsychological and biological basis of this disorder leading 
to more effective diagnoses and treatment outcomes. 

LESSON ABSTRACT: Excessive exercise may have adverse physiological and psychological effects. Several questionnaires 
and diagnostic tools have been developed and show high validity and reliability. Exercise addiction has been suggested as an 
obsessive-compulsive disorder, but has a rewarding dimension that implies that it might be included among behavioral addictions. 
Animal studies show that in rodents, running activates the dopamine reward system, thus contributing to stress reduction. Human 
evidence suggests that running is associated with endorphins and cannabinoids, thus explaining the “runner’s high” or euphoric 
feeling that may lead to exercise addiction. Genes that control preference for drugs also control the preference for naturally 
rewarding behaviors like physical exercise. Exercise addiction can be explained in terms of reward, habituation, social support and 
stress relief, avoidance of withdrawal, and reduction of anxiety. Assessment and treatment of exercise addiction should take into 
account the various stages of exercise addiction development and its comorbidity with other psychiatric disorders, such as eating 
disorders or substance use and alcohol disorders. Various treatments for exercise addiction are based on the cognitive behavioral 
approach but little is known about their effectiveness. A single-case study shows promise for pharmacological treatment for exercise 
addiction, but further studies are required. This lesson summarizes the diagnostics and phenomenology of exercise addiction with 
an emphasis on the physiological and neuro-pharmacological mechanisms responsible for its rewarding and addictive properties.

COMPETENCY AREAS: This lesson addresses the gap in learning in the area of knowledge, diagnosis, treatment, and 
practice-based learning and improvement. Many clinicians lack sufficient understanding of how to identify exercise addiction 
adequately, and it often goes underreported by athletes. There are few treatment studies for exercise addiction. Upon reading this 
lesson, readers will have a better understanding of exercise addiction, its treatment, and how to assess and manage this disorder.
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Introduction

Exercise Addiction: History, Features, and 
Methods of Assessment:

Exercise and sports activities are known to be beneficial 
both physically and psychologically.1 However, a few 
individuals use physical exercise excessively, resulting in 
physical and even psychological damage. It has therefore 
been argued that exercise could be harmful.2-5 Griffiths6-9 
suggested that exercise addiction may have features of 
other addictions like salience, mood modification, toler-
ance, withdrawal symptoms, conflict between the individ-
ual and his or her peers and other activities, and relapse, 
which refers to the tendency to return to excessive activity 
after periods of abstinence or control. It has also been 
suggested that addicted exercisers experience powerful 
withdrawal symptoms3 and physical, medical, financial, 
and social problems.10 Exercise addiction, among other 
behavioral and mental disorders, can be well described 
within the obsessive-compulsive spectrum.11 This 
lesson summarizes the diagnostics and phenomenology of 
exercise addiction with an emphasis on the physiological 
and neuro-pharmacological mechanisms responsible for 
its rewarding and addictive properties. The term addiction 
is used throughout the current lesson, following Berczik,10 
who considers it to be the most appropriate because it 
incorporates both dependence and compulsion.

Diagnosis and Assessment 
Criteria 
Several questionnaires have been developed to assess 
exercise addiction, including the Obligatory Exercise 
Questionnaire (OEQ),12 which has 20 items that cover 
a wide range of exercise behaviors like exercise fixation, 
frequency, and commitment. The Exercise Dependence 
Questionnaire (EDQ)13 consists of 29 items investigating 
the social effects and motivational factors of exercise 
including reward and withdrawal symptoms. The Exercise 
Dependence Scale (EDS)14 was founded on the Diagnostic 
and Statistical Manual of Mental Disorders (DSM-IV) 
criteria for substance dependence15 and has 21 items that 
differentiate between at-risk, non-dependent-symptom-
atic, and non-dependent individuals. It can also assess 

craving, withdrawal, tolerance, and lack of control. The 
OEQ had acceptable internal consistency and has been 
positively correlated with the EDS.14 The Exercise Addic-
tion Inventory (EAI) is a short questionnaire with six 
items that assess salience, mood changes, tolerance, 
withdrawal, conflict, and relapse. It is a valid and reliable 
tool for identifying individuals at risk for exercise addiction 
and has convergent validity with the EDS.16-17 Addition-
ally, the EDQ and EAI questionnaires were recently 
validated.18 Finally, the Running Addiction Scale (RAS) 
was constructed, evaluated, and used to investigate the psy-
chological correlates of running addiction.19 It showed that 
addiction to running was associated with high frequency 
of running and positive personality characteristics but not 
with mood enhancement, while the duration of running 
was found to be associated with mood enhancement. These 
results suggest that the benefits of running for mood may 
be obtained without addiction.19

Prevalence Rates
There is a large variability in exercise addiction estimates, 
resulting from the use of different questionnaires for 
assessment. The prevalence rates of exercise addiction 
vary from 30.4% among triathletes20 to 3.2% among 
“ultra-marathoners”21 and between 3.4–13.4% of the 
exercising population using the EDS for screening (14) 
and 3% and 3.6% in two studies in Britain16, 22 Among 
300 clients of a fitness room in France, 125 (42%) pre-
sented diagnostic criteria of exercise dependence.23 In 
Australia, among 234 elite athletes recruited from sports 
institutes and academies, 34% were classified as having 
exercise dependence.24 Among Italian adolescents, an 
exercise addiction rate of 8.5% was reported; it was more 
common in boys.25 It has been estimated that within 
the exercising population there is a 3% rate of exercise 
addiction, although this has been also the estimate of the 
general population.26 It has been argued that even if 1% 
of the exercising population may be addicted to exercise, 
that represents a very large number of people who might 
be helped.10 Exercise addiction was present in 0.3–0.5% 
of the general adult population in Hungary, a proportion 
equivalent to 1.9–3.2% of weekly regular exercisers.18 See 
Table 1 for prevalence rates of exercise addiction.
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Table 1:  
Prevalence of Exercise Addiction in the General Population

Study Country and Study Population Number Prevalence Rates

Hausenblas and Downs (2002)14 US exercising population 408 3.4%-13.4%

Hausenblas and Downs (2002)27 US general population 1263 2.5%

Garman et al. (2004)28 US students 257 21.8%

Terry et al. (2004)17 UK students 200 2.5%

Griffith et al. (2005)9 UK exercising population 200 3%

Szabo and Griffiths (2007)22 UK University sports science students 261 6.9%

Lejoyeux et al. (2008)23 France, exercising population 300 42%

MacLaren and Best (2010)29 Canada, students 948 25.6%

Villella et al. (2011)25 Italy, school adolescents 2853 8.5%

Monok et al. (2012)18 Hungary, general adult population 2710
Non-dependent symptomatic 6.2%-10.1% 
At risk 0.3-0.5%

Lejoyeux et al. (2012)30 France, customers at a fitness club 500 29.6%

 
Athletes

Study Country and study population Number Prevalence rates
Blaydon and Lindner (2002)20 Hong Kong, triathletes 203 30.4%
Allegre et al. (2007)21 UK, ultra-marathoners 95 3.2%
McNamara and McCabe (2012)24 Australia, elite athletes 234 34%

Psychiatric Comorbidity
Exercise addiction has symptoms in common and 
high comorbidity with eating disorders26 and body 
image disorders. Individuals with exercise addiction are 
concerned about their body image and tend to weigh 
themselves regularly and exercise dietary control.20, 31-33 
Others34-35 have failed to find similarities between exercise 
addiction and eating disorders. In reviewing the literature, 
Szabo36 could not identify conclusive evidence for a rela-
tionship between exercise addiction and eating disorders. 

Higher scores on exercise dependence were reported 
in dancers than in endurance or non-endurance ath-
letes, suggesting that dancers may be at greater risk for 
psychophysiological problems associated with exercise 
dependence than other athletes.37 Among women who 
were screened for exercises and eating disorders, exercise 
addiction always presented in the context of an eating 
disorder, and it was this comorbidity that was associated 
with psychological distress.38 These qualitative findings 

support the concept of secondary, but not primary, exer-
cise dependence. It was also found that in the absence 
of an eating disorder, women identified as being exercise 
dependent do not exhibit the sorts of personality charac-
teristics and levels of psychological distress that warrant 
the construction of primary exercise dependence as a 
widespread pathology.39 Exercise addiction is often related 
to obsessive-compulsive disorder, as exercise addicts may 
have obsessions or compulsions toward physical activity. 

Self-evaluation problems appear to have a central role 
in the disorder’s etiology from a psychological perspec-
tive. One important question to be addressed is whether 
this disorder is an independent entity to be classified as 
a distinct clinical disorder or as a subgroup of another 
disorder.11 The DSM-IV was used for diagnosis of exer-
cise dependence among a group of eight people who 
practiced seven different sports. All of the defined oper-
ational criteria except two concerning physical exercise 
activity abuse were identified in the interviews, and all 
participants fulfilled at least one of the criteria for being 
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diagnosed as exercise dependent.40 Furthermore, there 
is co-occurrence with depression and anxiety disorders, 
but the relationship is bi-directional such that physical 
exercise can reduce anxiety and depression and a lack of 
exercise is associated with higher levels of anxiety and 
depression.41 Weinstein42 assessed compulsive exercise, 
anxiety, and depression among 20 professional regular 
exercisers and 51 recreational regular exercisers. Ratings 
of compulsive exercise were associated with ratings of anx-
iety and depression among individuals who exercise for 
both professional and recreational purposes. The authors 
suggested that individuals who exercise for either purpose 
may use it as a means of alleviating depression, although 
this study had only a small sample of recreational and 
professional exercisers with clinical levels of anxiety and 
depression. Finally, little is known about comorbidity 
between exercise addiction and drug and alcohol addic-
tion. People with drug problems might receive some of the 
same benefits from exercising at moderate level. Habitual 
smokers report having fewer withdrawal symptoms and 
less intense cravings for a cigarette after they have been 
to the gym; even mild workouts and stretching can help 
stave off a relapse. However, it is not clear whether exer-
cise works as treatment for drug addiction; it may just 

be a distraction. Table 2 describes the co-occurrence of 
exercise addiction and other disorders.

Possible Psycho-Biological 
Mechanisms 
Several hypotheses have been proposed to explain the 
psycho-biological mechanisms that may underlie exercise 
addiction,44 including: 

1.  Affect regulation hypothesis: running serves as 
a “positive affect enhancer” and a “negative af-
fect” reducer.45 This hypothesis was supported 
by several studies reporting reduction of anxi-
ety and depression as motivation for exercise in 
runners.

2.  Anorexia analogue hypothesis: compulsive run-
ning is a male analogue of anorexia nervosa.46 

3.  Sympathetic arousal or habituation hypothesis: 
the habitually exercising individual is moti-
vated to engage in increasing levels of exercise 
in order to achieve the same level of arousal.47

Table 2:  
Co-Occurrence of Exercise Addiction and Psychiatric Symptoms and Disorders

Study Country Number Co-occurring disorders/symptoms and rates or 
association with psychopathology

Lyons and Cromey (1989)32 UK 8 male runners Eating disorder

Sundgot-Borgen (1993)33 Norway 30 elite athletes Eating disorders

Estok and Rudy (1996)43 USA 265 female 
runners

Eating disorders: anorexia

Bamber et al. (2000)38 USA 56 female 
exercisers

Eating disorders

Blaydon and Lindner (2002)20 Hong Kong 203 triathletes Eating disorder

Bamber et al. (2002)39 USA 16 female 
exercisers

Eating disorders

Klein et al. (2004)31 USA 23 inpatient 
females 

Anorexia nervosa

Lejoyeux et al. (2008)23 France 125 adolescents Nicotine dependence (20%)
Alcohol dependence (8%)
Bulimia nervosa (7%)
Shopping addiction (63%)

Weinstein et al. (2014)42 Israel 51 athletes Depression and anxiety
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4.  β-Endorphin hypothesis: aerobic exercise relies 
on fat as a major fuel.49 This creates a vicious 
cycle resulting in stimulation of β-endorphin 
release and of other endogenous opioid pep-
tides that appear to exert analgesic effects 
and may also produce addictive behaviors. 
Although the β-Endorphin hypothesis has 
been criticized over the past ten years, it has re-
ceived supporting evidence from brain imaging 
studies.50

5.  Cytokine hypothesis: suggested that exer-
cise-induced IL-6 cytokin release causes an 
anti-inflammatory response and may be an 
underlying feature of exercise dependence.51 

The theories describing psycho-biological mecha-
nisms for exercise dependence are summarized in Table 3.

Studies on Psychobiological 
Mechanisms

Dopamine and Reward:

Natural behaviors such as eating, drinking, sex, and exer-
cise activate the brain’s reward pathways, so individuals 
engage in these activities to obtain rewards.53 Playing 
games of chance54 and videogames55-56 lead to dopamine 
release in the brain. The elevated levels of catecholamines 
during and following exercise have led to the catechol-
amine hypothesis of exercise dependence.57 Since central 
catecholamine levels are involved in mood and affect 

regulation and in the reward system, it has been suggested 
that changes in brain catecholamine levels following exer-
cise are responsible for its rewarding nature. For example, 
running is suggested to increase neurogenesis in the 
hippocampus and is beneficial as an antidepressant in a 
genetic animal model of depression.58 The authors tested 
the Flinders Sensitive Line of rats by giving them access to 
running wheels for a month; based on their results, they 
suggest that running may have an anti-depressant effect 
in humans and may thus constitute a novel treatment 
for depression. There is further evidence that treadmill 
exercise exerts an ameliorating effect on isolation-induced 
depression via neuronal activation in rats.59

Stress Reduction and Pain Relief:

The usefulness of exercise as a stress-reduction strategy 
was proposed; it was suggested that reward and motiva-
tion circuitries that are imbedded in the limbic regions 
of the brain are responsible for the auto-regulation and 
endogenous processing of stress.60 Physical activity and 
exercise have the potential to decrease psychological 
distress through pleasure induction by activating endoge-
nous opiates. Animal research shows that these molecules 
and mechanisms are stress reducing. Male Fischer rats 
who were allowed voluntary access to running wheels 
for six weeks found wheel running to be rewarding, as 
measured by conditioned place preference and increased 
immune reactivity in the nucleus accumbens.54 Measur-
ers of dopamine and opioid levels in the brain showed 
increased tyrosine hydroxylase (TH) mRNA levels in the 

Table 3:   
Theories of Psychobiological Mechanisms of Exercise/Sport Dependence and Addiction

ReferenceNeurotransmitters MechanismTheory

Cousineau et al. (1977)45 Dopamine, noradrenaline, serotonin (5-HT)Reward

Howley (1976)48

Morgan (1985)49 
Boecker (2008)50 
Dietrich and McDaniel (2004)51 

Dopamine, noradrenaline, serotonin
b-Endorphin
Endogenous cannabinoids

“High”

Thompson and Blanton (1987)47Hypothalamic-pituitary-adrenal (HPA) axisArousal

Tomkins (1968)45Serotonin 5-HTAffect regulation

Hamer and Karageorghis (2007)52Cytokines IL-6 = interleukin 6Avoidance of withdrawal

Yates et al. (1983)45Serotonin- 5-HT?Anorexia or OCD
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ventral tegmental area, increased delta opioid receptor 
(DOR) mRNA levels in the nucleus accumbens shell, and 
reduced levels of dopamine receptor DRD

2
 mRNA in 

the accumbens core. These findings indicate that repeated 
voluntary exercise is rewarding and alters gene transcrip-
tion in mesolimbic reward neuro-circuitry.

A conceptual model for the role of cytokines in 
exercise dependence has been proposed by Hamer,52 who 
suggested that the trigger for the overproduction of IL-6 
forms the basis for the development of an exercise-depen-
dent state of chronic IL-6 overproduction, exacerbated by 
continued bouts of exercise in order to gain transient relief 
from cytokine-induced symptoms may be implicated as 
an underlying mechanism of exercise dependence. How-
ever, there is controversy over the psychological effects 
of distance running. While running has been used as an 
adjunctive treatment for depression and anxiety, it has 
also been characterized as negative reinforcement (i.e. 
reduction of negative affect). Highly committed runners 
had lower anxiety and depression traits than those clas-
sified as recreational runners.62 Regardless of their level 
of commitment, these people’s strongest motivators for 
training were health and fitness concerns. These results 
provide evidence that powerful dedication to distance 
running is associated with positive traits rather than with 
negative aspects of addiction.

Runner’s High: 
The Role of Endorphins 
and the Endocannabinoids 
Exercise scientists have tried to account for analgesic and 
euphoric mental states by identifying alterations in the 
catecholamines adrenaline (epinephrine) and noradren-
aline (norepinephrine) as being responsible for runner’s 
high.48 With the discovery and characterization of the 
opioid receptor network and endogenous opioid peptides, 
it has been suggested that exercise-induced changes in 
psychological functions were a direct consequence of 
alterations in endogenous opioid release;47 which is the 
“endorphin hypothesis of exercise.” However, there are 
a number of serious issues with that hypothesis; studies 
examining the exercise-endorphin connection produced 
equivocal results and were plagued by methodological 
confounds. There are major inconsistencies between 
the endorphin hypothesis and the physiological and 

biochemical responses to endurance exercise. A recent 
study using advanced brain imaging techniques inves-
tigated the opioid mechanisms of runner’s high in the 
human brain and the relationship to perceived euphoria.50 
They investigated opioid release by running a positron 
emission tomography (PET) study with the nonselective 
opioid ligand 6-O-(2-[18F] fluoroethyl)-6-O-desmethyldi-
prenorphine ([18F] FDPN). Ten athletes were scanned on 
two separate occasions in random order, at rest and after 
2 h of endurance running (21.5 ± 4.7 km). Reductions in 
opioid receptor availability were identified preferentially 
in the prefrontal and the limbic and paralimbic brain 
structures. The level of euphoria increased significantly 
after running and was inversely correlated with opioid 
binding in prefrontal/orbitofrontal cortices, the anterior 
cingulate cortex, bilateral insula, para-insular cortex, 
and temporal-parietal regions. These findings support 
the endorphin hypothesis for runner’s high and suggest 
region-specific effects in frontal-limbic brain areas that are 
involved in the processing of affective states and mood.

Recent studies have demonstrated that endurance 
exercise activates the endocannabinoid system.51 The 
cannabinoids produce psychological states that closely 
parallel several experiences described as similar to run-
ner’s high. Activation of the endocannabinoid system 
also produced sedation, anxiolytics, a sense of wellbeing, 
reduced attention capacity, impaired working memory 
ability, and difficulty in time estimation. This behavioral 
profile following running is similar to the psychological 
experiences reported by long-distance runners. The close 
interaction of endo-cannabinoids with dopamine suggests 
that they have a function in the brain’s reward system and 
may therefore form an addiction. The endocannabinoid 
system is also implicated in the control of motor activity 
mediated through the basal ganglia and central activation 
of anandamide in freely moving rats.51 The results support 
the role of endogenous opiates and the cannabinoids in 
regulating exercise and protection against stress.

Genetic Factors:

It has been suggested that some inbred rodent strains that 
can develop high preference for addictive drugs will also 
develop a distinct preference for running wheel exercise.58 
Genetic studies suggest that the same genes that control 
the preference for drugs also control the preference for 
naturally rewarding behaviors like exercise. Specifically, 
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dopamine has been suggested as a contributor to the 
expression of opposing phenotypes, excessive exercise, 
and obesity in mice.63 Selective breeding for high levels 
of exercise or obesity may have influenced the genetic 
variations controlling these pathways and manifesting as 
opposing complex traits. 

Treatment

Cognitive Behavior Treatment:

Treatment approaches for exercise addiction are based 
on the cognitive behavioral approach, but there is little 
evidence of their effectiveness for exercise addiction. 
According to Freimuth,64 assessment and treatment 
should take into account the various stages of exercise 
addiction development and its comorbidity with other 
psychiatric disorders like eating disorders or substance 
use and alcohol disorders. It is important to distinguish 
between these cases and primary exercise addiction, which 
occurs in the absence of an eating disorder. Any weight 
loss is secondary to calories burned or, if there is dieting, it 
occurs solely for the purpose of improving performance. 
However, for some people, the primary motivation for 
exercise is weight loss that runs to the extreme. One of 
the first issues to be addressed is to motivate patients to 
seek treatment, given that they are insufficiently aware 
of the adverse effects of their behavior. Once patients 
are so motivated, attention can turn to identifying and 
correcting automatic thoughts such as those related to 
the need to control the body and the idea that exercise is 
always good even if performed in an obsessive manner. 
Behavioral strategies such as contingency management 
that reward abstinence from a type of exercise or main-
taining lower levels of a once addictive behavior have 
also been recommended. Secondly, when treating exer-
cise addiction, abstinence from exercise may not be the 
desired goal; since exercise in moderation is considered a 
healthy habit, a typical treatment goal will be to return to 
moderate levels of exercise. In some cases, a new form of 
exercise may be recommended, as when a runner becomes 
a swimmer or a cyclist. In other cases, the person may 
continue to undertake the same form of exercise in a more 
controlled or moderate manner. Whether moderating 
the original exercise behavior or replacing one activity 
with another, clinicians can use the attributes of the four 

phases of addiction as a way to help patients distinguish 
problematic or addictive exercise from moderate or rec-
reational exercise.64

Pharmacological Treatment:

Little research is available on pharmacological treatment 
for excessive exercise. There is a single-case study report-
ing treatment with quetiapine (Seroquel; an antipsychotic 
with affinity for the D

1
 and D

2
 dopamine receptors and 

the α
1
 and α

2
 adrenergic receptors, and antagonistic to 

5-HT
1A

 and 5-HT
2
 serotonin receptors). Quetiapine 

was used as an add-on treatment for bipolar I disorder 
with comorbid compulsive buying and physical exercise 
addiction.65 After four weeks of treatment, the patient 
showed a mild improvement of his compulsive buying 
behaviors and a moderate improvement of his compul-
sion for physical exercise. After 12 weeks of quetiapine 
treatment, behavioral symptoms significantly improved; 
they were completely resolved after 24 weeks, and EAI 
scores were reduced from a score of 28 at admission to a 
score of 12 following the treatment. 

An important issue is whether exercise can be used as 
treatment for drug and alcohol addiction, thus replacing 
an unhealthy addiction with a healthy one. We noted 
above that the same genes that control preference for 
drugs control the preference for naturally rewarding 
behaviors like exercise.58 There is further evidence from 
animal studies that exercise and drugs of abuse activate 
overlapping neural systems. Rats that were exposed to 
chronic exercise on an eight-week treadmill running pro-
gram with increasing intensity preferred saline to amphet-
amines. Previous practice of regular physical activity may 
therefore help preventing amphetamine addiction in the 
conditions used in this test.66 This evidence is supported 
by a lower incidence of tobacco and alcohol use and Inter-
net addiction among students in the Faculty of Physical 
Education and Sport at a Romanian university than those 
reported in the specialized literature, likely because of 
the beneficial effect of physical exercise. It is therefore 
plausible that exercise has a protective effect against drug 
and alcohol addiction.67 

Conclusions
There are positive effects of regular exercise on physi-
cal and mental health, but exercise may have adverse 
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physiological and psychological consequences when taken 
to excess. Several diagnostic tools have been developed 
and showed high validity and reliability. There are rela-
tively few studies investigating the prevalence of exercise 
addiction, and their results are variable and depend on 
the measurement questionnaires, so more work needs 
to be done to validate these findings. Exercise addiction 
has been suggested as having an obsessive-compulsive 
dimension and impulsive and rewarding aspects; it thus 
lies within the obsessive-compulsive and impulsive spec-
trum of behavioral addictions.53 Due to its resemblance to 
other behavioral addictions in terms of the characteristics 
of salience, reward, craving, mood effects, and persistence 
despite negative consequences, it may also be regarded as 
a behavioral disorder. 

The reward and stress reduction hypotheses of exer-
cise addiction are supported by studies showing that 

wheel running in rodents activates the dopamine reward 
system and contributes to stress reduction, thus operating 
as antidepressant activity. Further evidence suggests that 
running is associated with endorphins and cannabinoids, 
resulting in runner’s high, a euphoric feeling that leads to 
exercise addiction. It is therefore argued that psycho-bio-
logical mechanisms can explain the positive and negative 
reward mechanisms typical of exercise dependence. 

Psychological treatment for exercise addiction is based 
on the cognitive behavioral approach. Assessment and 
treatment should take into account the various stages of 
the development of exercise addiction and its comorbidity 
with other psychiatric disorders like eating disorders or 
substance use and alcohol disorders. Little is known about 
the effectiveness of cognitive behavior or pharmacological 
treatment, so it is presently impossible to evaluate their 
effectiveness and further studies are required.   

About the Faculty

Aviv Weinstein, PhD: Dr. Weinstein is an Associate Professor at the Department of Behavioral Science at Ariel University, 
Ariel, Israel.
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Multiple-Choice Questions 

33.  According to the lesson, all of the following statements are believed to be true regarding exercise 
addiction, except:

A.  pharmacological treatments for exercise addiction include a variety of medications that have been shown to 
be effective in controlled clinical trials.

B.  exercise addiction has been suggested as having both an obsessive-compulsive dimension and rewarding 
aspects. 

C.  exercise addiction may result in runner’s high or euphoric feelings.

D.  exercise addiction can be described in terms of reward, habituation, social support, stress relief, avoidance 
of withdrawal, and reduction of anxiety. 

34.  Which one of the following instruments is a short questionnaire used to identify individuals at risk 
for developing exercise addiction?

A.  The Exercise Addiction Inventory (EAI)

B. The Obligatory Exercise Questionnaire (OEQ)

C.  The Exercise Dependence Questionnaire (EDQ)

D.  The Exercise Dependence Scale (EDS)

35. Which of the following psychiatric disorders has frequently been described as related to exercise 
addiction? 

A.  Attention and hyperactivity disorder

B.  Borderline personality disorder

C.  Eating disorders

D.  All of the above

36.  Exercise addiction has been postulated to be associated with all of the following neurotransmitters, 
except:

A.  NMDA or amino acids. 

B.  endorphin-endogenous opiates. 

C.  dopamine.

D.  cannabinoids.
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This valuable take-home reference translates evidence-based, continuing medical education research 
and theory, acquired from reading the associated CME lesson, into a step-wise approach that reviews 
key learning points for easy assimilation into your armamentarium of knowledge and daily practice.

Brief Lesson Overview:

The information in this lesson will be helpful to medical students, general practitioners, pediatricians, and 
family physicians who may not have an updated knowledge base on exercise addiction. Knowing the signs, 
symptoms, and behaviors can only increase identification and treatment of this disorder. 

Key Point 1: Diagnosis and Assessment 
Understanding the diagnosis of exercise 
addiction and methods of assessment of 
the disorder will aid in the recognition and 
detection of key symptoms.

Key Point 2: Identify Features
Identification of symptoms of exercise 
addiction such as salience, mood changes, 
tolerance, withdrawal, conflict, and relapse 
is key for treatment of exercise addiction. 
Clinicians should be able to identify these 
symptoms and make a proper diagnosis.

Key Point 3: Comorbidity 
Clinicians should assess for psychiatric 
comorbidity with disorders such as eating 
disorders, depression, anxiety, and obses-
sive-compulsive disorder. 

Key Point 4: Biological Mechanisms
Several biological mechanisms have been 
proposed for exercise addiction, including 
the dopamine reward system, stress re-
duction, and endorphin and cannabinoid 
release, which explains the runner’s high or 
euphoric feelings that may lead to exercise 
addiction. 

Key Point 5: Treatment Considerations
Treatment approaches for exercise addic-
tion are based on the cognitive behavioral 
approach, but little is known about their 
effectiveness. Treatment should take into 
account the various stages of exercise ad-
diction development and its comorbidity 
with other psychiatric disorders like eating 
disorders or substance use and alcohol 
disorders.
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Eating Disorders: 
Complex Biopsychosocial Problems  
with an Emerging Pathophysiology

Guido K.W. Frank, MD, FAED

No commercial support was used in the development of this CME lesson.

KEY WORDS: Eating Disorders • Diagnosis • Treatment • Neurobiology

LEARNING OBJECTIVES: Upon completion of this lesson, readers will be able to: (1) discuss and diagnose eating disorders 
according to the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition (DSM-5), (2) discuss evidence-based treat-
ments for eating disorders with patients to arrive at a treatment plan, (3) evaluate what level of care would be most appropriate for 
patients with eating disorders based on severity and course of the illness, and (4) discuss changes in brain structure and function 
that have been found in eating disorders and could contribute to illness behaviors.

ABSTRACT: Background: Eating disorders are severe psychiatric disorders. Over the past decade, there has been significant 
progress in classification, diagnosis, and treatment of these disorders, along with advances in the relevant brain research.

Aims: This lesson outlines the clinical presentation, assessment, and treatment of and neurobiological research relevant to eating 
disorders to provide both a review of those areas and clinical guidance. 

Conclusions: Because eating disorders continue to be difficult to treat, patients require a multidisciplinary team approach to address 
their common complex biopsychosocial etiology and presentation. Treatments, especially for adolescents, have improved and brain 
research has helped to start to develop biological disease models. 

COMPETENCY STATEMENT: Eating disorders continue to be severe psychiatric illnesses with high mortality. This lesson 
addresses knowledge regarding recent developments in diagnostic classification, selection of the adequate level of care and treat-
ment approaches, and neurobiological brain research into those disorders. Clinicians who feel uncomfortable treating individuals 
with eating disorders will find this lesson useful to improve their competence in this area.
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Introduction
Eating disorders are severe mental illnesses of unknown 
etiology and limited treatment options. Nevertheless, 
recent research has advanced both treatment and our 
understanding of the neurobiology that underlies eat-
ing disorders. The learning objectives of this lesson are 
four-fold. The first section describes the clinical presen-
tation and prevalence of eating disorders. The second 
section describes assessment, section three is dedicated to 
treatment, and the last section lays out neurobiological 
research into eating disorders. 

Clinical Presentation and 
Diagnosis of Eating Disorders
“Feeding and Eating Disorders” are characterized by a 
persistent disturbance of eating or eating-related behav-
iors that result in altered consumption or absorption of 
food, significantly impairing physical or psychosocial 
functioning.1 The best-known eating disorders are 
anorexia nervosa (AN) and bulimia nervosa (BN). In the 
most recent Diagnostic and Statistical Manual of Mental 
Disorders, Fifth Edition (DSM-5)1 a new disorder, binge 
eating disorder (BED), has been added. Individuals with 
eating disorders that do not meet the full criteria for AN, 
BN, or BED are now described in the “Other Specified 
as well as Unspecified Feeding and Eating Disorders” cat-
egories. Eating disorders are severe psychiatric disorders 
with about 1.5 times the mortality rate for all causes and 
between 4 and 6 times the standardized mortality rates 
for suicide. Eating disorders are highly associated with 
anxiety and mood disorders, often taking a chronic course 
and causing significant negative economic impact.2-4 Our 
knowledge about the underlying neurobiology is limited, 
as are treatment options for AN, BN, and BED. Spe-
cific evidence-based guidelines for the assessment and 
treatment of eating disorders have been developed. The 
feeding and eating disorders category in DSM-5 now also 
includes pica, rumination, and avoidant/restrictive food 
intake disorder (ARFID), all of which were previously 
part of the “Disorders Usually First Diagnosed in Infancy, 
Childhood, or Adolescence”; those disorders will not be 
discussed in this lesson. 

Anorexia Nervosa
Anorexia nervosa is characterized by severe emaciation 
from self-driven food refusal, motivation for weight loss, 

and a perception of being overweight in spite of having 
a very low body weight.5 A restricting subtype has been 
differentiated from a binge/purge subtype; the former 
aims to control weight through restraining dietary intake, 
while the latter also involves episodes of binge eating or 
purging behavior (e.g., self-induced vomiting, laxative                   
adolescence and is the third most common chronic illness 
among female teens.7 Lifetime prevalence rates have been 
estimated to be up to 1% in females and 0.3% in males.3 
Psychological comorbidity is present in over half of cases, 
with anxiety and depressive disorders particularly com-
mon.3 Mortality in AN is also strikingly high, with some 
estimates suggesting that it is 12 times higher than the 
death rate associated with all causes of death for females 
15–24 years old.8, 9 The interplay between neurobiolog-
ical, psychological, and environmental factors in AN are 
difficult to disentangle and treat.10 As a result, treatment 
effectiveness for AN is limited,11 which may be a reason 
for the disorder’s chronic course, frequent relapse, high 
treatment cost, and disease burden.12 No medication has 
been approved for the treatment of AN, and it remains 
uncertain what psychotherapeutic approach might work 
best.13 Importantly, atypical antipsychotic medication has 
often been used but its effectiveness has been contested. 
The largest double-blind controlled study that tested 
the use of atypical antipsychotics in adolescent AN 
investigated whether risperidone (Risperdal) was helpful 
in treating AN, but the study did not show benefits in 
treatment outcome.14 Weight restoration15 is still the 
treatment most likely to be beneficial16 and is reinforced 
by meal support.17 

Case Vignette 
Adrienne is a 16-year-old who lives with both parents. 
She has always been a straight-A student and plays 
competitive soccer. Over the summer, she wanted to 
improve her soccer skills, so she began to run and 
watch what she ate. She gradually reduced her fat 
and sugar intake. She noticed that thoughts about 
food, weight, and shape increasingly preoccupied her 
mind. Over the next five months, she lost 15 lbs., and 
her menstrual cycle stopped. She counted the intake 
of her calories, allowing herself only 500 calories per 
day, and felt compelled to lose weight despite already 
being underweight, at 42.5 kg, and 1.63m tall, for a 
BMI of 16. Her parents were unaware of the weight 
loss until her well visit with her pediatrician, who 
referred her to a specialty clinic. 
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Bulimia Nervosa
Bulimia nervosa, a disorder characterized by repeated 
episodes (at least once per week) of binge eating and 
purging in the presence of shape and weight concerns, 
is more prevalent than AN,18 affecting 1.5% of females 
and 0.5% of males.3 BN can be difficult to identify, given 
that patients are typically of normal weight and tend to 
be secretive about engaging in eating disorder behavior.19 
Like AN, the etiology of BN is complex and thought to be 
a consequence of biological, psychological, and cultural 
factors.20 BN is associated with significant psychological 
and medical comorbidity including mood, anxiety, and 
substance use disorders,3 as well as electrolyte imbalances 
and arrhythmias.21 Increased mortality in BN (from all 
causes) is comparable to estimates in AN at about 1.5 
times the rate in the general population; however, death 
by suicide is 6–7 times greater in BN than in the general 
population, which is significantly higher compared to 
AN, which has a 4–5 times increased risk.2 As with AN, 
the recovery rates for BN are rather modest, and there is 
significant overlap and fluctuation in symptoms across 
these disorders during both the course of illness and in 
the recovery process.22, 23 

Table 1:  
Treatment Prognosis in Eating Disorders

High Treatment “Resistance”, Poor Long Term Outcome
Anorexia Nervosa
27% Good outcome
25% Partially recovered
39% Chronic course
8%

Fichter, Quadflieg, & Hedlund, 2006 

Bulimia Nervosa
50% Full recovery 
27% Partially recovered 
23% Chronic, non-remitting

 Steinhausen & Weber, 2009 

~ 35% with AN 
will develop BN

Tozzi  et al., 2005

~ 25% with BN 
will develop AN 

Deceased at follow up (12 years) 

Although they are slightly less commonly than 
observed in AN, BN is also associated with chronicity 
and frequent relapse. Psychological and pharmacolog-
ical interventions such as Cognitive Behavioral Therapy 
(CBT), Interpersonal Psychotherapy (IPT), and antidepres-
sant medication treatment have shown to be efficacious 

in the treatment of BN,24, 25 but approximately half of 
individuals will still continue to suffer from partial or full 
forms of the illness or experience relapse.19 

Case Vignette 

Brianna is a 19-year-old college sophomore. Her 
parents are divorced, and she is estranged from her 
father. She reported a lifelong “uncomfortable body 
feeling” that grew worse when she was teased for 
being overweight in 4th grade. Around age 14, when 
her parents divorced, she reported an episode of 
depression. At that time she started to exercise and 
wanted to get into “better shape.” After restricting 
food during the day she started to eat large amounts 
of food in the evening after coming home from 
school. She could eat several slices of pizza followed 
by half a gallon of ice cream and roasted peanuts. She 
felt extremely guilty after these eating attacks, which 
occurred three times per week on average, and she 
began practicing self-induced vomiting to prevent 
weight gain. She started outpatient treatment at 15 
years old with some success; there was a reduction in 
binge-eating/purging episodes to only about once per 
month. However, with the transition to college and 
the associated stress, she is now reporting about four 
episodes per week. She also reports severe depression 
and a lifelong generalized anxiety disorder. 

Other Eating Disorders, including 
Binge Eating Disorder
Eating disorder not otherwise specified (EDNOS) in the 
DSM-IV-TR,5 which has been replaced with Other Spec-
ified and Unspecified Feeding and Eating Disorders in 
the new DSM-5,26 is a residual category meant to classify 
individuals with clinically significant eating disorder 
symptoms who fail to meet the specific diagnostic criteria 
of AN, BN, or BED; it has been associated with levels of 
symptomatology, psychosocial impairment, and mortal-
ity risk comparable to these illnesses.2, 27-29 In previous 
research, EDNOS has been cited as the most common 
eating disorder diagnosis in clinical settings,28-30 in which 
approximately 60% of outpatient eating disorder clinic 
patients met its criteria.31 BED, formerly part of EDNOS 
and now its own formal diagnosis in DSM-5,26 is charac-
terized by the presence of repeated binge eating episodes 
(at least once per week) in the absence of compensatory 
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behaviors along with associated features (e.g., eating rap-
idly, feeling guilty after eating, eating when not physically 
hungry). BED has received increasing attention in the 
literature and is considered the most prevalent formal 
eating disorder, affecting up to 3.5% of females and 2.0% 
of males.3 A majority of individuals with BED have psy-
chiatric comorbidity (e.g., depression, anxiety, substance 
use disorders); more than 60% of those suffering from 
BED are also obese.3, 32 Like BN, some efficacious psy-
chological and pharmacological treatments are available 
for BED, although few people with the disorder ever seek 
treatment,33 and many continue to suffer from prolonged 
eating disorder and associated medical symptoms34 over 
time. With BED now a formal diagnosis, insurance com-
panies will be more likely to reimburse treatment, and 
treatment programs for this disorder will become more 
available. This will also stimulate research into better 
treatment options for BED. 

To provide more defined types of eating disorders and 
reduce the number of patients that were lumped together 
in the EDNOS group, a new category has been included 
in DSM-5: Other Specified Feeding or Eating Disorders 
(OSFED). That group further includes atypical AN in 
which the individual’s weight is within or above normal, 
BED of low frequency or limited duration, BN of low 
frequency or limited duration, purging disorder (recur-
rent purging in the absence of binge eating), and night 
eating syndrome (recurrent night eating that is not better 
explained by environmental influences or social norms or 
by another mental health disorder like BED). Research 
outcomes over the coming years will have to show the 
validity or clinical utility of those categories.

Summary:

Clinically, this expanded classification of eating disorders 
has been an important step to help afflicted individuals 
receive treatment and obtain insurance coverage. A rig-
orous diagnosis according to the new classifications also 
helps with specific treatment development and selection 
of level of care.

Assessment
The assessment of individuals with eating disorders 
usually involves a multidisciplinary approach that 
includes psychiatry, psychology/psychotherapy, med-
ical monitoring, and nutrition evaluation. General 
psychiatric assessment and management is critical 

and includes management of comorbid conditions, 
coordinating care and collaborating with other cli-
nicians, and assessing and observing eating disorder 
symptoms and behaviors. A psychotherapist typically 
provides individual and/or family psychotherapy along 
with ongoing assessment and monitoring of the patient’s 
safety and mental health status. A primary care provider 
should evaluate and monitor the patient’s general medical 
condition. A dietician may be involved to evaluate eat-
ing patterns and recommend an optimal nutrition plan, 
taking into account weight restoration needs and eating 
disorder symptoms impacting nutrition and health. A 
detailed description of these aspects of treatment and 
assessment can be found in the American Psychiatric 
Association’s practice guidelines for eating disorders.35 

Laboratory Assessments for Patients with 
Eating Disorders: 

Special attention must be paid to laboratory studies to 
assess and monitor medical stability and eating disorder 
severity.35

All eating disorder patients should have blood chemis-
try studies, serum electrolytes, blood urea nitrogen, serum 
creatinine (interpretations must incorporate assessments 
of weight), and a thyroid-stimulating hormone test; if 
indicated, free T4, T3, complete blood count including 
differential, erythrocyte sedimentation rate, aspartate 
aminotransferase, alanine aminotransferase, alkaline 
phosphatase, and urinalysis should be carried out. Mal-
nourished and severely symptomatic patients should have 
also complement component 3a, blood chemistry studies, 
serum calcium, serum magnesium, serum phosphorus, 
serum ferritin, electrocardiogram, and 24-hour urine 
for creatinine clearance. In order to assess osteopenia 
and osteoporosis patients who have been amenorrheic 
for more than six months should have dual-energy x-ray 
absorptiometry, serum estradiol in female patients, 
and serum testosterone in male patients. Non-routine 
assessments include toxicology screen for patients with 
suspected substance use, serum amylase for patients with 
suspected surreptitious vomiting (fractionated for salivary 
gland isoenzyme if available to rule out pancreatic involve-
ment), gonadal hormones for patients with persistent 
amenorrhea but who are normal weight (luteinizing 
hormone, follicle-stimulating hormone, human chorionic 
gonadotropin, prolactin), brain imaging for patients with 
significant cognitive deficits, other neurological soft signs 
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(magnetic resonance imaging, computed tomography), 
stool for guaiac for patients with suspected GI bleeding, 
and stool or urine for laxatives for patients with suspected 
laxative abuse.

Some experts recommend assessment of complement 
component 3 as a marker for nutritional deficiencies 
even when other laboratory test results are in the normal 
range.36, 37 During hospital re-feeding, serum phosphorus 
levels should be assessed daily for five to seven days until 
adequate calories have been reached to sustain weight gain. 
Some suggest further lab testing after that point (three 
times per week for three weeks), but the clinical utility of 
those ongoing lab tests may not be significant.38, 39 

Treatment

Levels of Care:

There are typically six levels of care available for eating 
disorders:15 outpatient treatment (OTP), intensive outpa-
tient treatment (IOP), partial hospitalization (PHP, most 
effective if administered for at least eight hours a day and 
five days a week, as less intensive care is demonstrably 
less effective40), residential treatment center treatment 
(RTC), specialized eating disorder-focused psychiatric 
inpatient hospitalization treatment (IP) designed for both 
medical stabilization and acute stabilization of behavioral 
considerations; and inpatient medical care (IMC) focused 
primarily on medical stabilization. Level of care can be 
determined by a variety of factors, including medical 
status, suicidality, body weight, motivation to recover, 
co-occurring disorders, structure needed for eating and 
gaining weight, ability of the family to help manage 
eating disorder behaviors, ability to control compulsive 
exercising or purging behavior (including use of laxatives 
and diuretics), and the specific treatments that are avail-
able in a given geographical region. The described levels 
of care are adapted and modified from La Via et al.41 The 
American Psychiatric Association’s (APA) last published 
guidelines for care of patients with eating disorders in 
2006; a review in 2012 concluded that those guidelines 
were still applicable.42 However, the guidelines were 
primarily based on the care of adults, and not adapted 
specifically for children and adolescents. 

For medical reasons, IMC is indicated for patients 
with a heart rate <40 bpm; blood pressure <90/60 mmHg; 
glucose <60 mg/dl; potassium <3 mEq/L; electrolyte 

imbalance; temperature <97.0°F; dehydration; hepatic, 
renal, or cardiovascular organ compromise requiring acute 
treatment; and poorly controlled diabetes. For children 
and adolescents, the criteria have been slightly modified 
to cover when heart rate is close to 40, orthostatic blood 
pressure changes with a >20 bpm increase in heart rate or 
a >10 mmHg to 20 mmHg pressure drop, a blood pres-
sure <80/50 mmHg, hypokalemia, hypophosphatemia, 
or hypomagnesaemia. 

IP in medical or specialized eating disorder psychiatric 
units is also indicated when body weight as a percentage 
of healthy body weight is <85%, or when there is acute 
weight decline with food refusal even if not <85% of 
healthy body weight. RTC can be indicated when body 
weight as a percentage of healthy body weight is <85%, 
PHP and IOP are typically indicated when body is >80% 
of healthy body weight, and OTP is appropriate when 
body weight >85% of healthy body weight. DSM-5 is 
less strict in terms of weight criteria compared to previ-
ous guidelines. For instance, a patient who has been at a 
higher than normal weight premorbidly may qualify after 
weight loss for AN diagnosis even if at a weight >85% of 
normal. The rate of weight loss also has to be taken into 
account, and very fast weight loss may put someone at 
risk for re-feeding syndrome and require IP treatment. 

If there is acute suicidality including a specific plan 
with high lethality or intent, admission may also be indi-
cated. In patients with suicidal ideas or after a suicide 
attempt or aborted attempt, depending on the presence or 
absence of other factors modulating suicide risk, then IP is 
indicated. Suicide risk assessment is a complex challenge, 
and specific guidelines should adhere to this assessment.15 
A general psychiatric inpatient unit may be needed for 
patients with significant suicidal ideation or suicidal or 
self-injurious behavior, in case that concern cannot be 
handled by the eating disorder inpatient unit. Motivation 
to recover, also described as readiness for change (RFC), 
includes cooperativeness, insight, and ability to control 
obsessive thoughts and respond to supervision and sup-
port; it has been linked to positive treatment outcomes. 
The determination of level of motivation or RFC should 
be assessed carefully and take each patient’s specific back-
ground into consideration.43 OTP is often adequate for 
patients with fair-to-good motivation, while fair motiva-
tion is adequate for IOP and PHP is more likely to be the 
most effective and least restrictive level of care necessary 
with partial patient motivation (defined as patients who 



L003393 : Eating Disorders:Complex Biopsychosocial Problems with an Emerging Pathophysiology  

134

are cooperative but preoccupied with intrusive, repetitive 
thoughts >3 hours/day and having difficulty interrupting 
eating disorder behaviors). RTC may be indicated for 
patients with low motivation and RFC who have not been 
successful in other levels of care, including brief inpa-
tient stabilizations. Patients with low/poor motivation 
are preoccupied with intrusive, repetitive thoughts that 
impact their behavior and require the external structure 
and constant supervision of a highly structured treatment 
environment. However, there are also questions that have 
been raised about RTC treatment. First, those centers are 
expensive, their quality of care is variable, and they are 
largely unregulated.44 Second, there are positive reports 
published on RTC outcomes, but there are no compar-
ative studies with other treatment modalities. This has 
been especially brought to the forefront in the context 
of family-based treatments (see below), as RTCs are typ-
ically far from home and families may be less involved 
than may be necessary. In general, RTC treatment may 
be particularly suitable for patients with severe comorbid 
conditions, chronic self-harm, and personality disorders.45 
IP is indicated for patients whose medical condition or 
intensity of behaviors requires 24-hour care before the 
transition to PHP or OTP. Patients with higher levels of 
awareness, insight, and motivation are likely to improve 
more quickly and accept interventions and support with 
less distress.

Comorbid conditions including substance use have to 
be assessed individually for each patient and taken into 
consideration when determining the level of care.

For patients with severe food avoidance behaviors, 
nasogastric feeding may be necessary, which is usually 
initiated during IP in a medical, psychiatric, or specialized 
eating disorder unit. OTP and IOP are often adequate for 
patients who can eat with family support. PHP is useful 
for stabilizing eating disorder behaviors when the family 
can provide support and supervision in the evenings, 
and for supporting the transition to home and school. 
RTCs are indicated for patients who need a higher level 
of supervision and have not been able to make progress 
in the home environment due to severity of symptoms or 
challenges in their primary support system. It is critical to 
evaluate carefully the ability of parents to support and par-
ticipate actively in treatment for children and adolescents. 
Families that are not willing or able to participate in care 
are more likely to require more extended interventions 
and higher levels of care than families that are motivated 

and engaged in the treatment of the child with an eating 
disorder.

Patients with severe purging behaviors who need 
supervision during and after all meals and in bathrooms, 
who are unable to control multiple daily episodes of 
purging that are severe, persistent, and disabling despite 
appropriate trials of outpatient care need the IP level of 
care, even if routine laboratory test results reveal no obvi-
ous metabolic abnormalities. If there are no significant 
medical complications from purging behavior, such as 
electrocardiographic or other abnormalities suggesting the 
need for hospitalization, then patients may be managed 
at the OTP, IOP, or PHP levels of care. 

Severe environmental stress or family conflicts can also 
make higher levels of care necessary. Another reason for a 
higher level of care can arise when a patient has to travel 
out of state for a specialized eating disorder treatment 
program and RTC or IP are the only viable alternatives. 

Research over the past decade, along with improve-
ments in access to care, earlier identification of eating 
disorders, and a focus on evidence-based care specifically 
for children and adolescents, has led to an emphasis 
on employing lower levels of care whenever possible. 
Inpatient medical, psychiatric, and residential care for 
eating disorders are very costly when compared to PHP 
and outpatient interventions, without clear evidence of 
improved outcomes. For instance, one study compared 
PHP with IP care for adolescent AN and found, one 
year after treatment, no benefit with prolonged IP 
treatment over PHP after an initial three-week hos-
pitalization for medical stabilization.46 Another study 
that assessed adolescents with AN one, two, and five 
years after treatment also did not find benefits form 
prolonged IP treatments, suggesting that IP is not a 
cost-effective level of care.47 For BN or BED, outpatient 
treatment is recommended in general, except when there 
are complicating factors (e.g., serious general medical 
problems, suicidal behavior, psychosis) or severe disabling 
symptoms that do not respond to outpatient treatment. 
A study compared two options for such patients: IP and 
PHP treatment. In that study, 55 patients with severe 
BN were randomly assigned to one of those two settings. 
At three months post-treatment, both treatments were 
associated with reduced general and specific pathology.48 
While more deterioration in bulimic symptoms occurred 
following IP than day clinic treatment, the overall results 
were found to be comparable.
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In summary, while there are specific medical condi-
tions such as heart rate and laboratory abnormalities that 
require inpatient admission, eating disorders are complex 
problems and symptom severity, the ability to function 
and cooperate with the treatment, and the strength of the 
support system must all be taken into account. 

Specific Interventions:

Controlled Treatment Studies

Fitzpatrick and Lock (2011) and Hay and Claudino 
(2012) summarized the studies that were available at the 
time they wrote their reviews.11,16,49-64

Several other studies have since been reported, as 
summarized in Guideline Watch (August 2012).42 A few 
studies assessed the effects of nasogastric feedings in open 
trials. In one trial,50 AN patients were randomly assigned 
to a tube-feeding group (n=41) or a control group (n=40). 
Weight gain after two months was 39% higher in the 

tube-fed group, and binge-eating episodes were lower. 
The tube-fed group had a longer relapse-free period after 
discharge (34.3±8.2 weeks vs. 26.8±7.5 weeks). In another 
study,65 adult outpatients with AN or BN were randomly 
assigned to two months of CBT alone (n=51) or CBT 
plus tube feeding (n=52). CBT plus tube feeding led to 
more rapid and more frequent abstinence from binge eat-
ing and purging, more improvement regarding depression 
and anxiety, and patient reports of a better quality of life. 
A one-year reinforced those results. BMI for patients in 
the tube feeding plus CBT group was 18.2±3.3; the analy-
sis did not separate normal-weight patients with BN from 
patients with AN of the binge/purge subtype. In general, 
though, nasogastric tube feeding is not recommended for 
normal weight patients.15,42 A recently developed treat-
ment modality known as enhanced CBT, which includes 
aspects of interpersonal therapy (IPT), was applied to 125 
patients at a public outpatient clinic.66 Reportedly, two 

Figure 1:  
Summary of Treatment Studies for Eating Disorders

Likely to be Beneficial - Bulimia Nervosa 

Cognitive Behavioral Therapy (CBT)  Hay et al. 2007 

SSRIs (FLXT, Citalopram, Sertraline)  Shapiro et al. 2007 

Monoamine Oxidase Inhibitors  Bacaltchuk and Hay 2002 

Tricyclic antidepressants  Shapiro et al. 2007 

(desipramine / imipramine)  
 Clinical Evidence, Hay and Claudino, Bulimia Nervosa, 2011 

Unknown Effectiveness - Bulimia Nervosa

CBT + Exposure, Resp. Prevention  Hay et al. 2007 
Interpersonal Psychotherapy  NICE 2004 
Guided Self Help CBT  Bailer et al. 2004 
Dialectical Behavioral Therapy  Hay et al. 2007 
Hypnotherapy  Griffiths et al. 1987 
Motivational Enhancement  Treasure et al. 1999 
Pharmacotherapy + CBT  Shapiro et al. 2007 
Mirtazapine  No syst. Review, RCT 
Reboxetine  No syst. Review, RCT 
Venlafaxine  No syst. Review, RCT 
Topiramate  Arbaizar et al. 2008 

Likely to be Beneficial - Anorexia Nervosa 

Re-feeding  Rigaud et al. 2007 

Clinical Evidence, Fitzpatrick and Lock, Anorexia Nervosa, 2011 

Unknown Effectiveness - Anorexia Nervosa 

Atypical Antipsychotics  Mehler-Wex et al. 2008 
Benzodiazepines  No syst. review, RCTs 
Cyproheptadine  Halmi et al. 1986 
SSRI  Claudino et al., 2006 
Psychotherapy  Hay et al. 2012 
Inpatient vs. Outpatient Tx  Bulik et al. 2007 
Estrogen for osteoporosis  Klibanski et al. 1995 

Likely to be Ineffective or Harmful - Anorexia Nervosa 

Older Generation Antipsychotics  Reilly et al. 2000 
Tricyclic Antidepressants  Claudino et al. 2010 

 Anorexia Nervosa  Bulimia Nervosa
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thirds of those who completed treatment (and 40% of 
the total) achieved partial remission. However, only 53% 
completed the treatment.

Medication use in AN has generally not been effective 
for weight gain, but a review of four randomized controlled 
trials and five open-label trials suggested that olanzapine 
(Zyprexa), quetiapine (Seroquel), and risperidone (may 
improve depression, anxiety, and perhaps core eating cog-
nitions.67 In another study that assigned 23 outpatients 
with AN to eight weeks of olanzapine (2.5 mg/day, up to 
10 mg/day as tolerated) or to placebo,68 patients receiving 
olanzapine showed a small but significant gain in BMI of 
1 BMI point. However, others found no differences in 
percentage change in median body weight, rates of weight 
gain, or improvement in psychological measures five or 
ten weeks after a small single-site, randomized, controlled 
trial of olanzapine versus placebo in 15 out of 20 adoles-
cent females who completed the study.69 Another atypical 
antipsychotic, risperidone (average dose 2.5 mg/day, 
prescribed up to 4 weeks) was studied in a double-blind, 
randomized, controlled trial of 40 hospitalized adolescents 
with AN,14 and did not provide an advantage over placebo 
for weight restoration. 

New Treatment Interventions and 
Comparative Effectiveness
A relatively new intervention that has been tested in youth 
with AN is family-based treatment (FBT), a manualized 
and widely studied family intervention for adolescent 
AN that stresses behavioral change by encouraging 
increased parental control over maladaptive adolescent 
eating patterns. This intervention has shown higher 
rates of full remission and greater improvements eight to 
twelve months following treatment with regard to weight 
and ED pathology compared to family counseling and 
adolescent-focused therapy, an individual outpatient 
intervention that is geared to improving eating symptoms 
and emotional tolerance;70,71 however, longer-term studies 
of the effectiveness of FBT and other family treatments are 
limited. One five-year follow-up study produced evidence 
suggesting that when a high level of parental (specifically 
maternal) criticism is present, the use of separated family 
therapy, at least early in treatment, is superior to using 
conjoint family therapy (as is traditional FBT).72 However, 
longer-term studies of the effectiveness of this intervention 
and other family treatments are otherwise limited. 

Importantly, new research shows that in the general OTP 
setting, FBT is more suitable for less severe AN cases.73

A recent study that reviewed treatment outcome in 
adolescents with AN in a specialized treatment setting 
showed that aripiprazole was associated with higher weight 
gain, suggesting that dopamine D2 receptor agonists could 
be beneficial in AN treatment.74

In summary, there are limited evidence-based treat-
ment options. It is very important that a multidisciplinary 
team of psychiatrist, psychotherapist, dietician, and pri-
mary care provider to monitor disorder severity and make 
the most appropriate treatment decisions. For youth, FBT 
is now the primary treatment of choice; however, it is most 
successful in mild to moderate cases; in patients with high 
comorbidity and when severe family disruption endangers 
adherence to the program, more intensive treatment is 
often needed, generally at the PHP or RTC level of care 
and involving medication, traditional family therapy, and 
individual therapy as elements of the treatment approach.

Neurobiological Research in 
Eating Disorders 
Over the past decade, brain imaging has helped better 
define eating disorder-related brain circuitry.75 Brain 
research on gray and white matter volumes had been 
inconsistent, possibly due to the effects of acute starvation, 
exercise, medication, and comorbidity, but newer studies 
have controlled for such effects. Those studies suggest 
larger left medial orbitofrontal gyrus rectus volume in ill 
adult and adolescent AN after recovery from that illness, 
and in adult BN. The orbitofrontal cortex is important in 
terminating food intake, and altered function could con-
tribute to self-starvation. The right insula, which processes 
both taste and interoception, was enlarged in ill adult and 
adolescent AN and in adults recovered from AN. The fixed 
perception of being fat in AN could be related to altered 
insula function. A few studies investigated white matter 
integrity, with the most consistent finding in both AN 
and BN being reduced integrity in the fornix, a limbic 
pathway important in emotion and food intake regulation. 
An important result of recent research on brain volume in 
eating disorders is that effects of malnutrition or dehydra-
tion may resolve quickly.76 

Several brain imaging studies investigated neurotrans-
mitters in eating disorders.77 Most of those studies found 
higher serotonin 1A receptor in ill and recovered AN, 
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but lower serotonin 2A receptor availability relative to 
controls; serotonin 1A receptor binding was also higher in 
ill and recovered BN versus controls. Dopamine receptor 
imaging has been inconsistent, but the availability of 
those receptors may change with the state of starvation.

Functional brain imaging using basic sweet taste stim-
uli in eating disorders during the ill state or after recovery 
repeatedly implicated reward pathways, including insula 
and striatum. Brain imaging that targeted dopamine-re-
lated brain activity using taste-reward conditioning tasks 
suggested that this circuitry is hypersensitive in AN, but 
hypo-responsive in BN and obesity.78,79 These results 
are in line with basic research and suggest that the 
adaptive reward system in the human brain changes 
in response to extremes of food intake; these changes 
could interfere with the normalization of eating 
behavior. 

Others have studied whether brain activation during 
cognitive processes is altered in individuals with eating 
disorders, whether brain response during body perception 
tasks or in the context of social stimuli differs from healthy 
controls. White matter tract research has increasingly 
gained attention, as alteration of those pathways could 
interfere with functional circuitry. Especially in youth, 
the results are mixed, but in adult AN and BN white 
matter connection strength between insula, orbitofrontal, 
and striatal regions showed increases, further implicating 

alteration in the reward system. On the other hand, the 
connectivity with the hypothalamus that integrates bodily 
signals of energy homeostasis were reduced.80 That same 
study also indicated that individuals with AN may be able 
to override signals from the hypothalamus, which could 
mean overriding hunger signals.

In summary, eating disorders are typically difficult 
to understand as abnormal eating behavior, especially 
food restriction in AN, is not compatible with life itself. 
Biological research in this area remains in its infancy. 
However, the research that does exist is important to help 
patients and families understand that there is a biological 
disease model, which helps take these illnesses out of the 
realm of obscurity, reduce stigma, and improve coopera-
tion in treatment.

Conclusions
Eating disorders are complex biopsychosocial disorders 
with high mortality. Over the past three decades, prog-
ress has been made in identifying eating disorders, their 
classifications have been refined, and their underlying 
neurobiology is now better understood. Eating disorders 
are notoriously difficult to understand, but those efforts 
have started to develop disease and treatment models. 
Nevertheless, research in eating disorders will need to 
increase significantly to improve treatment and long-term 
outcome.  
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Multiple-Choice Questions

37. Anorexia nervosa (AN) is a severe psychiatric illness associated with low weight and high mortality. 

According to the lesson, which one of the following statements is correct?

A. Initial treatment should always start with inpatient admission.

B. Inpatient treatment has not proven to be more effective than partial hospitalization (PHP) treatment.

C. Blood pressure of <90/60 mmHg in adults with AN rarely leads to inpatient admission.

D. Patients with anorexia nervosa (AN) are never hospitalized but always treated at the outpatient level of care.

38. A 23-year-old male patient comes to the primary care office for his annual physical. He has a BMI 
of 23 and reports occasional light-headedness. He reports leading a very healthy lifestyle, exercises 
two hours a day, and tries to avoid sugar and fatty foods. His heart rate is low (45 bpm). He reports 
having lost 10 lbs. over the past three months. On further questioning, he reports depressed moods. 

Which of the following best describes the state of this patient?

A. This is a very healthy person who should be reinforced in this lifestyle.

B. Eating disorders occur in women, and it is rather unlikely that this patient has an eating disorder.

C. The patient should have a comprehensive lab examination including CBC, electrolytes, TSH, BUN, ALT, 
and AST.

D. The patient most likely has major depressive disorder and should be prescribed a serotonin reuptake 
inhibitor and return to the clinic in four weeks.

39. The laboratory test in an 18-year-old woman with a BMI of 19 shows a potassium level of 2.9 mEq/L. 
After further questioning, she admits that she has been eating large amounts of food at night once a 
week and vomiting afterward to not gain weight.

How would you diagnose the patient?

A. The patient’s most likely diagnosis is purging-type AN. 

B. The patient’s most likely diagnosis is BN. 

C. The patient’s most likely diagnosis is another specified feeding or eating disorder (OSFED) because the binge/
purge frequency is less than twice a week.

D. The patient’s most likely diagnosis is binge eating disorder (BED).
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40. The exact etiology of eating disorders remains unknown, but research has made progress on a better 
understanding of their underlying causes. 

According to the lesson, which one of the following statements is correct?

A. Eating disorders are psychosocial disorders caused by distant mothers.

B. Across eating disorders, smaller orbitofrontal cortex volume has consistently been found, which could 
interfere with body image perception.

C. Discussing brain-based factors involved in eating disorders should be avoided, as this topic makes patients 
feel uncomfortable.

D. Extremes of food restriction or overeating can significantly change brain structure and likely functioning. 
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CME Lesson Overview

Eating disorders continue to be severe psychiatric illnesses with high mortality. This lesson addresses 
knowledge regarding recent developments in diagnostic classification, selection of the adequate level of care 
and treatment approaches, and neurobiological brain research into those disorders.

Key Point 1: Clinical Presentation and 
Diagnosis of Eating Disorders

Review the diagnostic classification of eat-
ing disorders and case presentation.

Key Point 2: Assessment 
Clinicians should utilize recommended as-
sessments such as: CBC, electrolytes, TSH, 
BUN, ALT, AST and vital signs, screen for 
psychiatric conditions and may need to 
include specialists for comprehensive psy-
chiatric and psychological assessments, di-
etary consultation, and internal medicine. 

Key Point 3: Treatment 
Determination of levels of care are based 
on a variety of signs and symptoms and 
specific interventions. Mild forms of eating 
disorders may be treated on an outpatient 
level of care, especially early in the course 
of an eating disorder. More severe cases 
often need higher level care such as partial 
hospitalization and at times residential 
treatment. A multidisciplinary team is 
typically key for treatment success. 

Key Point 4: Neurobiological Research in 
Eating Disorders 

Eating disorders are associated with dis-
tinct neurobiological alterations that can 
be used to develop biological disease mod-
els. Specifically, brain gray matter volume, 
white matter structural and functional con-
nectivity, and brain activation to specific 
tasks have started to identify brain circuits 
that could interfere with normal taste 
and reward processing. These findings will 
hopefully help detect specific neurotrans-
mitter changes involved in eating disorders 
that may aid in developing more effective 
treatments. 
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LEARNING OBJECTIVES: This lesson will enable clinicians to (1) describe the purpose of disability evaluations; (2) distin-
guish between impairment and disability to draw accurate conclusions; (3) improve their disability report writing skills; (4) parcel 
out impairment caused by somatic medical comorbidities versus psychiatric impairment.

ABSTRACT: As the number of disability claims in the United States continues to rise, many mental health professionals are 
needed to perform disability evaluations. Medical comorbidities frequently carry psychiatric symptoms and complicate the process 
of evaluating and rating psychiatric disability. In this lesson, the process of assessing psychiatric impairment and disability is 
clarified by demonstrating the use of a comprehensive psychiatric evaluation and parceling out the effects of medical comorbidities. 
Recommendations are made for documenting the disability and organizing the disability report.

COMPETENCY AREAS: On completing this lesson, mental health professionals will gain knowledge to improve the quality of 
their disability evaluations and report-writing skills in cases of patients with mental illness compounded by medical comorbidities.
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Background
The number of disability evaluations that healthcare 
professionals are asked to perform each year in the 
United States has grown exponentially. This reflects 
the progression of civilization, people continuing to 
work well into their sixties, and an increase in the 
pace of life.1, 2 Advances in medical science have resulted 
in additional branches of medical specialties, which, in 
turn, has resulted in evaluations of disability being done 
by multiple specialists, none of whom has necessarily 
seen the whole picture—from the mechanism of injury 
through a multitude of body system responses—to the 
complex effects of the disability on the entire human 
organism. Furthermore, one rarely sees a specialist’s report 
addressing the effects of pathology outside of his/her spe-
cialty, e.g., an orthopedic surgeon usually does not discuss 
the effects of constipation on a patient’s disability, nor 
does a gastroenterologist discuss the effects of depression 
on disability due to Crohn’s disease.

The psychiatrist, however, is uniquely poised to eval-
uate the patient’s entire condition, rather than just one 
pathology, by examining the complex interactions among 
emotions, cognition, and behavior. An integral part of 
the psychiatric evaluation process is to determine whether 
psychiatric symptoms overlap or present as sequelae of 
nonpsychological causes then find causal and temporal 
relationships between psychiatric symptoms and somatic 
medical events, as well as the effects of substance use 
and exposure to environmental factors. When medical 
comorbidities have been identified, a careful differential 
diagnosis must be made and any impairment caused by 
each somatic pathology should be evaluated separately 
and documented. Failure to do so can result in misdiag-
nosis, mistreatment, an inaccurate disability rating, and 
an unnecessary increase in the cost of care.

Defining Disability
Multiple definitions of disability exist, in part because 
the terms impairment and disability are often used inter-
changeably by the medical community and the public. 
This is problematic because these terms have different 
meanings, and their misuse may significantly alter the 
message carried by the medical report.

An additional complicating factor is the dissonance 
between medical and legal definitions of the same terms. 
In the Americans With Disabilities Act (ADA), for 
example, the U.S. Department of Justice defines a 
disabled individual as a person who has a physical 
or mental impairment that substantially limits one or 
more major life activities, a person who has a history 
or record of such an impairment, or a person who is 
perceived by others as having such an impairment.3 
The ADA breaks down its own definition of impair-
ment further into physical impairment and mental 
impairment, with physical impairment defined as a 
physiological disorder or condition, cosmetic disfig-
urement, or anatomical loss impacting one or more 
body systems; and mental impairment defined as a 
mental or psychological disorder.4 The latter is a rather 
broad definition, especially when legal determinations 
must be made—not to mention the fact that a disorder 
is not necessarily an impairment.

By contrast, in the AMA Guides® to the Evaluation of 
Permanent Impairment, Sixth Edition (Guides Sixth) the 
American Medical Association (AMA) does not identify 
mental impairment specifically. Instead, it defines impair-
ment as “a significant deviation, loss, or loss of use of any 
body structure or body function in an individual with a 
health condition, disorder, or disease.”5 The World Health 
Organization (WHO) identifies both types of impair-
ment, defining impairment as “any loss or abnormality 
of psychological, physiological or anatomical structure or 
function.”6 Similarly, the Social Security Administration 
(SSA) defines a medically determinable impairment as “an 
impairment that results from anatomical, physiological, 
or psychological abnormalities which can be shown by 
medically acceptable clinical and laboratory diagnostic 
techniques.”7-9

Disability is defined somewhat differently. The AMA 
Guides Sixth defines disability as “activity limitations 
and/or participation restrictions in an individual with 
a health condition, disorder, or disease.”5 By contrast, 
WHO does not mention illness in its definition of dis-
ability: an activity limitation that creates a difficulty in 
the performance, accomplishment, or completion of an 
activity “In the manner or within the range considered 
normal for a human being.”6 The SSA differs from both 
the AMA Guides Sixth and WHO by specifying a time 



L003394 : Evaluating Psychiatric Disability in Patients with Comorbid Medical Conditions 

149

period for the disability: “the inability to engage in any 
substantial, gainful activity by reason of any medically 
determinable physical or mental impairment(s), which 
can be expected to result in death or which has lasted or 
can be expected to last for a continuous period of not 
less than 12 months.”7-9 The definition used by workers’ 
compensation systems usually is similar to the AMA 
Guides Sixth definition, with the addition of employment 
as a key concern, defining disability as “A reduction in 
wage-earning capacity as a result of an injury, illness, or 
occupational disease that arose out of, or in the course 
of, employment.”10 Obviously, there are discrepancies 
and ambiguities among the definitions of these terms. To 
better understand these two terms and how they should 
be used in disability reporting, the following definitions 
are offered:

•	 Impairment is an anatomical, physiological, or 
psychological loss or dysfunction of any part of 
the body, organ, or system. “Loss” includes loss 
of limb, resection of the stomach, loss of vi-
sion, or loss of memory or emotions. Examples 
of impairment include a decreased range of 
motion of a limb, gastroesophageal reflux, 
reduction in vision acuity, decreased attention, 
or insomnia.

•	 Disability is the inability to adjust to an 
impairment that results in the inability to 
perform a function or deficiency in that per-
formance, whether the function is an activity of 
daily living, a social activity, or an occupational 
activity.

Impairment may or may not result in disability. 
Moreover, people who are equally impaired may not have 
the same level of disability. For instance, two teenagers 
with similar symptoms and severity of attention deficit/
hyperactivity disorder (ADHD; i.e., identical impairment) 
may have very different outcomes in terms of disability. 
One may fail tests, drop out of school, and eventually 
receive disability benefits, whereas the other may find 
ways to overcome or compensate for the impairment well 
enough to receive good grades, graduate with a degree, 
and have a successful career. Thus, impairment may be 
necessary to establish a disability, but it may not be suffi-
cient to cause disability.

Disability may be temporary or permanent, partial 
or total. To identify a temporary disability, the evaluator 
must determine an individual’s ability to perform the 
essential functions of his/her usual and customary occu-
pation. In the case of permanent disability, the evaluator 
must determine the individual’s ability to perform the 
functions required for any job in the labor market. Partial 
disability means that the individual can perform some or 
all of the functions essential to their customary occupation 
if the disability is temporary, or to any available job in the 
labor market if the disability is permanent. Reasonable 
accommodations or restrictions may apply to either tem-
porary or permanent disability scenarios. For example, a 
patient with impaired concentration and memory may 
require written work assignments instead of verbal ones or 
may require extra time to complete a task. Total disability 
is the inability of the individual to perform any functions 
essential to the performance of any given job, with or 
without accommodations or restrictions.

Even though physicians are routinely asked to make 
disability determinations, most legal systems do not 
accept disability ratings made by a physician. Instead, 
physicians are expected to rate impairment, usually 
according to guidelines provided in relevant sections of 
the AMA Guides Sixth.

For example, in the workers’ compensation system, an 
evaluator is asked to assess impairment and the percentage 
disability is then derived from that impairment rating 
using a standard formula or based on the opinion of a 
nonmedical vocational expert. Physicians are sometimes 
asked to comment on the final disability determination, 
but they are not allowed to make the final decision regard-
ing level of disability.

Most states use the AMA Guides to assess impairment, 
although the edition of choice (3rd - 6th) is an important 
consideration, given that the criteria for each level of 
permanent impairment were modified slightly from one 
edition to the next. Several states have created a statutory 
framework similar to that seen in the AMA Guides. These 
include Florida, Minnesota, New York, North Carolina, 
Oregon, Utah, and Wisconsin. Other states (Michigan, 
Missouri, Nebraska, New Jersey, South Carolina, and 
Virginia) do not have specific state guidelines for evalu-
ating permanent disability. Some of the largest states use 
a hybrid system to rate permanent disability. For example, 
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California uses its own Permanent Disability Rating Sched-
ule, which is derived from the fifth edition of the AMA 
Guides (referred to herein as the AMA Guides Fifth). This 
schedule adjusts the ratings in the AMA Guides Fifth to 
account for future earning capacity, occupational require-
ments, and the worker’s age to rate disability and uses the 
Global Assessment of Functioning (GAF) to rate psychiatric 
impairment. Florida and New York use their own guides, 
which are not based on the AMA Guides. Florida uses the 
Florida Uniform Permanent Impairment Rating Schedule. 
New York’s guide, called Medical Guidelines, is a reference 
doctors in New York State must use to determine if an 
injured worker is permanently disabled. Some states use 
the AMA Guides to evaluate some disabilities and their 
own statutory framework to evaluate others.11

Social Security, private insurance companies, and liti-
gators in civil court use a combination of mental residual 
functional capacity assessments and the Global Assessment 
of Functioning (GAF) scale to rate mental disability. It is 
imperative to understand the goal of each evaluation in 
order to meet the objectives of the requesting parties.

When a disability evaluation is requested, there is a 
high degree of probability that the patient is attempting 
to obtain disability benefits or an award. Such benefits/
awards may include the following:

• Temporary disability payments

• Permanent disability payments

• Permanent disability award to compensate 
for loss of future earning capacity (workers’ 
compensation)

• Permanent disability award to compensate 
for pain and suffering arising from the injury,  
in addition to loss of earning capacity (civil 
litigation)

• Future medical care award to cover medical 
expenses related to an impairment or disability

• Vocational rehabilitation

In each of these scenarios, the evaluator should be 
informed of the position of each party involved in the 
claim and help clarify relevant information that is within 
the evaluator’s scope of practice.

Recognizing and “Parceling Out” 
Nonpsychiatric Comorbidities
Regardless of the source or the objective of a referral, 
mental health professionals are expected to evaluate 
psychiatric impairment caused by mental health impair-
ment only. Thus, impairment caused by a general medical 
condition that produces psychiatric symptoms should be 
evaluated separately from impairment that is due to an 
actual psychiatric disorder (i.e., the psychiatric effects 
of the somatic condition should be “parceled out”). 
Psychiatric symptoms that are caused by nonpsychiatric 
conditions that result in impaired functioning need to 
be rated by practitioners of other medical specialties that 
are relevant to that condition. For example, low energy 
and weight gain caused by hypothyroidism should be 
distinguished from similar impairment caused by an 
ongoing mood or anxiety disorder, and insomnia caused 
by physical pain or discomfort should be distinguished 
from lack of sleep associated with depression or an anxiety 
disorder. Similarly, impaired daytime functioning caused 
by this insomnia should not be rated within a psychiatric 
evaluation of impairment, nor can daytime sleepiness and 
low energy caused by untreated sleep apnea be considered 
a ratable psychiatric impairment.

The task of parceling out nonpsychiatric disorders 
is made more difficult by the fact that several medical 
conditions can cause symptoms of mental illness (e.g., 
depression, anxiety, psychotic disorders), serve as stressors 
that trigger mental illness (e.g., adjustment disorders, 
anxiety disorders, somatic symptom disorders), or cause 
mental illness indirectly through the effects of medi-
cations used to treat patients with these illnesses (e.g., 
substance-induced psychiatric disorders). Alternatively, 
medical symptoms can be inextricably intertwined with 
psychiatric symptoms (e.g., chronic pain).

The psychiatrist must attempt to delineate and 
exclude from the disability rating any disability associ-
ated with impairments that are not caused by psychiatric 
illness. This task has always been an integral part of the 
comprehensive psychiatric evaluation and used to be the 
reason for a multiaxial diagnosis, particularly one involv-
ing Axis III. In the Diagnostic and Statistical Manual of 
Mental Disorders, Fifth Edition (DSM-5), Axis III was 
combined with Axis I and Axis II, but medical conditions 
that are important in the understanding or management 
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of an individual’s mental disorder(s) continue to be listed 
and considered in comprehensive psychiatric evaluation 
reports.12

There is a fine line between impairment caused by a 
psychiatric condition and impairment caused by a non-
psychiatric medical condition with similar psychiatric 
symptoms, and the burden of proof is on the evaluator. 
Figure 1 illustrates the overlap of psychiatric symptoms 

across psychiatric and nonpsychiatric conditions. It does 
not show an exhaustive number of possible overlapping 
conditions, but it demonstrates the challenges involved 
in the evaluator’s task, i.e., to prove that the medical 
condition actually caused the mental illness or is “only” 
responsible for the disabling psychiatric symptoms that 
need to be parceled out.

Figure 1:  
Overlap of Psychiatric Symptoms Among Medical Conditions (CVA, Cerebrovascular 
Accident; OSA, Obstructive Sleep Apnea; TBI, Traumatic Brain Injury)

Decreased attention/concentration
Insomnia/Daytime sleepiness
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Low energy/fatigue
Anxiety/Irritability
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(TBI, CVA, seizures)

Internal medicine
(OSA, obesity)

Orthopedics
(pain, mobility)

Pharmacology:
(opioids, benzodiazepines)
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Let’s review a case that encompasses the principles of 
parceling out medical comorbidities and see how it can 
affect the disability rating.

  Patient A presents for a psychiatric disability 

evaluation. His medical records indicate the 

following diagnoses: major depressive disorder, 

chronic back pain, obstructive sleep apnea, and 

obesity. Patient A has been taking hydrocodone 

long term for chronic pain. Psychiatric exam-

ination reveals impaired mood, sleep, sexual 

functioning, and appetite as well as decreased 

energy level. He also reports avolition, anhedo-

nia, psychomotor retardation, daytime sleepi-

ness, and decreased concentration and memory. 

Because of this combination of symptoms, the 

patient is unable to work in his usual and cus-

tomary vocation.

The patient’s medical record contains impairment 
ratings provided by two treating physicians: an ortho-
pedic surgeon and a psychiatric medical evaluator, that 
were based on the Whole Person Impairment [WPI] score, 
which is based on the AMA Guides Fifth and the Cal-
ifornia Permanent Disability Rating Schedule [PDRS]). 
Based on the WPI, the orthopedic surgeon reported an 
impairment rating of 15% for a back injury plus 3% for 
pain. The psychiatric medical evaluator reported a GAF 
score of 55, which is equivalent to a WPI of 23% (per 
California PDRS)

This case was then reviewed by a qualified medical 
evaluator in the field of psychiatry, who parceled out the 
nonpsychiatric impairment and made additional referrals 
to appropriate specialists for further evaluation:

• Internal medicine (endocrinology) to rule out 
opioid-induced hypogonadism as a cause of 
sexual dysfunction

• Pulmonology (sleep medicine) to rule out 
obstructive sleep apnea as a cause of impaired 
sleep

• Orthopedic surgery to rule out the side-effects 
of long-term use of hydrocodone

Based on the evaluation reports submitted by the con-
sulting specialists, the psychiatrist adjusted the patient’s 
psychiatric rating to remove impairment caused by other 

medical conditions. The overall impairment rating was 
changed as follows:

• Orthopedic surgery: The initial impairment 
rating of 15% for back injury remained, along 
with the 3% add-on for pain; an additional 3% 
was added to accommodate the side-effects of 
the medication (hydrocodone)

• Pulmonology: An impairment rating of 15% was 
added to accommodate the effects of obstructive 
sleep apnea

• Internal medicine: An impairment rating of 3% 
was added to accommodate impairment due to 
endocrine effects on sexual dysfunction

• After excluding impairment caused by medical 
comorbidities, the psychiatric qualified medical 
evaluator found that the GAF score had increased 
to 59, which is equivalent to a WPI of 17%.

Although the psychiatric impairment rating decreased, 
the patient’s overall impairment rating increased and was 
represented accurately for the purpose of a disability rating.

Thus, parceling out impairment caused by medical 
comorbidities requires a thorough evaluation of psychiat-
ric and nonpsychiatric contributing factors, may require 
additional patient referrals, and is essential to obtain an 
accurate disability rating. 

Components of a Comprehensive 
Psychiatric Evaluation Report
A comprehensive psychiatric disability report should 
be organized well to provide medical evidence that can 
support legal outcomes. Unfortunately, many disability 
reports fail to present substantial medical evidence. The 
evaluator should always remember that a report is not 
helpful to the interested parties if the information in it 
is useless, regardless of the number of pages, the quali-
fications of the provider who wrote it, or the important 
findings that may be buried in it.

A well-established format for psychiatric reports that 
has found favor in academic settings, including medical 
schools, as well as with Medicare and the American Psy-
chiatric Association, is readily available.13, 14 Following are 
the key components of that format.
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History

History of Injury: 

History of the events involved in the injury as described 
by the patient (if applicable to the evaluation).

Current Symptoms: 

Both psychiatric and physical symptoms that are 
important to the case. These should be presented 
separately.

History of Present Illness: 

Development and progression of psychiatric symptoms 
in relation to physical symptoms and other relevant 
events. Each psychiatric and psychological treatment 
received by the patient and the patient’s response to 
each treatment should be described. Treatment(s) for 
comorbid medical conditions should also be addressed 
in this section. For example:

  Patient B was diagnosed with hypothyroid-

ism 3 months prior to the development 

of psychiatric symptoms. An oral thyroid 

hormone supplement was prescribed. Over 

the past 6 months, the patient’s laboratory 

results have shown normal levels of thyroid 

stimulating hormone [TSH] in the blood, but 

psychiatric symptoms persist.

Such documentation could serve as the basis for 
excluding hypothyroidism as the cause of the psychi-
atric condition.

Another example that may appear in such a report 
is as follows:

  Patient C began to complain of low energy 

and fatigue in addition to preexisting psy-

chiatric symptoms when he began treatment 

with diphenhydramine (Benadryl, Banophen) 

for allergic rhinitis.

In this case, low energy and fatigue should not be 
used as DSM criteria for establishing a psychiatric diag-
nosis. These are most probably side effects of the newly 
started diphenhydramine and should be parceled out of 

the psychiatric impairment rating in the Conclusions 
section of the report.

The description of how the development and pro-
gression of psychiatric symptoms resulted in functional 
impairment should include examples of how the psychi-
atric (not physical) symptoms impair the patient’s activ-
ities of daily living, as well as social and occupational 
functioning. For example:

  Because of impaired concentration, Patient D 

is unable to teach Sunday school, a volunteer 

activity he has enjoyed for the past 6 years. 

He is also unable to perform the essential 

functions of his job as a bus driver-- he has 

missed stop signs on the road, and he has 

caught himself engaging in anxiety-provok-

ing thoughts while driving. He also stopped 

attending family gatherings that he loved 

to attend in the past because of a lack of 

enjoyment.

Patients who experience physical symptoms are 
inclined to offer impairment in functioning due to 
physical limitations, such as inability to participate 
in activities due to pain or loss of mobility. Separat-
ing this type of functional impairment examples will 
help to base the assessment of psychiatric impairment 
on psychiatric conditions alone and delineate which 
physical conditions contribute to overall impairment 
in functioning for other specialties to address.

Past Psychiatric History: 

Periods of time during which psychiatric symptoms are 
absent, as well as periods of functional impairment due 
to psychiatric symptoms and periods during which the 
patient is unable to work should be included in this sec-
tion, with specific time frames documented. Temporal 
and causal relationships with nonpsychiatric conditions 
should be explored and documented.

Substance Use History: 

In this section, all substance use should be documented 
in terms of quantity, pattern, and time line of use. Sub-
stances should include illicit, licit recreational (alcohol, 
marijuana), and medicinal (e.g., cannabis) substances, 
as well as prescribed controlled substances, dietary 
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products (caffeinated sodas, energy drinks), and herbal 
products. The temporal and causal relationship between 
substance use and the development of psychiatric symp-
toms should be documented.

Medical History: 

This section should document lifelong medical condi-
tions (including surgeries and allergies), given that some 
of these conditions may have caused or contributed to 
the development of psychiatric illness or psychiatric 
symptoms.

Current Medications: 

Current medications (including prescribed medica-
tions, as well as supplements and herbs) should be 
presented in this section for consideration during 
the conceptualization of the case and development 
of the diagnosis, impairment rating, and treatment 
recommendations.

Family History: 

Information about mental illness, substance use, and a 
relevant medical history of biological family members 
should be provided here.

Environmental History: 

Environmental exposures throughout the patient’s life 
time should be provided, along with any evidence of 
a relationship between environmental factors and psy-
chiatric illness or symptoms. Such exposures may be 
reflected in different ways during different stages of the 

lifecycle or different social settings. The following type 
of information should be provided:

• Childhood: Family origins (ethnicity, geo-
graphic location, etc.), patient’s upbringing, 
developmental issues

• School: Learning difficulties, behavioral 
problems, communication problems

• Social: History of difficulties in interactions 
with others and presence or absence of a 
social support system

• Marital: Current status, history of marriages 
and relationships, children (including ab-
sence thereof )/family of procreation

• Employment: Employment difficulties, in-
cluding multiple short-term jobs, difficulties 
with colleagues or supervisors; current em-
ployment status

• Financial status: Current financial status and 
source(s) of financial support

• Legal: Criminal history, history of workers’ 
compensation cases, history of civil lawsuits

• Military: Honorable vs dishonorable dis-
charge, access to VA services

Mental Status Examination
This is the only section in a psychiatric report that 
presents objective examination findings and indicates 

Table 1:  
Mental Status Examination: Patient Characteristics.

• ID
• Appearance
• Demeanor
• Reliability
• Impulsivity
• Eye contact
• Speech (rate, volume, articulation, and 

quality)
• Motor activity (psychomotor agitation/ 

retardation, involuntary movements/
posture/gait)

• Mood
• Affect (range, motility, quality, 

appropriateness)
• Thought process
• Thought content
• Dangerousness (suicidal ideation, 

homicidal ideation, self-injurious 
thoughts)

• Perceptual disturbance
• Alertness

• Orientation (to self, place, time and 
situation)

• Attention/Concentration
• Memory
• Fund of general knowledge
• Abstraction
• Judgment
• Insight
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the evaluator’s view of the patient. There are no strict 
guidelines for documenting a mental status examina-
tion. The following table presents a compilation from 
various types of evaluations that have been utilized 
extensively and are well accepted by various agencies.

Records
Most requests for a psychiatric disability evaluation are 
accompanied by stacks of medical records. Information 
relevant to the patient’s psychiatric condition may be 
found in the most unexpected places in these records, 
such as physical therapy notes. The absence of psychi-
atric complaints during a period of time in which the 
patient defined him/herself as highly symptomatic may 
serve as a red flag for the credibility of the claimant. 
Information found in medical records should be incor-
porated into relevant sections of the current report; 
alternatively, a summary of the medical record should 
be provided. In most medicolegal contexts, the lack of 
a medical record review may result in nonacceptance 
of the disability report as substantial medical evidence. 
Fortunately, many payers requesting disability reports 
are usually happy to pay for the record review (Medicare 
is an exception).

Psychological Testing
There are no specific guidelines regarding the use of 
psychological tests in psychiatric disability reporting. 
Many providers find such tests to be useful in gauging 
the severity of symptoms as well as the examinee’s con-
sistency when reporting symptoms during the interview. 
Of course, a psychological testing instrument cannot 
replace clinical judgement in rendering a diagnosis. It 
may provide information that supports the diagnosis 
given by the clinician, but it cannot serve as the sole 
basis for that diagnosis.

When selecting psychological testing instruments, 
including symptom inventories, the psychiatric 
evaluator must know if the instrument is valid for a 
particular patient population, especially patients with 
medical comorbidities that may produce symptoms 
similar to those of psychiatric conditions. The cultural 
background and educational level of the patient must 

also be considered when selecting psychological testing 
instruments. Patients with deficiencies in education or 
with learning disabilities, as well as those whose cultural 
backgrounds have not exposed them to some of the 
concepts addressed in the testing instruments selected, 
may not be able to respond to some test questions in 
a way that reflects their condition accurately. Some 
may also be easily overwhelmed by the large number 
of questions in many of these instruments. If these 
conditions are not considered, the validity of the instru-
ment may be compromised and it may fail to clarify 
the diagnosis. For example, imagine administering the 
Minnesota Multiphase Personality Inventory (MMPI) 
to an immigrant from mainland China who speaks 
Mandarin only and completed 4 years of schooling in 
communist China. Even in the presence of a certified 
interpreter, the MMPI findings will probably not reflect 
the patient’s condition accurately. Instruments with the 
highest level of accuracy are usually those with both a 
self-report and a clinician’s version. If a diagnosis is not 
apparent after the completion of a clinical interview, a 
specific structured or semi-structured interview can be 
used. These include the Clinician-Administered PTSD 
Scale (CAPS) and the Diagnostic Interview for ADHD 
in Adults (DIVA).

Diagnosis

Evaluation Criteria:

Although there are proponents and opponents of the 
DSM-5, the general consensus is that the most cur-
rent and widely accepted system should be used. It is 
important to indicate in the report the specific set of 
criteria that was used to substantiate each diagnosis. 
Biopsychosocial formulation generally carries a great 
level of importance in illustrating the conceptualization 
of a case, but sometimes psychodynamic formulations 
more clearly define the cause-and-effect relationship 
between underlying factors and resulting symptoms/ 
impairment.

Cultural Characteristics:

One must also be conscious of cultural considerations 
when rendering a diagnosis, e.g., the somatization of 
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psychiatric symptoms in patients of Asian descent, 
the denial or minimizing of psychiatric symptoms in 
patients of Russian and South American origin, and 
atypical anxiety symptoms (ataques de nervios) in 
women from South America.

Environmental Factors: 

With the introduction of the DSM-5, many psychi-
atric evaluators began to lose track of environmental 
factors previously presented on Axis IV. The DSM-5 
captures these important factors using V-codes, which 
have been expanded to include multiple environmental 
considerations. Although Axis III is no longer used, it 
is still important to indicate medical conditions and 
medications that impact the psychiatric condition, 
prognosis, or treatment.

Conclusions
The Conclusions section is the most frequently read 
part of any medical or medicolegal report. The majority 
of readers turn to this section first, reading the body of 
the report only when they need details about the eval-
uation findings on which the conclusions were based. 
As such, it is a good idea to capture the essence of the 
report in this section.

The Conclusions section usually begins with a 
summary of the psychiatric evaluator’s concept of the 
case, which acts as a good lead in for rendered opinions. 
It also usually re-states the referral question(s) and the 
evaluator’s opinion of each aspect of each referral ques-
tion, along with the evaluator’s opinion of the credibil-
ity of the patient and relevant findings from the body 
of the report.

The key components of most disability evaluation 
reports are provided through a response to each of the 
following questions:

• Is there a diagnosable psychiatric condition?

• What are the causal factors for the devel-
opment or aggravation of the diagnosed 
condition(s)?

• Has the condition reached maximum medical 
improvement (MMI)?

• If not, what treatment is reasonably necessary 
to achieve MMI? What is the extent of the 
temporary disability?

• If MMI has been reached, does the claimant 
have any permanent psychiatric disability?

o If yes, what is the rating of the per-
manent psychiatric disability (based 
on the rating system applicable to the 
context of the evaluation)

o What factors contribute to the per-
manent psychiatric disability?

o Is there impairment from overlapping 
comorbid conditions?

If the patient is found to have a permanent psychi-
atric impairment, the evaluator may be asked to deter-
mine if and how such impairment disables the patient 
and if the patient is able to work in his/her usual and 
customary occupation with or without work restric-
tions or reasonable accommodations. If the patient is 
determined to be unable to return to his/her usual and 
customary employment, the evaluator would need to 
determine whether vocational rehabilitation would be 
beneficial and identify limitations (if any) to employ-
ment in the open labor market. 

The Mental Residual Functional Capacity question-
naire, was created and is widely used by vocational 
experts. It is a great tool for making a determination 
regarding necessary work preclusions and helping 
interested parties determine the level of work disability 
related specifically to mental impairment.15

Treatment Recommendations
Treatment recommendations are important not only in 
the clinical context, but also in the legal one. Parties to a 
claim are usually interested in determining the ongoing 
cost of care associated with a claim. As such, an estimate 
of the amount of time required for the patient to achieve 
stability would be helpful, along with specification of 
the treatment(s) that may be required and the frequency 
with which they must be administered for the patient 
to achieve long-term stability.
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Conclusion
Psychiatric disability reports should focus on impairment 
and disability related solely to psychiatric conditions. 
Impairment in the cognitive, emotional, or behavioral 
domain caused by medical (nonpsychiatric) conditions 
should be parceled out to arrive at an accurate diagnosis 
and assessment of disability and to develop an effective 
treatment plan. Regardless of the agency requesting the 
report, the information it is looking for may have very 
little to do with the details a claimant provides during 
an evaluation. A lengthy description of events and many 

pages of direct quotes may be useful for the clinician to 
formulate the case, but they are not necessarily useful to 
the legal community and, in fact, may be easily misinter-
preted. For this reason, the psychiatric evaluator should 
keep the intended reader of the report in mind and write 
it accordingly, i.e., in a concise format that is intended to 
be understood by laypersons. All opinions rendered by 
the clinician in a psychiatric evaluation report should be 
clearly substantiated by facts derived from the interview, 
mental status examination, medical record review, psy-
chological testing, and, when necessary, references in the 
peer-reviewed medical literature.  
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Multiple-Choice Questions

41. The number of disability evaluations in the US is growing because of all of the following, except:

A. progression of civilization.

B. people continuing to work at an older age.

C. more patients who malinger illness.

D. the pace of life increasing.

42. Which of the following is considered a psychiatric impairment?

A. Auditory hallucinations

B. Avoidance of social contact

C. Both a and b

D. None of the above

43. The purpose of the Current Medications section of a psychiatric disability report is:

A. to assess the contribution of the effect of medication on psychiatric impairment.

B. to determine the possibility of drug-to-drug interactions.

C. to assess the consistency of the patient’s report with the medical records.

D. All of the above

44. In a patient with a traumatic brain injury and anxiety, cognitive impairment is:

A. a psychiatric impairment.

B. a neuropsychological impairment.

C. a combination of both a and b.

D. a normal consequence of the trauma.
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This valuable take-home reference translates research and theory that are presented in the accom-
panying continuing medical-education lesson into a systematic review of the lesson’s key points for 
easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview

The need for qualified psychiatric disability evaluators is growing due to the increasing number of disability 
claims being made across the United States. The information in this lesson will be helpful to mental health 
providers in evaluating the disability of patients with psychiatric illnesses that are comorbid with nonpsychiatric 
medical conditions. It will serve as a guide to creating accurate psychiatric disability evaluation reports that 
are relevant in medicolegal settings.

Key Point 1: Defining the Need for 
Disability Evaluations in Mental Illness

Healthcare professionals (PA/NPs, licensed 
psychologists, MDs, Dos) involved in the 
evaluation and treatment of patients with 
mental illness may inevitably be asked to 
perform a disability evaluation. Such eval-
uations have become increasingly complex 
due to the increasing comorbidity of psychi-
atric and somatic medical conditions and 
are requested with increasing frequency as 
people work longer and the pace of life in-
creases. The rapidly increasing demand for 
such evaluations has triggered an equally 
rapid rise in the need for highly qualified 
evaluators who understand the intricacies 
of these evaluations. This lesson provides 
a step-by-step guide for obtaining accurate 
information about psychiatric disability and 
presenting it in a manner that is meaningful 
to all parties involved.

Key Point 2: Defining Impairment 
and Disability

The distinction between the terms “im-
pairment” and “disability” has become 

increasingly blurred as the nature of 
patient assessments has become increas-
ingly complicated. This can easily result 
in misunderstandings among the various 
parties involved in each claim. In this les-
son, these terms are defined according 
to their use in somatic medicine and in 
psychiatry, as well as by governmental and 
industrial entities, within a medicolegal  
setting.

Key Point 3:  Recognizing and Parceling 
Out Nonpsychiatric Impairment and 
Disability

Many symptoms of psychiatric and non-
psychiatric medical disorders overlap. Dis-
tinguishing among the symptoms caused 
by these two different classes of disorders 
allows the mental health practitioner to 
describe the psychiatric nature of the dis-
ability while taking into consideration the 
contribution of the pertinent effects of any 
comorbid conditions (i.e., parceling out the 
symptoms). The overall result is improved 
accuracy of the psychiatric impairment 
rating.
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Key Point 4: Creating a Well-Structured 
Comprehensive Psychiatric Disability 
Report

A well-structured and comprehensive 
psychiatric disability report is the key to 
presenting accurate responses to referral 
questions. Such structure makes the re-
ports easier for the intended audience to 
understand and, thus, makes such reports 
more valuable.
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Delirium: From DSM-IV-TR to DSM-5

Veronica Tucci MD, JD; Abdul Mughees Rana; Iqra Ansari; Ali A. Shah;  
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No commercial support was used in the development of this CME lesson. 
Medications listed in this lesson are not approved by the FDA for treatment of delirium. 

KEY WORDS:  Delirium • DSM-IV-TR • DSM-5 • Diagnostic criteria

LEARNING OBJECTIVES: This lesson will enable clinicians to (1) gain knowledge about the diagnostic criteria for delirium 
as they appear in the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition, (DSM-5); (2) identify and compare 
changes made to the diagnostic criteria presented in the DSM, Fourth Edition, Text Revision (DSM-IV-TR) that appear in the 
DSM-5; and (3) interpret the current definition, etiology, subtypes, and treatment modalities for delirium.

LESSON ABSTRACT: Delirium is one of the most commonly encountered neurocognitive disorders seen in hospital settings. 
It is frequently misdiagnosed because of the disparate methods used to define and classify this disorder. A misdiagnosis can result 
in delayed treatment and increased morbidity and mortality; thus a careful review of updates pertinent to the diagnosis of this 
order is crucial for its prevention and minimization of its duration and sequelae. The definition and classification this disorder and 
the diagnostic criteria that appeared in the DSM-IV-TR have been revised in the DSM-5. Although the extent of these revisions 
is limited, a careful review of the updated information is crucial for standardized practices and may improve the accuracy of its 
diagnosis and minimize its duration and the severity of its effect. Case vignettes are used in this lesson to illustrate the characteris-
tics of delirium and its predisposing and precipitating factors. Recommendations for preventing this disorder and minimizing its 
duration and effects are also provided.

COMPETENCY AREAS: After completing this lesson, the clinician will be able to identify any gaps in his/her knowledge of 
the DSM-5 diagnostic criteria for delirium, including its etiology, subtypes, and treatment modalities.
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Introduction
Delirium is one of the most commonly encountered 
neurocognitive disorders in hospital settings. It is char-
acterized by inattention, waxing and waning levels of 
consciousness/cognitive impairment and perceptual dis-
turbances. An estimated one in five patients in hospital 
medical wards1 and up to 80% of patients in intensive 
care units2 will experience this condition during their 
hospital stay. Postoperative delirium rates among 
seniors range from 15% to 25% after elective surgery3 
(e.g., total joint replacement) to more than 50% after 
high-risk procedures (e.g., hip fracture repair or car-
diac surgery)4, 5 to as much as 85% at the end of life.6

Despite the prevalence of delirium, patients are 
often misdiagnosed, with their symptoms attributed to 
such conditions as dementia, acute stress disorder, psy-
chotic disorders, and even malingering. When delirium 
is recognized, it is often after a substantial delay and a 
worsening of the patient’s clinical course. By the time it 
is recognized, delirium may be accompanied by stupor, 
coma, seizures, etc. Misdiagnosis and a delayed diagnosis 
can lead to an increased length of stay in the hospital, as 
well as increased morbidity and mortality.

Part of the difficulty in identifying and treating delir-
ium promptly is the use of various strategies to define, 
classify, and subdivide this disorder. Recent changes in the 
definition of delirium, as well as a lack of a uniform cat-
egorization system, may be confounding the difficulties 
providers face in recognizing this potentially life-threat-
ening condition. This lesson will provide readers with 
an update of the definition and diagnostic criteria for 
delirium, as well as provide a brief overview of prevention 
methods and management of this condition.

Case #1:

  Patient A is an 80-year-old man with history 

of hypertension who presented from an as-

sisted living facility (ALF) for an evaluation of 

increased weakness. He had been discharged 

from an outside hospital to the ALF after 

suffering from a cerebrovascular accident. His 

hospital discharge summary and copy of the 

ALF report brought with him to our facility 

noted that Patient A had residual left lower 

extremity (LLE) weakness and dementia. The 

patient’s initial vital signs were notable for a 

temperature of 100.30 F. The triage examina-

tion revealed that he was alert and oriented to 

person, place, time, and situation (i.e., oriented 

X4) and exhibited no apparent cranial nerve 

deficits. The triage paramedic reported that 

the patient exhibited LLE motor weakness, 

with 4/5 strength. The emergency physician 

examined the patient 40 minutes later and 

determined that the patient was disoriented. 

The physician did not provide any additional 

information in his note with respect to the 

extent of the patient’s disorientation (i.e., if 

the patient was only oriented to self, etc.) 

and also noted the LLE weakness. The physi-

cian further reported that the patient had an 

abnormal short-term and long-term memory. 

No additional features of the neurologic or 

psychiatric examination were documented in 

the patient’s medical record, and no additional 

information was provided by the ALF or the 

patient’s family regarding his baseline mental 

or functional status. Upon discharge, the pa-

tient’s nurse documented the patient’s mental 

status as alert and oriented x3 (person, place, 

and time) with no evidence of cranial nerve 

deficits but with continued LLE weakness. The 

patient was discharged back to the ALF with a 

diagnosis of altered level of consciousness and a 

urinary tract infection. He received 750 mg IV 

levofloxacin (Levaquin) prior to discharge and 

was given a prescription for cephalexin (Keflex) 

500 mg 4 times daily for 10 days. 

Defining Delirium
In the Diagnostic and Statistical Manual of Mental Dis-
orders, Fourth Edition, Text Revision (DSM-IV-TR), pub-
lished in 2000, delirium was defined as a disturbance 
of consciousness (criteria A) and change in cognition 
(criteria B) that develops over a short period of time 
(criteria C) and has an evidential support from the 
patient’s history, physical examination, or laboratory 
findings that these disturbances are a direct result of 
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the physiological consequences of a general medical 
condition (criteria D).

In patients with delirium, the capacity to focus or 
maintain attentiveness is diminished. When asked two 
questions consecutively, the patient is unable to shift 
his/her concentration from the first question in order 
to respond to the second question. This individual can 
be easily distracted and unable to focus. Cognitive 
impairment may include memory deficits, language 
disturbances or disturbances in perception. These 
disturbances could cause the patient to experience mis-
interpretation (e.g., the patient assumes that a nurse who 
is preparing the patient’s medication is trying to poison 
him), illusion (e.g., a coat draped over the back of a chair 
is mistaken for a bear), or hallucination (e.g., the patient 
sees cats or dogs roaming around in a room when none is 
present). The impairment occurs over a short period 
of time, i.e., within hours to days, and the outcome 
(misinterpretation, illusion, hallucinations) varies during 
the day. As a result, a patient who was cooperative during 
the day might consider the hospital unsafe at night and 
insist on going home.

The patient’s history, physical examination, or lab-
oratory findings must suggest that the disturbances in 
consciousness and cognition are due to a general medical 
condition, substance intoxication or withdrawal, or mul-
tiple additional etiologies. According to the DSM-IV-TR, 
general medical conditions that could result in delirium 
include systemic infection, metabolic disorders, an elec-
trolyte imbalance, hepatic or renal disease, postictal states, 
and head trauma. Psychotic disorders should also be ruled 
out in any individual experiencing misinterpretation, 
hallucinations, or illusions. When no general medical 
condition or substance use issues can be identified in 
such patients, malingering or factitious disorders should 
be considered.

Delirium is also associated with changes in the 
patient’s sleep cycle. The individual may exhibit daytime 
sleepiness or the inability to sleep at night. Delirium 
also manifests with increased or decreased psychomotor 
activity. Many individuals with delirium demonstrate 
emotional instability, including anxiety, depression, 
euphoria, and anger. Children and the elderly are more 
likely to develop delirium than individuals in other age 
groups.

In the DSM-5, delirium is classified as a disturbance 
in attention, awareness (criteria A), and cognition (criteria 
C) that develops over a short span of time (criteria B). 
These disturbances should not be the result of a pre-
existing neurocognitive disorder (criteria D), and there 
should be evidentiary support from the patient’s history 
and physical examination or laboratory findings that the 
disturbances are due to the effects of a medical condition, 
substance use, or multiple other etiologies (criteria E).

Delirium is also characterized by the inability to focus 
or to maintain or adjust attentiveness. To this description 
of altered awareness, the DSM-5 has added “reduced 
orientation to the environment.” Thus, disorientation to 
time, place, or person may indicate a need to evaluate 
the patient for delirium. The DSM-5 also indicates that 
changes in the patient’s ability to maintain focus take 
place within a period of hours to days but specifies that 
this change is accompanied by a noticeable change from 
baseline in attention and awareness. Thus, the individual 
should be evaluated repeatedly after his/her focus starts to 
wander. Disorientation to the environment or to oneself 
may also occur.

Patients with delirium may exhibit changes in cog-
nitive abilities, e.g., impaired memory (recent memory 
is more commonly affected) or impaired perception of 
external stimuli. Visuospatial perception may also be 
affected and debilitate the patient’s cognitive functions 
further. Similar to the DSM-IV-TR, the DSM-5 indicates 
that the perceptual disturbances involved in delirium 
include misinterpretation, illusion, or hallucination. It 
also states that these alterations in perception usually 
involve vision but might affect the other senses as well 
and could vary in complexity. According to the DSM-5, 
none of these altered states should occur as a result of 
a preexisting or evolving neurocognitive disorder, such 
as Alzheimer’s disease. It also postulates that delirium 
cannot be diagnosed in an individual who is in a coma. 
The exclusion of a diagnosis of delirium in comatose 
patients is new, i.e., it appears in the DSM-5 but not in 
the DSM-IV-TR. This indicates that the current opinion 
is that the patient must be capable of responding to verbal 
interrogation in order for the clinician to evaluate the 
patient’s cognitive abilities.

The DSM-5 also categorizes delirium according to 
the length of time that signs of the disease have been 
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present. When signs of delirium have been present for 
hours to days, it is classified as an acute condition. When 
the disturbances have been seen for weeks to months, 
the delirium is said to be persistent. Delirium is also 
categorized by the level of psychomotor activity, with 
patients identified as either hyperactive (agitated) or 
hypoactive (sluggish/lethargic). The level of activity may 
vary with the ability to focus. The hyperactive state is 
seen most often; the elderly are more likely to present 
with hypoactivity than younger patients. The sleep-wake 
cycle is frequently affected in patients with delirium. 
Disturbances may present as difficulty falling asleep, 
sleepiness during the day, or inability to sleep at night. 
Emotional instability is also taken into account and may 
range from anxiety to depression accompanied by similar 
psychomotor activity, although the latter may vary from 
one emotional state to another.

Etiology and Subtypes of 
Delirium

Etiology: 

Predisposing and precipitating factors. One of the first 
steps in the diagnosis of delirium is to identify predis-
posing factors (present on admission) and precipitating 
factors (related to factors that can contribute to the 

development of delirium). Studies have shown that 
predisposing factors have a far more significant effect 
on the development of delirium than precipitating  
factors.7

Subtypes: 

A step in the diagnostic process involves identifying 
the four psychomotor behavioral subtypes of delirium: 
mixed, hypoactive, hyperactive, and none. The Delirium 
Motor Symptom Scale (DMSS-4) is a brief instrument 
used to assess delirium subtypes. The “hyperactive” and 
“hypoactive” subtypes were first described by Lipowski 
et al;28 a third category (“mixed”) was added when it was 
recognized that many patients experience elements of 
both the hyper- and hypoactive subtypes within a short 
time frame. The subtype “none” or “neither” was added 
after these three subtypes had been established.29-30

Symptoms of hyperactive delirium include hyper-
vigilance, impatience, restlessness, fast or loud speech, 
irritability, combativeness, swearing, singing, laughing, 
uncooperativeness, euphoria, anger, wandering, easy 
startling, fast motor responses, distractibility, tangenti-
ality, nightmares, and persistent thoughts. Symptoms of 
hypoactive delirium include unawareness, decreased alert-
ness, sparse or slow speech, lethargy, slowed movements, 
staring, and apathy. Patients with delirium who had three 
or more symptoms of hyperactivity at any time during 

Table 1:  
Risk Factors for Delirium8-27

Predisposing Factors Precipitating Factors

Cognitive decline/dementia Malnutrition

Visual impairment Iatrogenic event

Reduced functional ability Physical restraints or bladder catheterization

Male gender >3 new prescribed medications

Severity of illness High number of procedures during early hospitalization (x-rays, blood tests etc.)

Comorbid illnesses Intensive care treatment

Alcohol abuse Prolonged waiting time before surgery

Use of medications (prescribed or nonprescribed) Type and duration of operation

Age Type of anesthetic

Intra-operative blood loss

Postoperative pain and problems in pain management

Infection

Use of drugs with a high anticholinergic activity, opiates, benzodiazepines, and corticosteroids
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their hospital stay were considered to have the hyperactive 
subtype of delirium. Those who had four or more symp-
toms of hypoactivity at any time during their hospital stay 
were considered to have the hypoactive subtype. Those 
who showed evidence of both subtypes were considered 
to have the mixed subtype, and those who were negative 
for both were considered to have neither subtype.31

Meagher et al.32 reported that subjects with hypoactive 
delirium had lower DMSS scores for mood lability, sleep-
wake cycle disturbances, and variability of symptoms 
than those with hyperactive delirium and lower scores 
for mood lability only than those with mixed delirium.

Available research suggests that the psychomotor 
subtypes of delirium correlate with similar degrees of 
cognitive impairment32-34 but differ in their correlation 
with nonmotor symptoms, cause, pathophysiology, 
detection rates, delirium treatment experience, duration 
of delirium, and outcome.35 Using the Delirium Rating 
Scale, Revised-98 (DRS-R-98) to assess motor agitation, 
researchers found that motor agitation was significantly 
more prevalent in patients with the hyperactive and mixed 
subtypes of delirium than in those with the hypoactive 
subtype and that motor retardation was significantly 
more prevalent in patients with the hypoactive and mixed 
subtypes than with the hyperactive subtype.36 Moreover, 
the hypoactive subtype is less likely to be detected by 
clinicians37 that the hyperactive or mixed subtype.

Subtype + Etiology:

The DSM-5 uses a third approach to classify delirium: 
a combination of psychomotor subtype and underlying 
etiology, including substance intoxication/withdrawal or 
comorbid medical condition.

Etiology

Both prescription and illicit drugs commonly cause delir-
ium as a result of acute intoxication or withdrawal or as 
a result of metabolic derangements associated with their 
use. The use of drugs like benzodiazepines is considered 
an independent risk factor for delirium. Abrupt with-
drawal from these drugs can trigger delirium, especially 
in hospitalized patients.38 Similarly, abrupt cessation of 
cigarette smoking may be a risk factor for poststroke delir-
ium in patients who have had an ischemic stroke, possibly 
as a result of nicotine dependence or withdrawal.39

Patients with chronic alcoholism may present with 
Wernicke’s encephalopathy, a condition associated with 
delirium that is complicated by ataxia and ophthalmo-
plegia. Alcohol withdrawal may result in agitation, rest-
lessness, irritability, disorientation, headache, insomnia, 
nervousness, autonomic hyperactivity, seizures, and 
delirium tremens.

Acute toxic metabolic encephalopathy is delirium 
caused by an underlying medical condition, most com-
monly septic encephalopathy, which correlates strongly 
with increased mortality.40-43 The umbrella of toxic 
metabolic encephalopathy also encompasses electrolyte 
derangements, including hyponatremia,44-45 as well as 
malnutrition, low plasma leptin levels,46 liver failure, renal 
failure, and organic brain disorders.

Delirium has also been associated with abnormal 
levels of sodium in the blood. Hypernatremia presents 
with dehydration, thirst, altered level of consciousness, 
dry mouth, or irritability.44-45 Confusion, dizziness, dis-
orientation, muscle cramps, lethargy, thirst, headache, or 
nausea are common symptoms of hyponatremia.

Both acute and chronic hepatic encephalopathy 
can contribute to the development of delirium. Acute 
hepatic encephalopathy is characterized by the acute 
onset of hepatic failure and is associated with marked 
cerebral edema. Chronic hepatic encephalopathy is seen 
in patients with chronic liver disease and portosystemic 
shunting of blood. Clinical features vary from irritability 
and reversed sleep-wake cycles to apathy and postprandial 
confusion. Disorientation, ascites, tremors, and inatten-
tion may also be seen in such patients.

Other conditions that may contribute to delirium 
include brain disorders such as epileptic seizures, trau-
matic brain injury, dementia, neurocognitive disorders 
(including Parkinson’s disease), hypertensive encepha-
lopathy, central nervous system infections; encephalitis, 
meningitis, and brain and epidural abscess.

Prevention and Treatment
The best way to prevent the misdiagnosis or delayed 
recognition of delirium is to prevent it from occurring. 
Box 1 highlights some preventive strategies that medical 
staff in hospitals and long-term care facilities (e.g., reha-
bilitation centers, ALFs, and nursing homes) can use in 
at-risk patients.
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Box 1:  
Strategies to Prevent Misdiagnosis

Eliminate or minimize risk factors

Administer medications judiciously

Prevent and/or treat infections promptly and appropriately

Prevent and/or treat dehydration and electrolyte disturbances 
promptly

Provide adequate pain control

Maximize oxygen delivery (provide)
• Provide supplemental oxygen, blood, and blood pressure 

support as needed

Use sensory aids as appropriate

Regulate bowel/bladder function

Provide adequate nutrition

Provide a therapeutic environment that will aid in recovery. 

Foster orientation
• Reassure and reorient patient frequently (unless patient 

becomes agitated)
• Use easily visible calendars, clocks, and caregiver identification

Provide appropriate sensory stimulation
• Provide a quiet room
• Provide adequate light
• Assign one task at a time
• Use noise reduction strategies

Facilitate sleep
• Provide a back massage
• Serve warm milk or herbal tea at bedtime
• Provide relaxation music/tapes
• Use noise reduction measures
• Avoid waking the patient

Promote familiarity
• Encourage family/friends to stay at patient’s bedside
• Ask family to bring familiar objects from home
• Maintain consistency in caregivers
• Minimize relocation

Maximize mobility
• Avoid restraints and urinary catheterization
• Ambulate or promote active range of motion (ROM) 

3 times daily

Communicate clearly, provide explanations

Reassure and educate family

Minimize invasive interventions

Patients in the intensive care unit (ICU) are particu-
larly at risk for the development of delirium. Recommen-
dations for the prevention and treatment of delirium in 
this setting are summarized in Box 2 in the Appendix.47

Nonpharmacologic strategies for delirium preven-
tion—including early mobilization, re-orientation of the  
patient, risk factor assessment (e.g., drug and medical 
devices), and normalization of the sleep-wake cycle 
(e.g., noise reduction, use of ear plugs)—should be used 
first-line for the treatment and management of patients 
with delirium.48-49 Currently, there are no medications 
approved by the Federal Drug Administration (FDA) 
for the treatment of delirium. However, a number of 
pharmacologic interventions are available when first-line 
strategies fail, and the provider should be aware of their 
mechanisms of action. Pharmacological interventions for 
delirium have focused on alterations in neurotransmitter 
pathways, particularly dopaminergic and cholinergic 
pathways. Pharmacological strategies for delirium include 
alpha-2-agonists, antidepressants, antipsychotic drugs 
(either typical or atypical agents), benzodiazepine, cho-
linesterase inhibitors, melatonin and melatonin agonists, 
and opioids.50 The proper agent generally depends on 
the underlying cause of the delirium. Specific cases are 
addressed briefly in the following section.

Types of Delirium

Alcohol Withdrawal Delirium:51-52

Benzodiazepines alleviate or prevent autonomic hyper-
activity, seizures, and delirium tremens in patients who 
are experiencing alcohol withdrawal. Lorazepam (Ativan), 
chlordiazepoxide (Librium), oxazepam (Serax), and di-
azepam (Ativan) are more commonly used for alcohol 
withdrawal. None of the benzodiazepines are considered 
superior to those used during alcohol withdrawal. Diaze-
pam has the shortest time to peak effect, which facilitates 
both rapid control of symptoms and accurate titration 
to avoid oversedation. Furthermore, diazepam and its 
active metabolite, desmethyldiazepam, have the longest 
elimination half-lives, which allows for a gradual, self- 
tapering decrease in blood levels that results in a smoother 
withdrawal (i.e., a lower incidence and severity of both 
breakthrough symptoms and rebound phenomena, in-
cluding seizures).
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Phenobarbital (Luminal) and propofol (Diprivan) are 
used in patients going through resistant withdrawal. Both 
agents also have some efficacy in delirium management. 
Propofol can be used as an induction agent to decrease 
the effects of withdrawal. Dexmedetomidine (Precedex) 
does not address the underlying pathophysiology but 
may reduce the need for intubation. Ketamine requires 
further study. Overall, however, benzodiazepines remain 
the cornerstone of treatment.

Sepsis-Associated Delirium (SAD):

There are still no specific treatments for SAD. The 
treatment options for severe sepsis and septic shock are 
described in established guidelines,53 which recommend 
limiting continuous or intermittent sedation in patients 
with sepsis receiving mechanical ventilation and suggest 
that the treatments target specific titration endpoints. 
In one study, early physical and occupational therapy 
in mechanically ventilated patients (14% of whom had 
sepsis) reduced the number of days with delirium to half 
of that in the control group, even though the sedation 
regimen was identical in both groups (median: 2 vs 4 
days).54 Another study revealed that patients with sepsis 
who were treated with dexmedetomidine had more delir-
ium-free days than patients treated who were placed on a 
lorazepam-based sedation regimen.55

Hepatic Encephalopathy:

Management of hepatic encephalopathy includes the 
identification and correction of coagulation parameters, 
electrolyte abnormalities, volume depletion, and hypox-
emia and treatment of potentially infectious precipitants.56

Hypernatremia:

In patients with hypernatremia that developed over a 
period of hours, rapid correction of plasma sodium (rate: 
-1 mmol/L per hour) improves the prognosis without 
introducing the risk of convulsions and cerebral edema.57 
The rate at which sodium level is lowered is of utmost 
significance.

Wernicke’s Encephalopathy:

Thiamine is recommended as part of the treatment reg-
imen for patients with Wernicke’s encephalopathy. Even 
though the daily requirement for thiamine is 5-30 mg, 
patients with Wernicke’s encephalopathy are given 500 

to 1500 mg of thiamine daily to facilitate diffusion across 
the blood brain barrier to restore vitamin status, prevent 
irreversible brain damage, improve clinical signs, and 
prevent death.58-59 The route of administration is either 
intramuscular or intravenous for 5 days, three times a 
day.58-60 This dosage is based on the short half-life of 
thiamine (96 min).60-62

Post-operative Delirium in Older Adults:63

Nonpharmacologic interventions for older adults with 
post-operative delirium include behavioral interventions, 
monitoring devices, rehabilitation, environmental adap-
tations, psychological and social supports, medication 
reductions, complementary and alternative medicine, 
and system and process changes. Following are specific 
recommendations:

•	 Healthcare systems should implement formal 
educational programs and periodically inform 
healthcare providers of the epidemiology, 
assessment, prevention, and treatment of 
delirium. 

o (Strength of recommendation: strong; 
quality of evidence: low)

•	 Multicomponent nonpharmacologic interven-
tion programs should be incorporated and de-
livered by an interdisciplinary team (including 
physicians and nurses) to prevent delirium. 

o  (Strength of recommendation: strong; 
quality of evidence: moderate)

•	 Identify and manage causes of delirium

Preoperative pharmacologic treatments/interventions 
include the following:

•	 Adequate analgesia to ensure optimal control 
of postoperative pain; nonopioid medications 
are preferred. 

o (Strength of recommendation: strong; 
quality of evidence: low)

•	 Medications that are known to cause delirium 
should be avoided in older adults. 

o (Strength of recommendation: strong; 
quality of evidence: low)
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•	 Antipsychotics may be administered judiciously 
and prophylactically in surgical patients to 
prevent delirium.64 Haloperidol (Haldol) (<3.5 
mg/d), risperidone [Risperdal], and olanzapine 
[Zyprexa] have demonstrated equal effective-
ness in patients with delirium with few adverse 
effects. Parkinsonian adverse effects were com-
mon with haloperidol at a higher dose (>4.5 
mg/d) compared with olanzapine. Preoperative 
haloperidol decreased the severity and duration 
of postsurgery delirium

•	 Cholinesterase inhibitors should be avoided in 
patients who did not receive them previously. 

o (Strength of recommendation: strong; 
quality of evidence: low)

Pharmacologic postoperative treatments and interven-
tions include the following:

•	 The prescribing practitioner should not use 
benzodiazepines as a first-line treatment of the 
agitated patient with postoperative delirium 
who is threatening substantial harm to self 
and/or others except when benzodiazepines 
are specifically indicated (e.g., for alcohol or 
benzodiazepine withdrawal). Benzodiazepines 
should be administered at the lowest effective 
dose for the shortest possible duration and 
should be employed only if behavioral mea-
sures have failed or are not possible. Ongoing 
use should be evaluated daily with in-person 
examination of the patient. 

o (Strength of recommendation: strong; 
quality of evidence: low)

• Antipsychotic or benzodiazepine medications 
should not be prescribed for the treatment of 
postoperative delirium in older adults who are 
not agitated or threatening substantial harm 
to self or others or for those not showing any 
signs of restlessness. 

o (Strength of recommendation: strong; 
quality of evidence: low)

Case 1: Conclusion

  Patient A presented the following day to another 
area hospital with a fever of 100.5°F, continued 
weakness, and vomiting. He was diagnosed with 
sepsis, a transient ischemic attack, and dehydra-
tion. His altered level of consciousness during 
the previous visit was attributed to delirium 
secondary to infection (evolving sepsis). His case 
was referred for peer review. A detailed examina-
tion of the patient’s medical records revealed 
that his baseline mental status was alert and he 
was oriented x3, as documented by his primary 
care provider and at the ALF on the day prior to 
his presentation at Hospital #1, as well as on a 
recent hospital discharge summary, which was 
signed 4 days before his ED visit at Hospital #1. 
This case is a cautionary tale of delirium being 
overlooked because of the patient’s comorbid 
dementia and likely the erroneous assumption 
of his underlying mental status. Fortunately, the 
patient’s waxing and waning mental status had 
returned to his baseline orientation of A&O x3 
and enabled him to seek care at another hospital 
when his symptoms did not resolve. Had he be-
come disoriented again and unable to articulate 
his need for medical attention, he may well have 
succumbed to sepsis.

Conclusion
Delirium is one of most commonly encountered neuro-
cognitive disorders seen in hospital settings, and hence, 
it is pertinent to know its management. DSM-V has 
characterized delirium as a disturbance of consciousness 
and cognition which develops over a short period of time 
due to a wide range of causes. Careful and timely recog-
nition of predisposing and precipitating factors will aid 
in accurate diagnosis. Recognizing the subtypes is equally 
important. Acute intoxication or withdrawal, chronic 
alcoholism, metabolic encephalopathy due to electrolyte 
imbalance, renal failure or liver failure, sepsis and brain 
disorder are several common causes of delirium. Pharma-
cological interventions should be utilized only after the 
nonpharmacological interventions have failed.
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Appendix

Appendix A:  
Strategies for the Prevention and Treatment of Delirium in the ICU.

Recommendation to perform early mobilization of adult ICU patients whenever feasible to reduce the incidence and duration of delirium. (1, B)

No recommendation for using a pharmacologic delirium prevention protocol in adult ICU patients, as no compelling data demonstrate that this 
reduces the incidence or duration of delirium in these patients. (0, C)

No recommendation for using a combined nonpharmacologic and pharmacologic delirium prevention protocol in adult ICU patients, as this has 
not been shown to reduce the incidence of delirium in these patients. (0, C)

No recommendation for the use of haloperidol or atypical antipsychotics to prevent delirium in adult ICU patients. (II, C)

No recommendation for the use of dexmedetomidine to prevent delirium in adult ICU patients, as there is no compelling evidence regarding its 
effectiveness in these patients. (0, C)

No published evidence that treatment with haloperidol reduces the duration of delirium in adult ICU patients. (No Evidence)

Does not recommend using antipsychotics in patients at significant risk for torsades de pointes (i.e., patients with baseline prolongation of Q-T 
interval [corrected] [QTc], patients receiving concomitant medications known to prolong the QTc interval, or patients with a history of this 
arrhythmia). (II, C)

Recommendation that adult ICU patients with delirium unrelated to alcohol or benzodiazepine withdrawal, continuous IV infusions of 
dexmedetomidine rather than benzodiazepine infusions be administered for sedation to reduce the duration of delirium in these patients. (II, B)

Appendix B:  
Level, Quality and Type of Evidencea

Level of Evidence Quality of Evidence Type of Evidence Definition 

A High
High quality randomized controlled 
trial (RCT)

Further research is unlikely to change the guideline 
committee’s confidence in the estimate of effect.

B Moderate
RCT with significant limitations 
(downgraded), or high-quality 
observational study (OS) (upgraded)

Further research is likely to have an important 
impact on the guideline committee’s confidence in 
the estimate of effect and may change the estimate.

C Low OS

Further research is very likely to have an important 
impact on the guideline committee’s confidence 
in the estimate of effect and is likely to change the 
estimate.

aThe table evaluates the degree of evidence provided for various treatment options.  
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Appendix C:  
Quality of Evidence and Strength of Recommendation

High
Evidence includes consistent results from well-designed, well-conducted studies in representative populations that directly assess 
effects on health outcomes (≥2 consistent, higher-quality randomized controlled trials or multiple, consistent observational 
studies with no significant methodological flaws showing large effects).

Moderate

Evidence is sufficient to determine effects on health outcomes, but the number, quality, size, or consistency of included studies; 
generalizability to routine practice; or indirect nature of the evidence on health outcomes (≥1 higher-quality trial with >100 par-
ticipants; ≥2 higher-quality trials with some inconsistency; ≥2 consistent, lower-quality trials; or multiple, consistent observational 
studies with no significant methodological flaws showing at least moderate effects) limits the strength of the evidence.

Low
Evidence is insufficient to assess effects on health outcomes because of limited number or power of studies, large and unex-
plained inconsistency between higher-quality studies, important flaws in study design or conduct, gaps in the chain of evidence, 
or lack of information on important health outcomes.

Strength of Recommendation

Strong
Benefits clearly outweigh risks and burden, or risks and burden clearly outweigh benefits. Panel judged the evidence and 
determined that the benefits clearly outweighed harms or the potential harms clearly outweighed the benefits.

Weak
Benefits finely balanced with risks and burden. Panel judged the evidence to be in favor of these interventions, but the current 
level of evidence or potential risks of the treatment did not support a strong recommendation.

Insufficient
Insufficient evidence to determine net benefits or risks. Panel judged the evidence as warranting a recommendation statement 
to be made, but weighed the evidence as being insufficient to determine the net risks and benefits.

Not Applicable
No recommendation made. Panel determined that no recommendation could be made, that is, a statement could not be made 
either for or against a clinical practice.

Definitions: Levels of Evidence
Level I: Systematic reviews (integrative/meta-analyses/clinical practice guidelines based on systematic reviews)
Level II: Single experimental study (randomized controlled trials [RCTs])
Level III: Quasi-experimental studies
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Multiple-Choice Questions

45. In delirium, cognitive impairment could include:

A. memory deficits.

B. language disturbances, in which the patient is unable to name objects or develops dysgraphia (the inability 
to write).

C. perceptual disturbances.

D. All of the above are correct.

46. Approximately what percentage of patients in the intensive care unit will suffer from delirium during 
their stay?

A. 10%

B. 20%

C. 80%

D. 50%

47. Chronic alcoholics may present with Wernicke’s encephalopathy, which is a condition with delirium 
complicated by:

A. heart murmurs.

B. ataxia and ophthalmoplegia.

C. intellectual disability.

D. All of the above are correct. 

48. Delirium develops:

A. over a short period of time.

B. within hours to days.

C. tends to fluctuate during the course of the day.

D. All of the above are correct.
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This valuable take-home reference translates research and theory that are presented in the accom-
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CME Lesson Overview

Delirium is one of the most commonly encountered neurocognitive disorders in hospital settings. This 
lesson reflects changes made in the diagnostic criteria for this order between the fourth (Text Revision) and 
fifth editions of the Diagnostic and Statistical Manual of Mental Disorders (DSM-IV-TR and DSM-5). This lesson 
provides an overview of the definition of delirium, as well as its predisposing and precipitating factors, etiology, 
and several treatment modalities. Case discussions are included to demonstrate the clinical applications of 
these topics.

Key Point 1: Functional Disability and 
Medical Care Costs

Patients with delirium utilize more medical 
care resources and have greater functional 
disability than patients with other psychiat-
ric and medical problems. This lesson will 
help clinicians equip themselves to be able 
to provide appropriate care for this often 
challenging patient population.

Key Point 2: No Major Changes in the 
DSM-5

There is no significant difference between 
DSM-IV-TR and DSM-5 in terms of the di-
agnosis of delirium, which is still based on 
both clinical assessment and basic labora-
tory tests.

Key Point 3: No FDA-Approved 
Medications

There are no FDA-approved medications 
for delirium. A symptomatic approach is 
recommended, but none of the treatments 
available for its various symptoms, is known 
to be fully effective.

Key Point 4: Multidisciplinary Approach to 
Delirium Treatment Is Needed

Effective treatment of delirium requires a 
multidisciplinary approach that includes the 
off-label use of certain medications com-
bined with behavior management. Therapy 
involving both approaches may not always 
be successful in providing relief, however.
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LEARNING OBJECTIVES: This lesson will enable clinicians to distinguish between cardiac causes of acute chest pain and a 
panic attack and other non-cardiac causes of acute chest pain in emergent or urgent care settings based on the patient’s risk factors, 
epidemiology, and presentation to provide effective treatment. Providers will determine how to select the optimal treatment for 
patients with this presentation and when to provide it. They will also be able to discuss the positive outcomes of early recognition 
and treatment of a panic disorder in an emergency department (ED) to provide knowledge to healthcare workers.

LESSON ABSTRACT: Panic attack has long been recognized as an important differential diagnosis in patients presenting 
with acute chest pain in emergent or urgent care settings. In routine ED practice, however, the possibility of panic attack is readily 
ignored and seldom considered as a diagnosis. By exploring the patient’s epidemiological characteristics, risk factors, and presenta-
tion, clinicians may become more confident in their ability to select the appropriate workup, identify the cause of pain accurately, 
and select optimal treatment options to reduce the pernicious impact of panic disorder on mental health and social functioning.

COMPETENCY AREAS: After completing this lesson, clinicians will be able to identify factors that contribute to the negative 
effects of a missed diagnosis of a panic attack on the individual’s overall disease and economic burden. Specifically, the reader will 
gain knowledge to discuss basic concepts and risk factors associated with panic attacks and other etiologies of acute chest pain 
in the ED, identify differences and overlaps in their presentations, develop strategies for identifying a panic attack, and institute 
optimal patient care.
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Introduction

Panic Disorder—Overview 
and Prevalence:

Panic disorder may be present in more than 25% of 
patients with chest pain with or without coronary artery 
disease (CAD).1, 2 Because the majority of panic attack 
symptoms overlap with cardiac symptoms,3 patients expe-
riencing a panic attack often seek care from their primary 
care physician (PCP) or nearest emergency department 
(ED) first.4 Whether a medical cause for the chest pain is 
established or not, it is essential to consider the possibility 
of a panic attack or panic disorder as the underlying cause 
of acute chest pain. Despite the availability of simple 
treatment options, panic disorder remains drastically 
underdiagnosed and untreated. In a cohort study of 
patients presenting to the Emergency Department with 
chest pain of unknown origin, 41% of patients had at 
least one repeat hospital visit at one-year follow-up, gen-
erating $1.6 million in charges.6

More than half of the diagnostic symptoms of a 
panic attack may be perceived by patients as being car-
diac in nature. These include (1) palpitations, pound-
ing heart, or accelerated heart rate; (2) sweating; (3) 
sensation of shortness of breath or being smothered; 
(4) sensation of choking; (5) chest pain or discom-
fort; (6) feeling dizzy, unsteady, light-headed, or faint; 
or (7) having chills or heat sensations.3 This overlap 
of symptoms can lead to the under-diagnosis of panic 
attacks or panic disorder in patients who present with 
chest pain and a consequent rise in economic burden on 
the patient and society.6 Because of the acute, intense, and 
often unpredictable nature of somatic symptoms associ-
ated with panic attacks, patients often feel frustrated and 
fearful of recurrent episodes and repeatedly seek medical 
care.

The lifetime prevalence of panic disorder in 
individuals aged 15 to 54 years in the United States 
was 4.7% in 2005 according to a nationally represen-
tative study.7 Panic attacks occur in up to one-third 
of individuals at some point in their lifetime.8 The 
median age of onset for panic disorder is 24 years, 
with women more than twice as likely as men to 
develop the condition.7, 9 One meta-analysis revealed 
five variables that correlate with higher rates of panic 
disorder among patients with chest pain: (1) absence 

of CAD, (2) atypical quality of chest pain, (3) female 
sex, (4) age younger than 50 years, and (5) a high level 
of self-reported anxiety.10 First-line treatment for these 
patients is either cognitive behavioral therapy (CBT) 
or medication, most commonly a selective serotonin 
reuptake inhibitor (SSRI), depending on symptom 
severity and patient preference. Once organic causes 
of chest pain have been ruled out and a diagnosis of 
panic attack has been confirmed, patients should be 
educated about the potential for recurrent attacks 
and the amount of time needed for treatment to be 
effective, whether that treatment is pharmacologic, 
psychotherapeutic, or both.

Chest Pain—Overview and Prevalence:

Chest pain accounts for more than 8 million ED visits 
annually in the United States; the prevalence of this 
symptom falls between 2.4% and 20% in United States, 
United Kingdom, and Europe.11-14 It is the second most 
common presentation in the ED, after abdominal 
pain.15

Chest pain comes in a vast array of presentations and 
potential etiologies. Causes of chest pain--such as acute 
coronary syndrome (ACS), aortic dissection, pulmonary 
embolism, and tension pneumothorax--pose an imme-
diate threat to life. While it is imperative to rule out 
life-threatening causes of chest pain, it is also important 
to consider the other presentations. Chest discomfort is 
most commonly attributed to conditions involving the 
cardiovascular, pulmonary, gastrointestinal tract, and 
musculoskeletal systems. The focus of this lesson is to 
help clinicians consider the psychiatric reasons for chest 
pain which are often ignored. A review of discharge sum-
mary data revealed that a psychiatric diagnosis is often 
not noted and a referral to psychiatry is often not made.2

Case Vignette for Chest Pain Presenting 
as Panic Disorder:

  A 33-year-old woman presents to the ED with 

crushing left-sided chest pain that radiates to 

her left arm. She states that her entire left arm 

is numb and “feels cold.” She is sweating and 

feels flushed. She is worried that she is having 

a “heart attack.” The pain began after she 

woke up suddenly at 3:00 am and felt her heart 

racing, as if it “would jump out of her chest.” 

That feeling gradually subsided. She states that 
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she asked her ex-partner to take her to the ED, 

but he refused. A concerned friend brought her 

to the ED instead. She reports experiencing a 

twinge of pain in her chest a few weeks ago that 

lasted seconds and resolved spontaneously. It 

occurred while she was driving. At that time, 

she forgot where she was going and felt like 

she was in a daze for a few minutes afterwards. 

She cannot recall any other episodes of chest 

pain. The patient reports that the intensity of 

the chest pain she felt today was 12 on a scale 

of 10. Nothing has relieved the pain. She took 

four 325-mg tablets of aspirin because she 

heard that aspirin should be taken when you 

are having a heart attack. She felt worse after 

taking the aspirin.

Case Report

Review of systems: Positive for sweating, crushing 
left-sided chest pain, numbness and immobility 
in the left arm, pain on raising her arm, a sensa-
tion of doom, and a sensation of not being able 
to get any air into her lungs.

Past medical history: Unremarkable, with no 
hospitalizations or ED visits.

Past surgical history: Bilateral tubal ligation after 
her fourth pregnancy and first miscarriage 5 years 
ago.

Social history: Recently separated from her 
partner of 5 years. The patient states that they 
were “on-again off-again” for 5 months, but their 
separation is now permanent. She is the single 
parent and sole provider for four children and 
works as a paralegal, a job that she describes as 
highly stressful. The patient reports smoking 
marijuana regularly until 5 years ago, when she 
stopped because her partner did not want her 
to get high.” She admits intermittent cigarette 
smoking. She denies being addicted to nicotine, 
but she has smoked five to 10 cigarettes per week 
over the last 15 to 20 years, usually while drinking 
alcohol. The patient drinks seven to nine glasses 

of wine every week; this reflects an increase in her 
alcohol intake over the last few months. Over the 
past 5 years, she believes she has had an average 
of four drinks per week. She denies that she is 
addicted to alcohol and states she feels happy 
when she drinks.

Physical examination: On initial presentation, 
the patient’s vital signs were as follows: blood 
pressure (BP): 166/86 mm Hg; pulse: 94 bpm; 
respiratory rate: 16/min; and oxygen saturation: 
98% on room air. By the time she was seen in 
the ED, she had been placed on 2 L of oxygen by 
nasal cannula and given aspirin 325 mg. Her BP 
is now 178/86 mm Hg; pulse: 89 bpm; and respi-
ratory rate 16/min. The patient is cooperative 
and speaking in complete sentences. She sits up 
in bed and appears to be very comfortable. When 
asked where it hurts, she places her hand on her 
left chest; when asked to point, she points to her 
left nipple. She denies that the pain is reproduc-
ible, but squeezes her eyes tightly shut when the 
clinician touches her where she is pointing and 
nods her head vociferously up and down. The rest 
of the exam was unremarkable.

Preliminary diagnosis: Panic attack, although 
ACS must be ruled out first.

Discussion
A nationally representative 2006 study16 of ED visits in 
the United States revealed that of an estimated 115.3 mil-
lion visits, 5.4% were for chest pain. Of the 13,836,000 
of these visits that resulted in hospitalization, the leading 
hospital discharge diagnosis was non-ischemic heart 

disease. Until fairly recently, one of the primary disorders 
expected with chest pain presenting in the ED was ACS. 
Given the 44.6% reduction in ACS-related chest pain in 
the ED between (1999 and 2008), however, clinicians 
must carefully evaluate ED patients with chest pain for 
alternative diagnoses.17
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It has been estimated that 50% to 63% of com-
plaints of acute chest pain in the ED are due to 
non-cardiac reasons; panic anxiety disorder is respon-
sible for at least half (total: 25%) of these cases.18, 19, 

20 Despite the fact that non-cardiac chest pain typically 
does not contribute to heart disease, which is the leading 

cause of death in US,24 it has an immense impact on the 
patient’s quality of life, daily functioning, and activities 
of daily living that may persist for years.21, 22, 23 It is also 
responsible for a huge financial burden: approximately 
$13 billion yearly in the United States alone.21, 22

Case Vignette for Coronary Artery 
Disease (CAD) Presenting as Panic 
Disorder:

  A 64-year-old white woman presents to the 
ED complaining of shortness of breath and 
left-sided chest pain that radiates to her left 
neck and left shoulder. She reports feeling 
like she “was going to die.” She never had 
such pain in the past. She has had chest 
discomfort for years, usually occurring after 
a long walk, after climbing a flight of stairs, 
or while cleaning her home. The pain has 
never been this intense and it always resolved 
with rest. This time the chest pain intensified 
during her evening walk and she was not able 
to return home. It did not resolve with rest 
and continued to increase in intensity. She 
used her cell phone to call her son to pick her 
up. By the time he arrived, she was having 
difficulty breathing and had broken into a 
cold sweat. She felt intense burning over her 
entire left breast, shoulder, and neck. When 
she arrived in the ED, she was barely able 
to provide a history. She was given a sub-
lingual nitroglycerin, which helped relieve 
the pressure in her chest. She was given a 
second nitroglycerin tablet and felt almost 
all her symptoms disappear. It was then 
that she had a sense of doom and feelings of 
anxiety. She started shaking uncontrollably. 
She expressed concern about her three chil-
dren and five grandchildren. She developed 
a strong urge to cry. It wasn’t until she was 
given nitroglycerin that she was able to give 
a complete history. She had taken nothing 
for the pain because she had no idea what 
she should have taken. She felt that nothing 
would relieve the pain.

Case Report:

Review of Systems: Positive for sweating, crushing 
left-sided chest pain radiating to her left shoulder, a 
strong desire to cry, immense sadness, and a sense of 
impending doom. She felt as if she could not breathe 
because of the sensation of a “heavy anchor” on her 
chest. In addition, she has calf pain when she walks a 
little less than a block. She has felt light-headed and 
dizzy in the past; that sensation usually lasts as long as 
the chest pain does and resolves after 5 to 10 minutes 
of rest.

Past Medical History: Hypertension, diabetes, 
mild hypercholesterolemia. She takes amlodipine 
(Norvasc) 10 mg once daily for her hypertension and 
states that her BP is always well controlled at 150/90 
mm Hg. She was diagnosed with diabetes 6 years ago 
but has never taken medication for it; she would rather 
control it with diet and exercise. She reports having had 
mildly elevated cholesterol since she was 20 years old. 
A few years ago, she was given a medication to lower 
her cholesterol that she took at night, but she does not 
remember the name of it. That medication caused all 
her muscles to hurt, and she stopped taking it. Her 
doctor agreed that she should stop and told her she did 
not need the medication. She does not report any past 
ED visits.

Surgical History: The patient reports having had 
a complicated cholecystectomy at age 40, but she does 
not know the type of complication she experienced. She 
also reports past hospitalizations related to childbirth.

Psychosocial History: Social history includes the 
death of her husband from complications of alcoholism 
12 years ago. She lives with her son, who is married with 
one daughter. She has never smoked or used alcohol or 
drugs. She states “In fact, I do not like medications.” 
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The patient reports having crying episodes when she 
thinks about the difficult life she leads. She worries 
constantly about her children, who struggle financially. 
She states that none of her children is happy with their 
spouses and that her grandchildren are suffering. Her 
son calls her a “worry wart.” He describes her as a 
stressed individual who worries about her health con-
stantly and is always eating carefully and exercising. 
He refers to her as a “health nut” and does not believe 
she has a heart condition. He believes she is anxious 
or that the 3-day-old pork ribs they ate last night was 
responsible for her pain. He also had heartburn after  
the meal.

Physical Examination: On initial presentation in 
the ED, the patient’s vital signs were as follows: BP: 
220/100 mm Hg; pulse: 120 bpm; respiratory rate: 28/

min; and oxygen saturation: 100% on room air. By the 
time she was seen in the ED, she had been placed on 2 L 
oxygen by nasal cannula and had received nitroglycerin 
sublingually 0.4 mg twice 5 minutes apart and aspirin 
325 mg from the triage nurse. Her BP is now 155/98 
mm Hg; pulse: 72 bpm; and respiratory rate: 20/min. 
She is cooperative and speaking in complete sentences. 
She appears to be very anxious and very concerned 
about her health. She states that her chest pain is now 
completely resolved. She would like to be checked thor-
oughly, however, because she is convinced that there is 
something wrong with either her lungs or her heart. 
She repeatedly asks: “Why could I not breathe? That 
was so scary!”

Preliminary Diagnosis: CAD presenting as a panic 
disorder.

Diagnostic Workup for Chest 
Pain in the ED
The diagnostic workup for chest pain in the ED is based 
on three components: history, physical examination, and 
diagnostic tests. The pain itself should also be assessed 
for site, onset, duration, progression, character, intensity, 
radiation, alleviating and exacerbating factors, diaphore-
sis, and dizziness, as well as associated features such as 
dyspnea and palpitations. For example, anginal pain, a 
key characteristic of CAD, is typically characterized by 
a substernal location, triggered by physical activity, and 
relieved by rest or nitroglycerin.24 By contrast, a myocar-
dial infarction (MI), a sign of damage to heart muscle, is 
suspected when pain radiates to either or both arms25 and 
hypotension26 or diaphoresis27 is present.

Key components of the workup for chest pain in the 
ED due to cardiac (MI and ACS) and non-cardiac causes 
are discussed in the following sections.

Cardiac Causes of Chest Pain:  
ACS—Acute Coronary Syndrome 
(STEMI, NSTEMI and Unstable 
angina)

Myocardial Infarction:

Patient History

Demographics plays an important role in the diagnosis of 
ACS. Acute coronary syndrome includes a spectrum of 
clinical presentations spanning across those from ST-seg-
ment elevation myocardial infarction (STEMI) to presen-
tations observed in Non-ST segment elevation myocardial 
infarction (NSTEMI) or unstable angina. The risk is great-
est in men aged more than 60 years who have a history 
of smoking, dyslipidemia, and a MI.28, 29 An analysis of 
data from the Global Registry of Acute Coronary Events 
survey revealed that women are seen as frequently as men 
for chest pain in the ED. They tend to be older than 
their male counterparts, however, and present with more 
cardiovascular risk factors. Women are likely to develop 
a milder form of the disease compared with men, who 
tend to develop left-main triple-vessel disease or require 
percutaneous coronary intervention.30 The risk for such 
serious consequences varies with specific characteristics 
of the pain, in that they occur less frequently when the 
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pain is positional or pleuritic in nature31 or recurs with 
palpation of certain areas.

Pain Characteristics 

As indicated in the preceding paragraph, the nature of 
the pain experienced by patients can be used to predict 
the severity of the outcomes. Patients with stable angina 
classically have chest pain which is brought on by exer-
cise or stress and is relieved by rest or nitroglycerin. The 
duration of this pain is usually less than 30-45 minutes. 
In case of various presentations of ACS however, the 
symptom onset is usually unexpected, unrelieved by rest 
or nitroglycerin and longer in duration. Pain is classically 
retrosternal, radiating to either or both arms/jaw, squeez-
ing in nature described usually as weight or tightness 
in chest. Associated features include a constellation of 
diaphoresis, shortness of breath, nausea, vomiting, altered 
consciousness and presentations of shock. Patients with 
diabetes and elderly females may present with atypical 
symptoms of ACS and pain may not be a classic feature 
in such cases. ACS with STEMI is associated with worst 
outcomes second only to NSTEMI. Unstable angina 
has the most favorable prognosis amongst all causes of 
ACS but the symptom overlap is immense and hence the 
cause can only be ascertained by using lab tests. Pleuritic 
chest pain is pain that worsens with movement of the 
chest wall and is accompanied by shortness of breath and 
or fever. It is caused by inflammation of the pleura and 
can be infectious, autoimmune or neoplastic in nature. 
Positional chest pain that is left sided in nature and char-
acteristically worse in the lying position, and worse with 
inspiration and improved in the sitting or forward-leaning 
position, may represent acute pericarditis. Chest pain that 
is reproducible on palpation is thought to often represent 
musculoskeletal causes of chest pain. Most serious causes 
of chest pain are not reproducible by palpation.

Diagnostic Tests

For most patients who present to an ED with chest pain, 
an electrocardiogram (ECG) is ordered, as well as blood 
work for cardiac enzymes and a chest x-ray, for the initial 
evaluation. According to the Joint European Society of 
Cardiology/American College of Cardiology Committee, 
a diagnosis of an acute, evolving, or recent MI is usually 
based on a rise and fall in blood levels of one of two 
biomarkers of myocardial necrosis—troponin or creatine 

kinase, muscle and brain (CK-MB)—accompanied by 
ischemic symptoms, abnormal (pathologic) Q waves on 
the ECG (including the new development of a Q wave), 
changes in the ECG indicating ischemia (i.e., ST segment 
elevation or depression), or the need for coronary artery 
intervention (e.g., coronary angioplasty), along with 
abnormal pathology indicating an acute MI or a healed 
or healing MI.32

STEMI is diagnosed with elevated ST-segment 
elevation on ECG alongside elevated biomarkers while 
NSTEMI is diagnosed with elevated biomarkers in the 
absence of ST-segment elevation. In case of unstable 
angina, ECG is either normal or shows undetermined 
changes or the biomarkers are also normal.

Cardiac troponin levels are highly specific for ACS. 
False-positive results are still possible, however, when 
troponin levels are elevated in the presence of tachycar-
dia, renal failure, or congestive heart failure.33 The rate 
of false-positive results in patients who present with 
ACS-induced chest pain in the ED is small (2%-4%), 
but patients who are erroneously discharged following 
false-positive results have a much greater mortality com-
pared with those who are admitted for treatment.40, 41

In some cases, it is hard to distinguish between cardiac 
and non-cardiac causes of chest pain. The patient’s history 
may suggest an alternative reason for chest discomfort,34 
but diagnostic ambiguity can increase the use of health 
care and financial resources.35, 36 Almost 50% of patients 
with chest pain have inconclusive ECG results. In 10% 
of cases involving unstable angina, troponin levels will 
not be elevated.37 In one study of patients with chest pain 
(N = 912), approximately 10% (n = 90) had elevated 
levels of troponin and 67% of these (n = 60) had signif-
icant CAD.38 These patients had also had angiography, 
however, which suggests that significant CAD was not 
found on angiography in 33.3% of the patients who had 
elevated troponin levels. This suggests that elevated tropo-
nin levels correlate well with CAD but do not guarantee 
an accurate diagnosis. In such situations, the physician 
has to rely on his/her understanding of the patient’s chest 
pain history to determine whether the patient needs a 
subsequent workup, continued observation, or a referral.39 
Studies also stress the requirement of a diligent evaluation 
for ACS in patients presenting in the ED with chest 
pain, because 2% to 4% of ACS cases are erroneously 
discharged from ED without treatment, which increases 
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their risk of mortality considerably compared with those 
who are admitted to the hospital.40, 41

Treatment:

Oxygen, morphine (Duramorph, Infumorph P/F), nitro-
glycerin (Nitrostat, Rectiv) and basic resuscitation are part 
of initial management in patient with suspected ACS on 
presentation. Thereafter, based on ECG and biomarker 
results, patients are classified into STEMI, NSTEMI and 
Unstable angina and treated is catered for each of these. 
STEMI is preferably managed with Percutaneous Inter-
vention if available at the center. NSTEMI meanwhile is 
treated with heparin (Warfarin), anti-platelet drugs such 
as clopidogrel (Plavix) and glycoprotein IIb/IIIa inhibitor. 
Other drugs include statins and aspirin. For unstable 
angina, the patient is admitted and serial cardiac marker 
and ECG trends are noted. If these persist to be negative, 
the patient may be discharged.

Panic Attack:

Despite the psychological nature of panic disorders, many 
patients who present in the ED with chest pain associ-
ated with a panic attack present with somatic complaints. 
Clinical features of a panic attack overlap considerably 
with those of an MI; hence, these two disorders are 
often difficult to distinguish individually2 and may even 
co-exist.

Prevalence 

The prevalence of panic disorder among patients with 
noncardiac chest pain is fairly high (12% - 41%);49,  50 among 
patients who present to the ED with chest pain, almost 
25% have a panic disorder. Despite the high prevalence 
of panic disorder, it is often ignored19, 51 and remains 
unmanaged.52 Panic disorder has been linked to grave 
functional impairment despite the availability of multiple 
effective treatments. Failure to diagnose this condition in 
a vast array of settings—including the ED—serves as a 
barrier to effective management.

Etiology 

Panic disorder is characterized by chest pain, the mech-
anism of which has both cardiac and non-cardiac char-
acteristics. The non-cardiac mechanisms involve esoph-
ageal, musculoskeletal, and anxiety-associated activity.53 
The cardiac mechanisms involve coronary artery spasms, 
which produce microvascular ischemia, and sympathetic 

vasoconstriction, which may be induced by a sense of 
panic and result in reduced blood flow through the coro-
nary vessels that leads to chest pain.54 Ischemic pain may, 
in turn, lead to anxiety, thereby contributing to a cycling 
effect that results in the amplification of both pain and 
panic attack symptoms. Several studies show an increased 
rate of hypertension (during panic attack episodes and 
at baseline), microvascular angina, cardiomyopathy, and 
even sudden cardiac death in these patients.55, 56

Prevalence and Risk Factors 

A systemic analysis by Katerndahl revealed that the relative 
risk of panic disorder in patients with nonanginal chest 
pain is 2.03, whereas the relative risk of panic disorder 
presenting concurrently with CAD in the ED is 1.25.57 
The prevalence of panic disorder is often associated with 
smoking and alcohol intake. The immense toll that it 
takes on these patients is often highlighted by their strug-
gle to keep a job, financial independence, interpersonal 
relationships, and health.58 These individuals also are at 
increased risk of attempting suicide.2 Additional research 
has found that patients with panic disorder report to the 
ED five times more often than patients with other psychi-
atric disorders and more than 25 times more often than 
patients with no psychiatric disorders.59 Elevated rates of 
medication use, investigations, and hospitalizations have 
also been reported for these patients.60 When initial signs 
of panic disorder are overlooked in the ED, it may take 
years to be diagnosed and treated. Hence, early recogni-
tion must be emphasized.

Lack of knowledge about panic disorders among 
health care professionals may serve as an additional risk 
factor for patients with this condition. A questionnaire to 
gauge the knowledge of specialists in various fields (car-
diologists, gastroenterologists, and neurologists) about 
panic attack and assess their perception of the role of the 
psychologist in managing panic attack was distributed 
in a metropolitan US city. Only 51% of questions were 
answered correctly. Almost all of the respondents knew 
the definition of panic attack but were deficient in their 
knowledge of the signs and symptoms of panic attack 
and its treatment. Although 97.4% felt that drugs can 
be used effectively to treat patients with symptoms of 
panic disorder, only 32.5% knew that CBT is considered 
first-line treatment and only 6% knew how CBT is car-
ried out. Only 56.1% felt that psychologists could treat 
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patients experiencing a panic attack effectively. These 
findings demonstrate the tremendous disparity between 
knowledge of the disorder and the ability to manage it 
among non-psychiatric specialists.61

The need to bridge this gap was illustrated in a sys-
tematic review of the literature, which revealed that 98% 
of panic disorder cases are left undiagnosed in patients 
who present with chest pain in the ED.2 The initial visit 
to the ED for chest pain is often followed by subsequent 
presentations with similar complaints and eventually a 
hospital admission (or re-admission). Hospital re-admis-
sions following an ED visit for nonspecific chest pain is 
more common among older adults (aged 45-64 years) 
than among younger patients with panic disorders who 
lack cardiovascular risk factors; furthermore, nonspecific 
chest pain is a frequent “diagnosis” on discharge following 
post-ED hospital admissions for adults aged 45 to 84 
years. Thus, older adults with a panic disorder appear 
to be more prone to repetitive episodes than younger 
affected adults.62 To reduce post-ED hospital admissions, 
it has been suggested that in addition to providing an 
accurate diagnosis in the ED, clinicians should arrange 
for psychiatric follow-up and provide psychoeducation 
for patients prior to discharge from the ED.63, 64

Comorbidities 

Many psychiatric disorders65—such as depression, stress 
disorder, phobias, and somatization disorder—and 
non-psychiatric medical diseases—such as irritable bowel 
syndrome and chronic obstructive pulmonary disease—
may accompany panic disorder.66, 67 Thus, when a medical 
condition presents simultaneously with a panic attack, 
the patient should be evaluated for additional psychiatric 
problems, as well.

Diagnostic Processes 

As with non-psychiatric conditions, the diagnosis of panic 
attack and panic disorders requires the collection of infor-
mation about the patient’s history, as well as recognition 
of clinical signs. In this case, a mental status examination 
is also recommended. The diagnosis requires the exclu-
sion of possible medical causes of presenting signs and 
symptoms. It is important to keep in mind that missing 
a diagnosis and failure to treat a panic attack may increase 
the duration of time it remains unmanaged and may 
result in recurrent symptoms.

Treatment

Both pharmacological and psychiatric therapeutic options 
are available for patients with panic disorder. Selective sero-
tonin reuptake inhibitors (SSRIs) are considered first-line 
medications for panic disorder. Three SSRIs (fluoxetine 
[Prozac], paroxetine [Paxil], and sertraline [Zoloft]) and 
one serotonin norepinephrine reuptake inhibitor (ven-
lafaxine; Effexor XR) currently have FDA approval for 
panic disorder. They may also be effective against psychi-
atric disorders that often accompany panic disorder. The 
use of these drugs may vary with patient preference and 
disease severity.5 Cognitive behavioral therapy (CBT) is also 
considered very effective in patients with this disorder. 
CBT comprises cognitive restructuring, psychoeducation, 
and exposure to stimuli. The response to CBT is longer 
lasting compared to medicines Tricyclic antidepressants 
(TCAs) and monoamine oxidase inhibitors (MAOIs) have 
also been shown to be effective, but both classes have 
less tolerability and safety compared to SSRIs. MAOIs 
are seldom used due to serious side effects and dietary 
restrictions. Benzodiazepines (alprazolam [Xanax] and 
clonazepam [Klonopin]) can be very helpful during the 
early phase of treatment, but their potential for abuse 
inhibits long-term use.

Other Non-Cardiac Causes of Chest Pain:

A variety of non-cardiac disorders other than a panic 
attack may be responsible for chest pain presenting in 
the ED. 

Pulmonary Conditions

Suspected cases of aortic dissection, pneumonia, pneu-
mothorax, and pneumomediastinum in the ED may be 
evaluated by chest x ray. Approximately 21% to 26% of 
patients with these conditions who have negative findings 
on x-ray may require recurrent visits to the chest pain unit 
(CPU).42, 43

Pleuritic pain is a feature of pulmonary embolism and 
may be accompanied by a cough. Pulmonary embolism 
may be evaluated using Well’s criteria.44, 45 The risk 
for pulmonary embolism is increased with prolonged 
immobilization or a history of deep venous thrombosis. 
A D-dimer test is administered as part of the evaluation 
when pulmonary embolism is suspected and has a high 



L003396 : Panic vs Other Presentations of Chest Pain in the Emergency Room: A Diagnostic Dilemma 

191

sensitivity for this diagnosis.46 Helical computed tomog-
raphy (CT) and lower extremity ultrasound may also be 
considered.46

Pneumonia is often indicated by the presence of fever 
and a productive cough. Pleuritic pain is another feature 
of this disorder. When pneumonia is suspected as the 
cause of chest pain, the patient may be evaluated in the 
ED by chest x-ray. These patients often exhibit consoli-
dation of the lung; thus, dullness to chest percussion may 
also be noted.47 Pulse oximetry will show hypoxia in these 
patients; arterial blood gases may be ordered to further 
delineate the cause. 

Other pulmonary presentations of chest pain 
include exacerbation of COPD and asthma. Dyspnea 
is usually a predominant feature of these episodes, 
which may have a recurring pattern.48 These cases also 
demand consideration for underlying psychological issues 
and a vigilant search for additional causes. 

Treatment

Aortic dissection is a medical emergency which is 
managed with beta-blockers and immediate surgical 
intervention depending upon site of dissection. Tension 
pneumothorax is another medical emergency which 
requires immediate needle thoracotomy followed by tube 
insertion. Antibiotics are mainstay of treatment for pneu-
monia. The treatment for pulmonary embolism includes 
anticoagulants such as heparin, identification and control 
of risk factors. Meanwhile COPD and asthma exacer-
bations are managed with bronchodilators, oxygen and 
steroids acutely.

Gastroesophageal Conditions 

Gastroesophageal diseases may also present as chest pain, 
particularly gastroesophageal reflux disease (GERD). This 
disease is associated with burning sensation in chest, night 
time cough and food regurgitation. Achalasia and diffuse 
esophageal spasm characterized by difficulty in swallow-
ing may also present with chest pain. 

Treatment:

Treatment for GERD includes a short course of proton 
pump inhibitors which are medications available over the 
counter, and lifestyle and behavioral modifications such 
as not lying down immediately after having a meal to 

avoid reflux symptoms. Effective long-term medications 
include Histamine 2 Receptor Antagonist blockers like 
famotidine (Pepcid AC). Pharmacological options for 
achalasia and diffuse esophageal include calcium channel 
blockers and endoscopic injection of botulinum toxin. 
Surgical options are also available. Further, consuming 
food in small boluses or pureed form maybe beneficial.

Inflammatory Conditions 

Inflammatory orthopedic conditions cause pain on palpa-
tion of the affected area and suggest costochondritis and 
Tietze’s syndrome, which includes swelling of the costal 
joints: both usually follow a history of unaccustomed 
activity like moving furniture. Pain classically lessens 
with decreased movement. Other inflammatory condi-
tions that may cause reproducible pain include rheuma-
toid arthritis, psoriatic arthritis, lupus, and ankylosing 
spondylitis.

Treatment:

Reassuring the patient about the benign nature of pain, 
nonsteroidal anti-inflammatory medications and analge-
sics are the main course of treatment.

Conclusion
Significant mortality is associated with some conditions 
that cause chest pain that causes the patient to visit an 
ED. We recommend triage to psychiatry only after a 
medical cause has been ruled out. Because most EDs do 
not have 24/7 in-house coverage in psychiatry, referral to 
an outpatient psychiatrist or the patient’s primary care 
provider (if the patient prefers the PCP or there is short-
age of psychiatric staff ) is recommended. Some psycho-
education about panic disorder should be provided before 
the patient is discharged from the ED; this may alleviate 
the patient’s worries, encourage mental health follow-up, 
and decrease future hospital utilization. Given the current 
overwhelming reliance on troponin and observational 
practices in the ED, we do not expect to change hearts 
and minds to consider these outpatient referrals often. 
However, it is important to consider panic attack as a 
differential diagnosis, because a missed diagnosis in the 
ED could result in a panic disorder remaining untreated 
forever, which would condemn the patient to years of 
distress. 
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Table 1:  
Salient Features of Common Causes of Chest Pain in the ED

Cause Classic Features

Cardiovascular • Male sex
• Older than 50 years
• Typical anginal chest pain (substernal location, aggravated by exercise, may be relieved by rest or nitroglycerin if 

stable angina)
• Chest pain in ACS (unexpected onset, unrelieved by rest or nitroglycerin)
• Non-pleuritic pain
• Chest pain not dependent on position
• Duration of pain for MI is usually more than 30 minutes
• History of hypertension and smoking

Pulmonary 
embolism

• History of calf pain/swelling
• History of prolonged immobilization
• Pleuritic pain
• Tachycardia

Panic attack • Rule out coronary artery disease
• Atypical chest pain
• Female sex
• Younger than 50 years
• A high level of self-reported anxiety
• Symptoms usually peak in 10 minutes
• Sudden onset
• Unpredictable; usually no trigger factor
• Other features: palpitations, pounding heart, or accelerated heart rate; sweating; sensations of shortness of breath 

or being smothered; feelings of choking; chest pain or discomfort; feeling dizzy, unsteady, light-headed or faint; 
having chills or heat sensations

Pneumonia • Fever
• Dullness to percussion on physical examination
• Cough with or without sputum

Musculoskeletal Pain on direct palpation
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Multiple-Choice Questions

49. In a 2005 nationally representative study, the lifetime prevalence of panic disorder in individuals 
aged 15 to 54 years in the United States was reported as ______.

A. 4.7%

B. 2.0%

C. 10%

D. 1.0% 

50. The second most common presentation in emergency departments (EDs), after stomach and 
abdominal pain, is:

A.  panic disorder.

B.  suicidal ideation.

C.  chest pain.

D.  stroke.

51. Approximately ____ of acute chest pain complaints in EDs are due to a non-cardiac reason.

A. 10%

B. 50% - 63%

C. 20%

D. 30%

52. A systematic review of the literature revealed that 98% of patients who presented with panic disorder-
related chest pain in the ED left the ED:

A.  with proper treatment for panic disorder.

B.  with an SSRI.

C.  to be hospitalized.

D.  undiagnosed.
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This valuable take-home reference translates research and theory that are presented in the accom-
panying continuing medical-education lesson into a systematic review of the lesson’s key points for 
easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview

This lesson addresses the challenge of making an accurate diagnosis of cardiac versus non-cardiac causes of 
acute chest pain that present in ED settings, with an emphasis on distinguishing between common cardiac 
causes and a panic attack. This lesson will help the reader differentiate between cardiac issues and panic 
disorder in patients who present in the ED with chest pain. History, relevant physical exam and investigations 
such ECG and cardiac biomarkers are used to reach diagnosis and define management. Cardiac causes of 
chest pain routinely occur in patients with cardiovascular risk factors including hypertension, hyperlipidemia, 
smoking and occur more frequently in males and at greater age.

Key Point 1: Functional Disability and 
Medical Care Costs

Patients with chest pain due to a panic at-
tack utilize more medical care resources 
and experience greater functional disabil-
ity than patients with other psychiatric and 
somatic medical disorders. This lesson will 
help clinicians determine how to help pa-
tients with this type of chest pain limit the 
severity of this finding, thereby limiting the 
use of resources and loss of function.

Key Point 2: How to Pinpoint the Cause 
of Chest Pain in the ED: Cardiac vs Panic 
Disorder

Well established criteria by the American 
College of Cardiology and the American 
Heart Association exist for cardiac 
risk assessment. Goldman criteria for 
pre-operative cardiac risk that is often 
also used as a surrogate measure in the 
ED for cardiac risk assessment may be 
helpful. Clinical predictors within cardiac 

history are divided into three criteria. 
These criteria include: (1) Major (unstable 
coronary syndromes, decompensated 
CHF, significant arrhythmias, severe 
valvular disease); (2) Intermediate (mild 
angina pectoris, prior MI, compensated or 
prior CHF, diabetes mellitus); and (3) Minor 
(Advanced age, abnormal ECG, rhythm 
other than sinus, low functional capacity, 
history of stroke, uncontrolled systemic 
hypertension). 

Panic is mostly associated with female gen-
der, younger age, higher levels of anxiety, 
social stressors and smoking. The Diagnostic 
and Statistical Manual of Mental Disorder, Fifth 
Edition criteria of Panic attack should be 
employed by the clinician. These include 
times of profound fear, feeling of impending 
doom, fear of having lost control and may 
be accompanied by uncontrollable shaking, 
profuse sweating, and palpitations. Symp-
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toms are short and last seconds to minutes 
and may recur in rapid fashion. 

Key Point 3: FDA-Approved Medications 
and Other Options

This lesson identifies the myriad of FDA-ap-
proved pharmacologic versus psychother-
apeutic (e.g., CBT therapy) options for 
patients with panic disorder and discusses 
the relative effectiveness of each type of 
treatment. SSRIs (e.g., fluoxetine, parox-
etine, and sertraline) and cognitive-based 
therapy are considered first line for treat-
ment of panic disorder. Venlafaxine, an 
SNRI, is another pharmacologic option 
with FDA approval for panic disorder. 
Tricyclic antidepressants and MAOIs have 
been shown to be effective, but have less 
tolerability and safety compared to SSRIs. 
In addition, benzodiazepines (e.g., alpra-
zolam and clonazepam) can be helpful con-

comitant drugs during the initial phase of 
treatment.

Key Point 4: Multidisciplinary Approach 
to the Diagnosis and Differentiation 
Between a Panic Attack and Other 
Causes of Chest Panic

Effective differentiation and management 
of chest pain of various etiologies that pres-
ent in the ED requires not only an analysis 
of blood work but other approaches as well. 
This lesson explains the multidisciplinary 
approach to these patients, which includes 
ruling out life-threatening medical condi-
tions, and evaluating patients for medical 
or psychiatric causes of chest pain and their 
potential concurrence. Management is 
thus directed towards identifying the cause 
and preventing future recurrences while 
considering all possible differentials.
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LEARNING OBJECTIVES: This lesson will enable clinicians to (1) distinguish unipolar mania from unipolar depression and 
bipolar disorder, (2) recognize clinical features that present in unipolar mania, and (3) manage patients with unipolar mania with 
effective treatment.

LESSON ABSTRACT: Unipolar mania (UM) has received less than the expected attention, when compared to its contempo-
rary mood disorders, unipolar depression (UD) and bipolar disorder (BD). 

Method. The literature search included PUBMED and PSYCINFO databases. Cross-searches of key references were made to 
identify other articles of importance. 

Results. There seems to be a bipolar subgroup with a stable, unipolar recurrent manic course. Although UM does not have 
significant differences from bipolar mania in terms of sociodemographic variables, there are certain significant differences in 
clinical features. UM is reported to have more grandiosity, psychotic symptoms, and premorbid hyperthymic temperament, but 
less rapid cycling, suicidality, seasonality, and comorbid anxiety disorders. It seems to have a better course of illness with better 
social and professional adjustment. However, its response to lithium prophylaxis is found to be poor as compared to classical BD 
and valproate could be a better choice in this case. 

Conclusion. The available literature suggests that UM has certain differences from classical BD. The evidence, however, is insuf-
ficient to categorize it as separate diagnostic entity. However, considering UM as a course specifier of BD would be a reasonable 
step.1.

COMPETENCY AREAS: Though related to unipolar depression and bipolar disorder, this lesson on unipolar mania provides 
readers with an increased knowledge base on the distinction of its clinical features which can be significantly different. With that 
understanding, clinicians will be better able to provide effective medication recommendations. 
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Introduction: Unipolar Mania—
Then and Now
“Periodic mania” was the term which was first used by 
Kraepelin (1899) to refer to some of his cases having 
recurrent manic episodes without depression.1 Wernicke 
(1900) proposed that single or recurrent episodes of mania 
or depression should be viewed as distinct disorders,2 sep-
arate from the ones which follow the continuous circular 
course of depression, mania, and free interval or “folie 
circulaire” as proposed by Falret.3 “Phasic psychoses” were 
then classified by Kleist (1911, 1953)4, 5 and Leonhard 
(1957)6 who labeled pure mania and pure melancholia as 
“pure phasic psychoses” and manic-depressive psychosis 
as a “polymorphous phasic psychosis.” Genetic basis for 
distinction between unipolar mania and manic-depressive 
psychosis was first suggested by Neele (1949).7

The evolution of unipolar mania (UM) has continued 
since then, despite not receiving the distinct nosological 
status in the two most commonly used and accepted 
classificatory systems of DSM and ICD.

It did not find any place even in the recently intro-
duced DSM-5.8 In the chapter of bipolar and related 
disorders, DSM-5 has clearly stated that the lifetime 
experience of major depressive episode is not a 
requirement for diagnosing bipolar I disorder. This 
implies that the isolated and recurrent episodes of mania 
also would fall into the category of bipolar I disorder.

ICD-10, however, has included “recurrent mania 
NOS” along with bipolar II disorder into the category of 
“other bipolar affective disorders.”9

Thus, UM has received less expected attention than 
its contemporary mood disorders, unipolar depression 
(UD) and bipolar disorder (BD). Anyhow, it still man-
ages to sparkle the nosological debate amongst researchers 
every now and then because there are a sufficient number 
of patients, reported from several countries and cultures, 
who demonstrate a recurrent unipolar manic course.

The paper reviews the available literature on unipolar 
mania. This would be of help to address the question that 
“whether unipolar mania stands apart as distinct nosolog-
ical entity or not.” This also would serve to identify the 
gaps in the literature regarding UM which can guide the 
future research in this area.

Search Methodology
This update is based on the literature search carried out 
by the author. The literature search included PUBMED 
and PSYCINFO databases using the following keywords 
(in different combinations): “unipolar mania, recurrent 
mania, recurrent unipolar mania, periodic mania, and 
pure mania.” Cross-searches of key references were made 
to identify other articles of importance. No publication 
year limits were applied. The titles and abstracts were 
examined manually, and full-text articles of potentially 
relevant studies were obtained.

The available literature has been organized under 
the headings of prevalence, sociodemographic correlates, 
clinical features, laboratory investigations, and treatment 
issues and is discussed in comparison to bipolar mania at 
most places. Finally, the important findings are summa-
rized and conclusions are made.

Prevalence
The prevalence of UM has ranged widely from as low as 
1.1%10 to as high as 65.3%11 mainly because different 
defining criteria have been used by different researchers.

Perris in 1966 defined unipolar mania as “one or 
more manic episodes with no depressive episode” and 
found the prevalence of UM to be 4.5% among all bipo-
lar patients.12 This definition was continued to be used in 
most of the studies10, 13-17 in 1970s and early 1980s which 
used retrospective chart reviews for their analysis. The 
prevalence of unipolar mania with this definition thus 
ranged from 1.1% of all bipolar patients10 to 35.2% of 
bipolar inpatients.15 Nurnberger et al. (1979), however, 
defined UM as minimum 1 hospitalization for manic 
episode and no hospitalization or somatic treatment for 
depression and found 15.7% of bipolar I disorder patients 
to be unipolar maniacs.18 The retrospective studies which 
analyzed the prevalence of UM are shown in Table 1(a).
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Table 1:  
(a) Retrospective Studies Related to Prevalence of UM. (b) Prospective Studies Related to Prevalence of UM.

(a)

Author (year) Prevalence Definition

Perris (1966) [12] 4.5% among all BD patients M ≥ 1, D = 0

Abrams and Taylor (1974) [13] 28% of BD I patients M-number not defined, D = 0

Nurnberger et al. (1979) [18] 15.7% of BD I patients M ≥ 1 hospitalization, D = no hospitalization or somatic 
treatment

Abrams et al. (1979) [14] 18% of BD patients M ≥ 2, D = 0

Perris (1982) [10] 1.1% of BD patients M ≥ 1, D = 0

Pfohl et al. (1982) [15] 35.2% of hospitalized BD patients M ≥ 1, D = 0

Rao et al. (1982) [16] 2.7% of lithium clinic patients Only M during follow-up, D = 0

Venkoba Rao and Madhavan (1983) [17] 12% of BD patients (age of onset >60 
years) 

Only M during follow-up, D = 0

Srinivasan et al. (1982) [19] 40% of hospitalized BD patients M ≥ 3, D = 0

Margoob and Dutta (1988) [40] 42% of all BD patients M = not defined, D = not defined

Khanna et al. (1992) [20] 44% of hospitalized BD patients M ≥ 4, D = 0

Avasthi et al. (1996) [21] 6.45% of all affective disorders M ≥ 3, D = 0

Aghanwa (2001) [22] 47.2% of all BD patients M ≥ 3 (includes hypomania as well) and affective illness 
for at least 4 years, D = 0

Yazici et al. (2002) [23] 16.3% of BD I patients M ≥ 4 and at least 4 years of follow-up, D = 0

Perugi et al. (2007) [25] 21.8% of hospitalized BD I patients M ≥ 3 and affective illness of at least 10 years, D = 0

D: depressive episode; M: manic episode.

(b)

Author (year) Duration of follow-up Prevalence Definition

Makanjoula (1985) [26] Five years 53% of manic patients M ≥ 2, D = 0

Solomon et al. (2003) [30] 20 years 27 subjects had the diagnosis of unipolar 
mania at the time of entry. Seven of these 
did not suffer any depressive episodes 
during the 15- to 20-year follow-up.

Onset with M/HypoM, D = 0 for entire 
follow-up period

Dakhlaoui et al. (2008) [11] Five years 65.3% of all bipolar I patients M ≥ 2 and at least 5 years of follow-up, 
D = 0

D: depressive episode; M: manic episode; HypoM: hypomania.

Srinivasan et al. (1982) defined unipolar mania as “3 
or more episodes of mania without any depressive” and 
found its prevalence to be 40% in bipolar inpatients.19 
Since then, that is, 1990s and further, to label unipolar 
mania, the number of episodes was increased from 3 to 
420-23 or more and without any history of depression. 
The prevalence in these studies ranged from 16.3%23 to 
47.2%22 among all bipolar patients. But the study design 
was still retrospective chart review (Table 1(a)). Also, 
there was no consensus on time duration. Aghanwa in 
2001 defined unipolar mania as “3 episodes of mania 

or hypomania and at least 4 years of affective illness” 22 
and Yazici et al. (2002) defined unipolar mania as “4 or 
more episodes of mania and at least 4 years of follow-up 
without any depressive episode.”23

There had been three prospective studies which have 
reported the prevalence of UM (Table 1(b)).

Recently, a study by Andrade-Nascimento et al. in 
2011 evaluated the differences between patients with 
manic episodes over the course of a 15-year illness 
duration compared to participants with histories of 
manic and depressive episodes and found that (5.6%) 
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participants presented with unipolar mania (UM).24 
Similarly, Perugi et al., in 2007, found that 21.8% of 
their patients in a 10-year illness duration were unipolar 
manic.25

Sociodemographic Correlates
Most of the studies have not reported any significant 
difference in age of onset of unipolar mania over bipolar 
mania.13, 15, 19, 20, 22, 26 A study on elderly unipolar and 
bipolar manic patients, however, found that elderly UM 
patients had an earlier onset.27 Another recent study11 
reported earlier age of onset in unipolar mania (23 years) 
when compared to bipolar mania (28 years) which was 
almost similar to the findings of Yazici et al. (2002).23 

Regarding gender, the results have been mixed with 
some early studies reporting a slight male preponder-
ance14, 28 and others finding no difference between both 
sexes11, 15, 18, 20, 26, 29 Furthermore, in other studies, UM was 
found to be more common in females than males.22, 23, 30 

Marital status22, 23, 29 educational status23, 26, 29 and 
occupational status22, 29 do not differ in unipolar and 
bipolar mania.

The majority of studies on UM have come from 
“nonwestern” countries, such as Nigeria,26 India,20, 21, 29 
the Fiji Islands,22 Turkey,23 Hong Kong,31 and Tunisia,11, 32 
suggesting that UM is more common in these countries. 
But, due to lack of cross-cultural studies, this cannot be 
regarded as conclusive. However, a recent cross-cultural 
study reported that UM was three times more common in 
Tunisia than in France.32 Two studies have been reported 
from USA. In these studies, the majority of the UM 
patients came from Iowa15, 30 which was described as being 
a more rural setting than the other regions studied.30 This, 
according to the authors, was the reason for the different 
prevalence of UM among various sites. The only study 
comparing the prevalence of UM among different ethnic 
groups, carried out in Fiji, found no significant differences 
in this regard.22 Similarly, the ratios of white/black14 or 
Caucasian/other patients15 were not different in UM and 
bipolar mania groups. This probably refutes the possibility 
of difference in ethnicities being the reason for difference 
in prevalence of UM in different cultures. It would, how-
ever, be premature to propose an explanation based on the 
results of single study.

Clinical Features
Studies on clinical features have revealed some significant 
differences between UM and bipolar manias (Table 2).

Table 2:  
Differences in Clinical Variables between UM and 
Bipolar Mania.

Clinical variables UM Bipolar mania

Grandiosity [14, 15] More Less

Psychotic episodes [15] More Less

Psychotic symptoms [23] More Less

Psychotic first episode [23, 24] More Less

Congruent psychotic symptoms [15, 25] More Less

Rapid cycling [18, 23] Less More 

Suicidality [18, 23] Less More 

Comorbid anxiety disorders [24] Less More 

Seasonality and seasonal problems [29] Less More 

Social, familial, and work disability [24, 25] Less More 

Marijuana and amphetamine [15] More Less

Hyperthymic temperament [23, 25] More Less

Studies have also reported no differences in phenom-
enology and other clinical features between UM and 
bipolar disorders,19 number of episodes,22, 23, 29 duration 
of episodes,23 risk of psychiatric illness in first-degree 
relatives,11, 15, 18, 19, 22, 23, 27 and chronotype.29 However, an 
Indian study by Avasthi et al. in 1996 noted that, out of 
50 recurrent maniacs, 11 fulfilled the criteria for seasonal 
affective disorder and had onset in autumn,21 whereas 
another study by Mittal et al. (2013) reported spring and 
summer seasons to be periods of increased vulnerability 
for manic relapse.29 Dakhlaoui et al. in 2008 reported 
the first episode season to be summer-autumn in UM.11 

With regard to family history, only Abrams et al. 
(1979) reported an increased risk of unipolar depression 
in the first-degree relatives of people diagnosed with 
UM,14 whereas Abrams and Taylor (1974) observed that 
unipolar maniacs had fewer relatives with affective illness, 
drug abuse, and characterological pathology compared to 
bipolar patients.13 

Other factors that may have a role in clinical presen-
tation such as psychosocial variables, exposure to viruses, 
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diet, and prenatal environment also should be taken into 
consideration in future studies.15 

Diagnostic Stability
Among the studies, the duration of follow-up varies 
between 6 and 28 years. Nurnberger et al. (1979) 
reported that over a 4-month follow-up, 29% of the cases 
were reclassified as true bipolar disorder.18 Perris (1982) 
observed that change in polarity from mania to depression 
mainly occurred by the third episode and rarely after the 
eighth episode.10 Shulman and Tohen (1994) carried out 
a prospective chart review of elderly (>65 years) inpatient 
cohort. In their 27.7 years of follow-up, they did not find 
any change in polarity in any patient.27 Table 3(a) sum-
marizes the studies based on retrospective chart reviews 
which assessed the course of UM.

To date, there are three prospective studies which 
assessed the diagnostic stability of UM (Table 3[b]).

Laboratory Investigations

Neuroimaging:

Neuroimaging revealed that UM patients had smaller 
third-ventricular width.33

After brain injury, they had higher minimental 
scores and smaller subcortical, but larger cortical, lesions 
(primarily in right orbitofrontal and right basotemporal 
regions) than classical bipolar patients.34 However, Cakir 
et al. (2008) found no differences in terms of neuropsy-
chological tests between euthymic UM and BD patients.35

Blood Chemistry
UM patients had less thyroid autoimmunity during 
chronic lithium treatment.36 Pfohl et al. (1982) found 
significantly more abnormal blood count or chemistry in 
bipolar mania.15

Table 3:  
(a) Retrospective Chart Review-based Studies Assessing the Course of UM. (b) Diagnostic Stability of UM 
in Prospective Studies.

(a)

Author (year) Duration of illness (in years) Comment

Abrams and Taylor (1974) [13] 10.86 —

Abrams et al. (1979) [14] 11.7 —

Nurnberger et al. (1979) [18] — 29% of patients converted to BD over follow-up of 4 months.

Perris (1982) [10] — Polarity changes from mania to depression after 3rd episode and rare after 
8th episode.

Srinivasan et al. (1982) [19] 5 —

Khanna et al. (1992) [20] 9.5 —

Avasthi et al. (1996) [21] 7 —

Aghanwa (2001) [22] 16.6 —

Yazici et al. (2002) [23] 12 —

(b)

Author Duration of follow-up Findings

Makanjoula (1985) [26] Five years Only 13 out of 104 patients were found to suffer from bipolar disorder.

Solomon et al. (2003) [30] 20 years Seven out of 27 (26%) patients continued to have diagnosis of unipolar mania.

Yazici et al. (2008) [41] Seven years 30 out of initial 272 patients continued to be unipolar maniacs.
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Treatment Issues
One of the most important findings in support of the view 
that UM is an entity distinct from BD is the difference in 
treatment response. Although no such difference has been 
reported with respect to the acute treatment of manic 
episode, different response characteristics to prophylac-
tic treatment have been reported. The predominance 
of depression in BD patients has been associated with 
a better response to lithium maintenance therapy. Two 
studies compared the UM and BD patients in response 
to lithium prophylaxis (Table 4).

Husain et al. (1993) reported good response to main-
tenance ECT in case of an elderly female with recurrent 
unipolar mania (bipolar disorder, manic as per DSM-III) 
who was resistant to antipsychotics and mood stabiliz-
ers, intolerant to lithium, and treated with 81 ECTs 
over period of 2 years.37 On the other hand, Angst et 
al. (2004) showed that BD-I is a heterogeneous entity. 
The “manic” group, namely, UM and BD-I patients with 
a marked preponderance of manic episodes during the 
course of illness, appeared to differ from the “classical 
bipolar” group in terms of some characteristics like lower 
risk of recurrence, chronicity, and suicide, better academic 
achievement, and longer duration of euthymia with or 
without maintenance treatment.38 

Recently, Yazici and Cakir (2012)39 found that the 
response rate to lithium prophylaxis was significantly 
less in the UM group than that in the BD group, 
whereas the response rate to valproate prophylaxis 
was similar in both groups. These data suggest that 
valproate may be a better choice for prophylactic 
treatment in UM patients. Secondly, when the difference 

in the response to lithium prophylaxis was investigated, 
comparison of all the bipolar patients (UM and BD groups 
together) with a manic episode rate of <50% and >50% 
and <80% and >80% showed that the response rates were 
lower in the patients with manic preponderance and that 
the difference increased as the degree of preponderance 
increased; however, there was no difference when the UM 
group was excluded from the comparisons. These findings 
indicate that being less responsive to lithium prophylaxis 
was associated more closely with UM than with manic 
preponderance in bipolarity.

Summary
The above review of literature clearly indicates that only a 
handful of studies pertaining to UM are available at pres-
ent. The available literature shows that there has been no 
consensus regarding the definitions and diagnostic criteria 
of UM which has resulted in its prevalence ranging widely 
from 1.1% to 65.3%. The differences in study design 
(retrospective versus prospective) could be another factor 
which might have contributed to this. No differences have 
been found between UM and bipolar manias in most of 
the studies on sociodemographic variables like gender, age 
of onset of illness, marital status, educational status, and 
occupational status. UM appears to be more common 
in “nonwestern” countries, but there is substantial lack 
of cross-cultural studies to reach any firm conclusion. In 
clinical and/or psychopathological presentation, UM has 
more premorbid hyperthymic temperament, grandiosity, 
and psychotic symptoms but less rapid cycling, suicid-
ality, comorbid anxiety disorder, and seasonality than 
bipolar mania. However, it is a clinically stable diagnosis 

Table 4:  
Studies on UM Assessing Response to Lithium Prophylaxis.

Author Findings Conclusion (response 
to lithium prophylaxis)

Nurnberger et al. (1979) [18] Response to lithium prophylaxis similar in patients with UM and BD 
hospitalized for depression; however, lithium is less effective in BD patients 
never hospitalized for depression.

UM < classical bipolar disorder

Yazici et al. (2002) [23] Response to lithium prophylaxis similar in patients with UM and BD while 
using good, moderate, and poor response modes; however, when using 
responders and nonresponders as response mode, the UM group had 
significantly fewer responders than the BD.

UM < classical BD
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over a period of time. It has also been reported that UM 
produces less social and work disability than BD. Regard-
ing neuroimaging findings, UM shows significantly less 
third-ventricular size than bipolar mania but this awaits 
replication. As far as treatment is concerned, UM has 
poor response to lithium prophylaxis and valproate could 
be a better choice in these patients.

Conclusion
The evidence has thus accumulated in favor of UM over 
the time which indicates that this entity merits further 
study. There are certain issues which need to be explored 
and addressed in future. Firstly, there is a need to adopt 
stricter diagnostic criteria for UM. This would allow for a 
better interpretation of the data. Secondly, cross-cultural 

studies are needed to determine and compare the preva-
lence of UM in different cultures. Thirdly, although some 
differences in the clinical features of UM and bipolar 
manias have been found, these are not consistent across 
studies so as to act as indicators of a particular type of 
illness. Fourthly, differences in seasonality, neuroimaging, 
and treatment response point towards neurobiological 
differences between UM and bipolar manias which 
requires further inquiry and exploration.

Therefore, the available literature on UM at this point 
of time does not warrant it to be classified as a distinct 
disorder. Rather, adding UM as a course specifier to the 
diagnosis of BD would be a reasonable step to draw the 
attention of the researchers and guide them for future 
research in this area. 
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Multiple-Choice Questions

53.  In the chapter of bipolar and related disorders, DSM-5 has clearly stated that the lifetime experience 
of major depressive episode:

A. is not a requirement for diagnosing bipolar I disorder. 

B. is a requirement for diagnosing bipolar I disorder.

C. is not a requirement for diagnosing bipolar II disorder.

D. is a requirement for diagnosing bipolar II disorder.

54. According to a study in 2011 that evaluated the differences between patients with manic episodes 
over the course of 15 years compared to participants with histories of manic and depressive episodes, 
_____ of participants presented with unipolar mania (UM). 

A. 1.1%

B. 5.6% 

C. 15.7%

D. 21.8%

55. Which of the following sociodemographic correlates do not differ in unipolar and bipolar mania?

A. Marital status

B.  Educational status

C.  Occupational status

D.  All of the above 

56. Which of the following medications may be the best choice for prophylactic treatment of UM?

A.  Antipsychotics

B.  Mood stabilizers

C.  Valproate 

D.  Lithium
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This valuable take-home reference translates evidence-based, continuing medical education research 
and theory, acquired from reading the associated CME lesson, into a step-wise approach that reviews 
key learning points for easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview

Although unipolar mania (UM) does not have significant differences from bipolar mania in terms of 
sociodemographic variables, there are certain significant differences in clinical features. UM is reported 
to have more grandiosity, psychotic symptoms, and premorbid hyperthymic temperament, but less rapid 
cycling, suicidality, seasonality, and comorbid anxiety disorders.

Key Point 1:  Prevalence of UM
The literature reports the wide preva-
lence of unipolar mania ranging from 1.1% 
to 65.3% because there is no consensus 
regarding its definition and diagnostic 
criteria. 

Key Point 2:  Clinical Symptoms of UM
Patients with unipolar mania present with 
more premorbid hyperthymic tempera-
ment, grandiosity, and psychotic symptoms 
but less rapid cycling, suicidality, comorbid 
anxiety disorder, and seasonality than bipo-
lar disorder. 

Key Point 3:  Treatment of UM
Research shows that unipolar mania has 
a poor response to lithium prophylaxis. 
Therefore, valproate could be a better 
treatment choice. 

Key Point 4:  More Research Needed
Few studies on UM are available. More 
cross-cultural studies are needed to deter-
mine and compare the prevalence of UM in 
various cultures. As there is no consensus 
on its definition, more research is needed 
to classify its criteria for it to be considered 
a distinct disorder. 
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LEARNING OBJECTIVES: This lesson will enable clinicians to (1) recognize the attitudes of physicians toward their own 
mental health, (2) identify potential barriers to physicians seeking mental health care, and (3) rehearse the importance of self-care 
to prevent symptoms of burnout which can decrease the quality of care physicians administer. 

LESSON ABSTRACT: Despite their rigorous training, studies have shown that physicians experience higher rates of mental 
illness, substance abuse, and suicide compared to the general population. An online questionnaire was sent to a random sample of 
physicians across Canada to assess physicians’ knowledge of the incidence of mental illness among physicians and their attitudes 
towards disclosure and treatment in a hypothetical situation where one developed a mental illness. We received 139 responses 
reflecting mostly primary care physicians and nonsurgical specialists. The majority of respondents underestimated the incidence of 
mental illness in physicians. The most important factors influencing respondent’s will to disclose their illness included career impli-
cations, professional integrity, and social stigma. Preference for selecting mental health treatment services, as either outpatients or 
inpatients, was mostly influenced by quality of care and confidentiality, with lower importance of convenience and social stigma. 
Results from this study suggest that the attitudes of physicians towards becoming mentally ill are complex and may be affected by 
the individual’s previous diagnosis of mental illness and the presence of a family member with a history of mental illness. Other 
factors include the individual’s medical specialty and level of experience. As mental illness is common among physicians, one must 
be conscious of these when offering treatment options.

COMPETENCY AREAS: This lesson provides knowledge of the prevalence of mental illness among physicians and their atti-
tudes towards disclosure and seeking help in treatment. This lesson addresses professionalism on behalf of physicians’ commitment 
to providing quality care by addressing issues of self-care. 
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Introduction
In 2008, the WHO reported mental illnesses as the 
leading cause of disability in the US and Canada.1 The 
incidence of mental illness among Canadians has been 
estimated at approximately 18.6% per year and has been 
shown to affect those of all genders, occupations, and 
sociocultural backgrounds.2, 3 All considered, the impact 
of mental illness on the Canadian economy has totaled 
about $20.7 billion in 2012, and this number is expected 
to increase by 1.9% each year.4 Many recent studies have 
shown that approaching this problem is not as simple 
as one would expect. Barriers to seeking care for mental 
illness in Canada include not only a lack of resources, but 
also stigma which makes patients reluctant to seek help.5 

In discussing the burden of mental illness among 
Canadians, the mental health needs of physicians are often 
overlooked. Due to recent changes in the healthcare 
landscape, physicians have an increasingly demanding 
task of excelling in clinical, academic, and manage-
rial roles.6 However, despite their rigorous training, 
studies have shown that physicians experience higher 
rates of mental illness, substance abuse, and suicide 
compared to the general population.7 In one study, 
physicians were found to be at almost 6 times higher risk 
for suicide than the general population.8 This increasingly 
evident problem has led the American Medical Associa-
tion (AMA) to coin the term impaired physician as “one 
unable to fulfill professional or personal responsibilities 
because of psychiatric illness, alcoholism, or drug depen-
dency.”9 In addition to psychiatric illnesses, physicians 
have also been shown to suffer from professional burn-
out, a psychological “syndrome characterized by a loss of 
enthusiasm for work (emotional exhaustion), feelings of 
cynicism (depersonalization), and a low sense of personal 
accomplishment.”10 In a recent study of US physicians, 
almost half reported at least one symptom of burn-
out.10 Although not in itself a mental illness, burnout 
may “reduce the effectiveness and overall positive 
energy a physician may have on a daily basis” and has 
been shown to have a relationship with increased rates 
of physical illness, depression, and substance use.11-13 
Aside from its personal impact, decreased physician 
wellness has been linked to decreased quality of 
healthcare and poorer patient outcomes.14 

Physicians’ attitudes towards illness and coping begin 
early in medical training. Medical students were found 

to be more likely to underestimate their risk for mental 
illness.15 Another contributor was found to be students’ 
lack of personal experience with mentally ill patients, 
which would make them uncertain or hesitant about 
recognizing signs of mental illness or knowing how to 
seek help. Within a culture where weakness is not tol-
erated and doctors are seen as being “invulnerable” to 
illness, young medical trainees felt that their distress was 
overlooked and that they were discouraged from seeking 
help.16 This seems to be further fortified in postgraduate 
training, where surveyed residents continue to experience 
stigma, with fears of jeopardizing their training status by 
seeking help for illnesses.17 This attitude tends to worsen 
as one enters practice, as taking care of oneself tends to 
be “low on a physician’s list of priorities,”18 and a third of 
physicians do not have a family physician themselves.19 

Only a handful of studies have begun to look at the 
prevalence of mental health concerns among Canadian 
physicians. Data from the 2007-2008 Canadian Physi-
cian Study revealed nearly a fifth to quarter of physicians 
admitting to symptoms of depression and anhedonia. 
This seemed to be higher in females and family physi-
cians. Contributing factors identified included stress 
and poor work-life balance. Most strikingly, more than a 
quarter of Canadian physicians reported “mental health 
concerns that made it difficult for them to handle their 
workload in the past month.”20 

Only recently have we begun to gain insight into the 
burden of mental health concerns among Canadian phy-
sicians. However, little is known about what proportion 
of these individuals seek help. Learning more about what 
keeps physicians from accessing mental health services 
is our goal for this study. Until recently, there has been 
little interest in exploring the factors that present barriers 
for physicians to seek mental healthcare in particular. 
For example, a recent study revealed that among a group 
of physicians in the UK, over 75% of participants cited 
stigma as a factor influencing them to withhold disclosure 
of their mental illness to a professional.21 

Although very limited data exists for some physician 
populations outside of Canada, our literature review 
revealed no published literature reflecting Canadian 
physicians’ attitudes towards becoming mentally ill or 
having a mental illness.

The goal of the current study was to explore barriers 
impacting access to mental healthcare for Canadian phy-
sicians. In the hypothetical situation that one developed 
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a mental illness, our questionnaire explored where one 
would seek advice and which factors would affect a phy-
sician’s decision to select a specific outpatient or inpatient 
treatment facility. Furthermore, we hypothesized that 
there would be differences among these attitudes based 
on whether the physician had previously experienced a 
mental illness and had witnessed a family member suffer 
from a mental illness and/or their medical specialty and 
years of experience.

Methods
This is a random sample, cross-sectional study. Eligible 
participants included all physicians registered to practice 
in Canada. Residents and medical students were excluded. 
A random sample of 6000 physicians (approximately 
10% of physicians listed) were selected from Scott’s Cana-
dian Medical Directory22 and sent a letter of information 
regarding the study with a link to an online survey. A 
secure, online questionnaire using Fluid Surveys was used. 
Both English and French versions were deployed, and 
there was an option to change the language either at the 
beginning or in the middle of the survey. There was also 
a link to receive a paper survey with a prepaid envelope. 
The paper survey was identical to the online version in 
structure and content of questions. No identifying infor-
mation was collected from subjects, and the authors had 
no way of correlating survey responses with individual 
subjects.

All subjects were eligible to enter a draw to win one 
of several $50 gift cards. To enter the draw, the subjects 
entered their name and address into a secure form. 
This data was used to identify the location of subjects, 
although this information was not linked to the original 
questionnaire. A letter with a link to a survey was sent to 
subjects and responses were collected from January 15 to 
April 30, 2015.

Ethical Consideration:

Prior to commencement, ethical approval was granted 
from the Queen’s University Health Sciences and Affili-
ated Teaching Hospitals Research Ethics Board.

Statistical Analysis:

All survey responses were entered directly into the Fluid 
Survey site and then downloaded into an excel file where 
they were checked for completeness and then analyzed 
using SPSS (IBM Corp) v22. Descriptive variables such 

as frequency counts, percentages, means, and standard 
deviations were used to describe the study participants. A 
series of two-sample chi-square tests (χ2) were conducted 
to examine differences in responses based on identifying 
information (i.e., years of experience and specialty type).

Results

Sample Characteristics:

Of the 6000 questionnaires deployed, we received 137 
responses (2.12% response rate). 92% of surveys were 
completed in English, and 8% were completed in French. 
Demographic information is summarized in Table 1. 
Respondents were mostly from Ontario (36%) and 
Quebec (19%), with lesser representations from all other 
Canadian provinces. Location information was missing 
for 18% of respondents, as they had not filled out their 
address for the draw. The greatest proportion of respon-
dents were physicians with over 20 years of medical expe-
rience (46.5%), with a smaller proportion of physicians 
with 5–20 years of experience (32.0%) and 21.1% with 
less than 5 years of experience (Figure 1). Most respon-
dents were characterized as being nonsurgical specialists 
(45.6%) and primary care physicians (41.9%) (Figure 2). 
The proportion of respondents reporting having had a 
personal history of mental illness was 31.6%. The propor-
tion of respondents having had a family history of mental 
illness was 62.5% (Figure 3).

Estimates of Incidence of Mental Illness 
among Physicians:

Most respondents estimated the incidence of mental 
illness among physicians to be “about the same” as the 
general population (60.9%) (Figure 4). This estimate 
was significantly associated with family history of mental 
illness: χ2 (N = 137) = 9.67, p = 0.008, and Cramer’s 
V = 0.28, with respondents who had a family history 
being more likely to respond as “about the same” or 
“higher” than the general population. Respondents with 
no family history of mental illness (23.8%) were more 
likely to incorrectly estimate the incidence as being lower 
than in the general population.

Disclosure of Mental Illness:

The majority of participants (58.8%) preferred to disclose 
their mental illness to a family member, while much lower 
proportions of participants preferred to disclose their 
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Table 1: 
Demographics of Survey Respondents.

 N %

Language

English 118 92.2

French 10 7.8

Missing — —

Location

Ontario 46 35.9

Quebec 24 18.8

British Columbia 10 7.8

Alberta 10 7.8

Nova Scotia 7 5.5

New Brunswick 2 1.6

Newfoundland and Labrador 2 1.6

Saskatchewan 2 1.6

Prince Edward Island 1 0.8

Missing 24 18.8

Practicing years

Less than 5 27 21.1

5 to 20 41 32.0

Greater than 20 59 46.5

Missing 1 0.8

Specialization

Nonsurgical specialist 59 46.1

Primary care 54 42.2

Surgical specialist 9 7.0

Full-time research/admin 5 3.9

Missing 1 0.8

Personal history of mental illness

No 85 66.4

Yes 43 33.6

Missing — —

Family history of mental illness

No 43 33.6

Yes 85 66.4

Missing — —

Figure 1:  
Canadian Physicians Divided by Range of Years 
They Have Been Practicing. Data values represent 
frequencies in percentages (N = 128).
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Figure 3:  
Frequency of Canadian Physicians With or Without 
Personal and Family History of Mental Illness (N = 
128).
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Figure 4:  
Canadian Physicians Divided by Their Estimation of 
the Incidence of Mental Illness Amongst Physicians 
Relative to the General Population (N = 127).
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Table 2:  
Top picks for Outpatient Services.

Factor Primary Secondary Tertiary

Formal 69.5 21.1 8.6

Informal 18 62.5 9.4

Self-medication 5.5 4.7 20.3

No treatment 3.1 2.3 21.1

Other 3.9 9.4 40.6

Table 3:  
Most Important Factors Influencing Top Pick for 
Outpatient Treatment.

Factor Frequency (%)

Quality of care 56.3

Confidentiality 32

Convenience 10.9

Social stigma 0.8

Table 4:  
Top Picks for Inpatient Services.

Factor Primary Secondary Tertiary

Local government 
facility

30.5 9.4 12.5

Out-of-area 
government facility

21.1 34.4 27.3

Local private facility 16.4 34.4 41.4

Out-of-area private 
facility

32 21.9 18.8

Table 5:  
Most Important Factor Influencing Top Pick for 
Inpatient Treatment.

Factor Frequency (%)

Quality of care 43.8

Confidentiality 45.3

Convenience 6.3

Social stigma 4.7
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mental illness to their family physician (12.5%) or other 
healthcare professionals (9.6%). There was no correlation 
with varying levels of experience or past history of per-
sonal mental illness or family mental illness.

Seeking Advice for Management of Illness:

Respondents were asked how they would seek advice 
in the hypothetical scenario where they would develop 
a mental illness affecting their functioning. As a first 
choice, respondents indicated a noticeably stronger 
preference towards formal outpatient advice (e.g., a 
referral through a family physician) (69.5%) com-
pared to informal outpatient advice (e.g., advice from 
a friend or colleague) (18%). Self-medication (5.5%) or 
no treatment (3.1%) was least preferred (Table 2). There 
was no significant correlation with years of experience or 
personal and/or family history of mental illness.

Preferences with regard to Obtaining 
Treatment:

Respondents were asked to select which factors would 
affect where they would seek outpatient care. The most 
important factors were quality of care (53.7%), followed 
by confidentiality (30.9%) (Table 3). Convenience and 
social stigma were least important, having been selected 
by 11.0% and 0.7% of respondents, respectively. Dif-
ferences in years of experience or personal or family his-
tory of mental illness were not associated with different 
responses.

If inpatient treatment was to become necessary, no 
statistical differences were found regarding which facility 
type (government or private) or location (i.e., local or out-
of-area facilities) respondents would choose (Table 4). 
There was no significant difference in response associated 
with different participant demographics. As with outpa-
tient services, quality of care and confidentiality were 
the most important factors influencing facility selection 
(43.8% and 45.3%, resp.) (Table 5). Convenience and 
social stigma were the least important factors affecting 
facility selection (6.3% and 4.7%, resp.).

Discussion

Representativeness of the Study Sample:

This is the first nationwide study in Canada exploring the 
attitudes of physicians towards becoming mentally ill and 

their preferences towards disclosing their mental illness, 
seeking treatment advice, and choosing a treatment facil-
ity. The response rate for this study was much lower for 
our survey was smaller than previous studies we have pub-
lished.21, 23 A strength of our study was that respondents 
reflected a variety of specialty types, mostly nonsurgical 
specialists and primary care physicians, which account for 
the biggest proportion of physicians in Canada. Surgical 
specialists were significantly underrepresented, possibly 
due to busier lifestyles and less free time to complete the 
survey. However, this data does not adequately represent 
Canadian physicians due to the low response rate and 
small sample size. The data suffered from undercoverage 
and nonresponse biases. The overrepresentation of phy-
sicians with a previous history of mental illness, as well as 
with family history of mental illness, indicated a source 
of voluntary response bias.

Understanding the Impact of Mental 
Illness:

Over the past two decades, we have developed a greater 
understanding of physician mental illness, including its 
incidence, causes, and complications. One of the first 
questions in the survey explored knowledge of the prev-
alence of mental illness among physicians. Most partic-
ipants indicated that the prevalence was the same as the 
general population, when in fact it is known to be higher. 
This indicates a need for physicians to be more educated 
during their training about how mental illness can affect 
them. More and more medical schools are promoting 
“wellness” and “resilience” as part of their medical school 
curricula, but these efforts are still in their infancy and 
are focused mostly on primary prevention. While these 
efforts are very effective in helping to improve rates of 
depression, anxiety, and burnout, there is currently little 
emphasis on secondary prevention and seeking help once 
a serious mental illness may be suspected.24, 25 

Seeking Advice: Has Stigma Improved?

When selecting which factors would affect their decision 
to disclose their mental illness and to seek help, social 
stigma was consistently one of the least selected factors. 
This is reassuring in the sense that it indicates that 
physicians understand the importance of formal mental 
healthcare in the treatment of psychiatric conditions and 
that they are not invulnerable. This is in stark contrast to 
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previous studies in which physicians would much rather 
self-medicate than risk having their mental illness docu-
mented in their medical record.26 Our results may suggest 
an overall trend towards decreasing stigma towards mental 
illness in today’s doctors.

Quality of Care Is Most Important:

The two most important factors identified in this study 
that influenced physicians’ decision to select a treatment 
center, whether as inpatient or outpatient, were quality 
of care and confidentiality. This is consistent with our 
previous study of psychiatrists in Canada. As we move 
towards more centers using electronic patient records, 
physicians may be concerned about the confidentiality 
of their medical records. This may indicate a need for 
more education or modifications to existing physician 

healthcare programs to highlight both quality of care and 
confidentiality as part of their care services.

Conclusion
The results of our study indicate the decreasing impor-
tance of stigma in physicians’ thinking regarding their 
own mental health concerns and the importance of 
quality of care and confidentiality in physicians seeking 
help. It remains important to continue advocating for the 
importance of mental health during medical training and 
educating physicians about the burden of mental illness 
in the physician population. Ongoing research is needed 
to further understand the factors that affect physicians’ 
choices to seek treatment for their mental illness, as well 
as the effectiveness of education in affecting mental illness 
rates among physicians.  
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Multiple-Choice Questions

57. Despite their rigorous training, studies have shown that physicians, compared with the general 
population, experience higher rates of: 

A. mental illness. 

B. substance abuse. 

C. suicide.

D. All of the above 

58. According to the lesson, a recent study of US physicians, almost ______ reported at least one symptom 
of burnout.

A. 25%

B. 50% 

C. 75%

D. 100%

59. The most important factor(s) identified in the study that influenced physicians’ decision to select a 
treatment center, whether as an inpatient or outpatient, were:

A. quality of care. 

B. confidentiality.

C. Both A & B 

D. social stigma.

60. How did most survey respondents report that they would react in the hypothetical scenario in which 
they would develop a mental illness affecting their functioning?

A. Seek formal outpatient advice 

B. Seek informal outpatient advice

C. Self-medicate

D. No treatment
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This valuable take-home reference translates evidence-based, continuing medical education research 
and theory, acquired from reading the associated CME lesson, into a step-wise approach that reviews 
key learning points for easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview

Despite their rigorous training, studies have shown that physicians experience higher rates of mental illness, 
substance abuse, and suicide compared to the general population. The most important factors influencing 
respondents’ will to disclose their illness included career implications, professional integrity, and social stig-
ma. Preference for selecting mental health treatment services, as either outpatients or inpatients, was mostly 
influenced by quality of care and confidentiality, with lower importance of convenience and social stigma. As 
mental illness is common among physicians, one must be conscious of these when offering treatment options.

Key Point 1:  Prevalence of Mental Illness 
among Physicians

Research studies have shown that physi-
cians experience higher rates of mental 
illness, substance abuse, and suicide com-
pared with the general population. 

Key Point 2:  Professional Burnout
In a study of US physicians, almost 50% 
reported at least one symptom of profes-
sional burnout characterized by “loss of 
enthusiasm for work, feelings of cynicism, 
and a low sense of accomplishment.” Al-
though burnout is not a mental illness, it 
may “reduce the effectiveness and overall 
positive energy a physician may have on a 
daily basis” and is correlated with increased 
rates of physical illness, depression, and 
substance use. 

Key Point 3:  Seeking Treatment
The study discussed in this lesson indicated 
that the most important factors in physi-
cians seeking treatment were the quality 
of care (53.7%), followed by confidentiality 
(30.9%) opposed to previous study reports 
indicating the tendency to self-medicate. 

Key Point 4:  Future Research
Continued research and education on all 
levels will help physicians advocate for the 
importance of mental health during train-
ing, recognize and prevent “professional 
burnout,” and better understand factors 
that affect physicians’ choices to seek 
treatment. 
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Effective Medical Leadership in 
Times of Emergency: A Perspective

Oded Hershkovich, David Gilad, Eyal Zimlichman, Yitshak Kreiss

No commercial support was used in the development of this CME lesson. 

KEY WORDS: Leadership • Management • Medical emergency • Team cohesion  

LEARNING OBJECTIVES: This lesson will enable clinicians to comprehend the traits, skills, and qualities necessary for 
physicians to be effective leaders in times of emergency. Readers will review key skills a leader should acquire in order to mobilize 
an interdisciplinary group of emergency workers.

LESSON ABSTRACT: Leadership, and more specifically medical leadership, is an unmeasured potential that has the power 
to influence every aspect of a person’s professional life and its challenges and is more evident in times of emergency. Medical 
leadership is receiving increasing recognition especially in discussing actions to be taken in times of stress and emergency. We 
propose a comprehensive conceptual model that examines the elements that build successful medical leadership, especially during 
emergency scenarios. The model is based on two sets of medical leadership capabilities and skills, while the first set is more relevant 
to everyday challenges, the second set represents abilities and characteristics that arise mostly during emergencies. The model 
gathers the characteristics and abilities of the medical leader based on our unique personal experiences during conflicts, terror, 
civilian challenges and numerous humanitarian missions. This article suggests a framework for the foundations on which the 
medical leader’s education should be built and describes our perception of how to establish medical leadership, its unique elements 
and the processes leading to outstanding performance in times of emergency.

COMPETENCY AREAS: This lesson provides readers with knowledge regarding characteristics physicians need in order to 
mobilize and lead an interdisciplinary team of healthcare clinicians and civilians in an emergent situation. Readers will review 
complexities that arise in times of emergency and what is needed to navigate and strengthen a team before, during, and after a crisis. 
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Background
Being at the center of clinical service delivery, physicians 
are the ideal leaders for health care in the twenty-first 
century.1  As medical education evolves with the passage 
of time and adapts itself to an ever-increasing knowledge 
base, the area of physician leadership remains underde-
veloped.2 Physicians are trained in the diagnostic, ther-
apeutic and administrative aspects of patient care, but 
not in the theoretical and practical aspects of assuming 
and delivering leadership. The medical curricula in many 
medical schools fail to incorporate an organized leader-
ship training (designated courses or practice) as part of 
both graduate and post-graduate studies and this stems 
from a lack of recognition of the critical role physicians 
must play as leaders. Nowhere is the lack of a leadership 
role more evident than in times of emergency.

Effective administration of healthcare in an emer-
gency setting is considerably more complex than the reg-
ular patient–doctor interactions characteristic of routine 
visits due to the complexity and uncertainty typical of 
such an environment. In such situations, order must be 
established, needs assessed and resources allocated effec-
tively, and therefore the affected public seeks leadership 
in those who are perceived to be at the center of clinical 
service delivery—the physicians.

While medicine focuses on decision making at the 
individual physician–patient level, leadership involves 
stepping back and examining problems at a higher level 
thus requiring the ability to view issues broadly and sys-
temically.3 Leadership in emergency situations demands 
recognition of needs, organized learning and practice of 
more than just basic skills. The person who assumes the 
role of leader in this setting must be able to rapidly 
analyze a complex environment, assess where and what 
sort of help is required, assemble an effective, multi-
disciplinary staff of care providers, and communicate 
effectively among the staff and the population in need. 
Such a leader needs to make informed decisions rapidly, 
and be capable of ongoing self-assessment and adapta-
tion to unfamiliar and rapidly changing conditions, thus, 
assuring the seamless provision of optimal care.

This article aims to present a comprehensive concep-
tual model based both on theoretical knowledge and our 
practical leadership experience in the Israeli Defense Forces 
(IDF) Medical Corps with regards local emergencies, 
numerous humanitarian efforts and disaster management 
around the world.4-8 

We describe the model, with the particular skills 
necessary for physician leaders to learn, as a key to 
achieving effective performance in times of need and 
also as a platform for a systematic medical leadership 
development process.

The Model
The suggested model is integrative and arranged around 
two sets of skills: The first are the basic leadership skills—
those required for medical leadership mostly during quiet 
times and that may be adapted to emergency situations. 
The second are emergency applicable leadership skills 
which outline the additional, unique set of skills mostly 
required specifically for emergency scenarios.

Basic Leadership Skills:

Basic leadership skills include: operating with clear 
vision and organizational values, implementing stra-
tegic and tactical planning and developing communi-
cation, negotiation and collaboration skills.

Operating with clear vision and organizational values 
is important for every leader in any situation. Since the 
primary focus of physicians is on their professionalism 
and practice, medical leadership requires modifying 
this mind set to more strategic thinking, consolidating 
organizational thought, developing a vision, aligning 
viewpoints, and setting goals. It is vitally important to 
educate medical professionals to understand they have 
a responsibility to contribute to the effective operation 
of the organization in which they work and to its future 
direction and objectives.

The importance of those skills increases intensely 
during emergency scenarios when uncertainty and time 
pressure emphasize the need for an almost automatic 
response. Leaders are expected to keep mission and orga-
nization values in mind in the decision-making process 
and stay true to their values even when it may be tempting 
to back out.9 A clear vision based on well-established 
values guides leaders and individuals to act properly, 
sometimes against instincts or even under life threatening 
situations, like in extreme disasters such as the earthquake 
in Haiti,5 the 9/11 disaster in New York City10 or the 
genocide in Rwanda.11
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Strategic Planning Is a Necessity 
for Medical Leadership

Unfortunately, young physicians, who focus on a daily, 
tactical level that is primarily one-on-one patient– 
physician interaction, come out of medical school with 
an inadequate ability to implement strategic thinking. 
Gruthrie et al.12 claims that doctors are trained to be 
individual performers and lack organizational capabilities. 
During emergency situations, implementing strategic 
planning is essential. Emergency situations are usually 
characterized by highly demanding surroundings with 
multiple constraints mandating effective resource alloca-
tion, especially in the early response phase.

The IDF’s experience in disaster management5, 13 
supports the crucial role of long term planning as a key 
factor for preparedness, readiness, quick response and 
later-effective decision making. This planning process 
should be continuous—beginning before the mission, 
adaptable-to the analysis of the specific situation, and 
integrative—based on manpower, equipment, supply 
and operational organization.

However, strategic level of planning alone is not 
enough in times of emergency. The medical leader 
should also be able to create short term, adaptable and 
flexible planning at the tactical level which includes 
role rotating of medical personnel, flexibility in team 
structure, and creative solutions. Moreover, due to the 
unpredictability of the situation, physician leaders should 
be able to shift from the strategic level of planning to 
the tactical level and switch between them according to 
the changing environment, the needs and the required 
adjustments.5, 14 

Communication, Negotiation 
and Collaboration As A Strategy 

Leadership is not only about the leader himself; it is also 
about developing the personal qualities of communi-
cation and negotiation to work effectively with others. 
Physician leaders should become the mediators between 
their team and the organizational management, minimiz-
ing miscommunication and maximizing agreement and 
understanding.

These capabilities may be developed gradually in 
times of quiet, but should be practiced intensely and 
adopted more quickly in emergency settings which 
demand quick team building, managing heterogeneous 

staff, dissolving conflicts between team members and 
building group resilience.

In crisis situations, working alone is simply not an 
option, so collaboration is vital. This task may sometimes 
be complicated in an unfamiliar environment with poten-
tial barriers impeding the collaboration such as language, 
political and legal issues, differences in accepted working 
procedures and lack of time to create firm interpersonal 
connections. Therefore, the skills of communication and 
negotiation should be adapted and developed also towards 
communicating with new partners and building the outer 
circles of cooperation. Shirley and Mandersloot15 describe 
their experience in the intensive care unit of the Royal 
London Hospital after the first suicide bombing in Lon-
don in Jul 2005. They claim that the successful outcome 
of the vast majority of patients was multi-factorial and 
may be attributed, in part, to the cooperation between 
designated receiving hospitals, neighboring hospitals, 
ambulances, police, and other rescue services, thus ensur-
ing a structured and coordinated response.

Our strategy during emergency situations is to 
encourage operating a variety of communication chan-
nels and negotiating with local operators, international 
organizations, the local population and other medical 
teams. We educate our medical leaders to adopt collabo-
ration as a strategy and to understand they are obligated 
to overcome barriers of language and culture and to find 
the ways to bridge differences in working procedures and 
legalities.

Emergency Applicable Leadership Skills:

Performing in emergency situations is a higher level of 
complexity, exposing the medical leader to a different, 
convoluted, irregular operating arena which requires 
the ability to process and analyze a new environment, 
quick decision-making capabilities, and effective man-
agement of people, all under emergency conditions.

The ability to process and analyze a complex environment 
in an orderly manner is an essential element of effective 
leadership during medical emergencies. This environ-
ment, which is influenced by safety considerations and 
a high level of uncertainty, requires the leader to process 
information in a clearly defined, organized manner, in 
order to analyze several operational alternatives in a vastly 
reduced window of reaction time. Moreover, in emer-
gency situations the medical outcome may be influenced 
by different non-medical parameters, so we educate and 
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train our medical leaders to broaden their perspective and 
to add to their emergency analysis other aspects such as 
social, legal, political and cultural considerations.

Hannah et al.16 suggest that the ability to give 
meaning and to simplify complex situations to formed 
schemas for individuals are critical intervention points for 
leadership. The leader’s judgment and action (or inaction) 
will determine the potential influence of an emergency 
situation on the outcome.

Quick decision-making based on situational analysis, 
knowledge and experience is expected of medical leaders 
in extremely difficult situations. Our experience suggests 
that a medical leader who is not qualified enough would 
not make the correct decisions under pressure or would 
be too slow to react on time. Different types of decisions 
are required during emergency management both at the 
leader level and at the individual level. Many of them, like 
hospitalization dynamics, work load of professional per-
sonnel, and level of security, have the potential to threaten 
the accomplishment of the mission, but probably the 
most complicated for the medical leader in emergency 
scenarios are the unusual ethical dilemmas.

Emergencies and disasters posit personal, profes-
sional, and public interests one against the other and 
create complex ethical dilemmas which are at the center 
of emergency management. These dilemmas include 
treatment priorities, triage considerations, dealing with 
surge capacity and resource allocation according to sur-
vival chances and not according to the individual needs. 
Medical leaders must be prepared to confront these com-
plex ethical issues in order to be able to make decisions 
and take relevant action.13 We encourage medical leaders 
to use generic tools during emergencies, but also to create 
on-site leadership supporting mechanisms, adjusted to 
the specific environment, that will help establish an ethi-
cal and practical system of medical priorities in a chaotic 
setting. Such a structured system of decision making was 
described by us7 and similar processes were reported by 
others after the strike of Hurricane Katrina in 2005 and 
after Hurricane Sandy in 2012.17-19 

Managing People and Building 
Their Endurance

A major role for the leader, is to continuously strengthen 
the team endurance before the mission, and more 
importantly, during the mission. Building this kind of 
endurance in a disorganized setting requires leaders to 

take-care of their teams, to understand their needs even 
before they are expressed, and to identify desires, ambi-
tions, tensions and fears in order to steer them effectively 
towards the mission. This can be challenging for medical 
leaders because their team may be laboring under a heavy 
work load, exposed to mental and physical stress, or con-
fronting significant risks. To deal with these challenges 
Hannah et al.16 suggest that leadership during actual 
acute events should be more directive and transactional. 
Leaders have to understand the milieu of their team and 
their organizational behavior and work continuously to 
motivate them to build and strengthen their commitment 
to the mission.

When trying to strengthen team cohesion and 
minimize the mental burden during emergencies situ-
ations, medical leaders should address several aspects:

The anti-chaos effect: The best way to manage and 
motivate people working in a disorganized environment 
or chaos is to create order. Medical leaders should enhance 
transformation of individual professionals into a team 
with strong cohesion using ceremonies and symbols, 
operating under a strict schedule and organizational dis-
cipline, and establishing order when needed.5, 19

The “big picture” effect: An important dilemma of 
leading people in emergency situation is the question of 
how much information should be shared with the per-
sonnel. Sharing information and exposing people to the 
general picture may help them cope better with the stress, 
but sometimes it may cause frustration and increase the 
mental burden. The IDF experience proves it is better to 
share the “big picture” in most cases, but to continuously 
work to identify those groups and individuals who need 
a different or modified approach.

Rest and debriefing effect: When faced with people 
who are in danger and need of assistance, medical per-
sonnel in emergency situations tend to work themselves 
around the clock and quickly wear themselves out. This 
can lead people to work less effectively with time and may 
endanger their mental health. The leader should some-
times work against this tendency and force his staff to 
rest and re-charge. Another important task of the leader 
is to establish mechanisms for mental debriefing on a 
regular time schedule in order to provide them with the 
opportunity to relieve stress. This task should continue 
even after the mission ends, due to late onset of reactions 
to such scenarios among medical personnel.20
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Conclusion
Leadership is one of the most researched social phenom-
ena, with a wide spectrum of definitions, parameters and 
theories. Certain parameters discussed in our model are 
generic and might apply to leadership in emergency situ-
ation not specifically medical ones; nevertheless, medical 
leadership has its own uniqueness and complexity as 
discussed above.

Regardless of their background, education, training, 
environment and skills, each leader will use a different 
leadership style by finding a unique element within 
themselves, embracing it and using it. It should be 
acknowledged that leadership style depends not only 
on one’s personality, but also on the environment one is 
operating in and on the team members involved.21 No 
matter which model is used, the most important factor 
for effective leadership is the interface between person-
ality, skills and capabilities, the interaction with those 
being led and influencing the immediate surrounding 
environment. Effective leaders should possess the ability 
to switch between leadership styles suited to the different 
situations and adjust them accordingly.22 

Effective crisis leadership lies also on the understand-
ing that the inflow of knowledge is so extensive that one 
person, cannot contain the entire scope of information,23, 

24 and therefore, as Pearce suggests, leadership is actually 
an outcome of a web interaction of groups rather than just 

a direct influence of a leader.25, 26 This dynamic leadership 
evolves while different proxies interact inside this web and 
create new types of behaviors and actions making those 
organizations more creative, flexible, adaptive and affec-
tive to deal with the uncertainties. The leadership role, 
accordingly, is to create those opportunities for creativity 
and innovativeness.

Our suggested model incorporates the required 
skills and capabilities developed in times of quiet in 
preparedness for times of emergency. Assuming that 
effective leadership requires basic personal capabilities 
and motivation in order to lead and influence others, one 
should bear in mind that it can be built and developed 
just as any other skill.27  Moreover, while many physicians 
possess character traits essential to leadership, and may 
have acquired relevant leadership skills in the course of 
their lives and careers, the medical establishment neglects 
to incorporate formal leadership training as an essential 
component of every physician’s education, at its own—
and society’s—peril.

Therefore, accepting a comprehensive conceptual 
model to be used as the core for education, training and 
preparedness is of great importance. The suggested model 
is incorporated in the medical education curricula of the 
“Tsameret” Program of Excellence for military physicians 
in the IDF Medical Corps and we propose it as a generic 
educational concept for developing medical leadership. 
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Multiple-Choice Questions

61. The person who assumes the role of leader in an emergency setting must be able to do all of the 
following, except:

A. slowly and steadily analyze a complex environment. 

B. assess where and what sort of help is required.

C. assemble an effective, multidisciplinary staff of care providers.

D. communicate effectively among the staff and the population in need.

62. Basic leadership skills include: 

A. operating with clear vision and organizational values.

B. implementing strategic and tactical planning. 

C. developing communication, negotiation and collaboration skills.

D. All of the above. 

63. The Israeli Defense Forces’ (IDF) experience in disaster management supports the crucial role of 
long-term planning as a key factor for preparedness, readiness, quick response and later-effective 
decision making. This planning process should be:

A. continuous—beginning before the mission.

B. adaptable-to the analysis of the specific situation. 

C. integrative—based on manpower, equipment, supply and operational organization.

D. All of the above.

64. Performing in emergency situations is a higher level of complexity, exposing the medical leader to a 
different, convoluted, irregular operating arena which requires all of the following, except:

A. the ability to process and analyze a new environment.

B. focusing on building long-term working relationships. 

C. quick decision-making capabilities. 

D. effective management of people.
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This valuable take-home reference translates evidence-based, continuing medical education research 
and theory, acquired from reading the associated CME lesson, into a step-wise approach that reviews 
key learning points for easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview

While medicine focuses on decision making at the individual physician–patient level, leadership involves 
stepping back and examining problems at a higher level thus requiring the ability to view issues broadly 
and systemically. Leadership in emergency situations demands recognition of needs, organized learning and 
practice of more than just basic skills. This lesson proposes a comprehensive conceptual model that examines 
the elements that build successful medical leadership, especially during emergency scenarios. 

Key Point 1: Background
Effective administration of healthcare in 
an emergency setting is considerably more 
complex than the regular patient–doctor 
interactions characteristic of routine vis-
its due to the complexity and uncertainty 
typical of such an environment. In such 
situations, order must be established, 
needs assessed and resources allocated 
effectively, and therefore the affected pub-
lic seeks leadership in those who are per-
ceived to be at the center of clinical service 
delivery—the physicians.

Key Point 2: Strategic Planning Is Key
During emergency situations, imple-
menting strategic planning is essential. 
Long-term planning should be continuous—
beginning before the mission, adaptable—
to the analysis of the specific situation, and 
integrative—based on manpower, equip-
ment, supply and operational organization.

Key Point 3: Necessity of Collaboration
In crisis situations, working alone is simply 
not an option. Collaboration is vital, even 

in the midst of potential barriers (e.g., 
working in an unfamiliar environment, 
differing language and political beliefs, and 
lack of time to create firm interpersonal 
connections). Being a medical leader de-
mands one to build teams quickly, manage 
a heterogeneous staff, dissolve conflicts 
between team members, and build group 
resilience.

Key Point 4: Confronting 
Ethical Dilemmas

Medical leaders must be prepared to con-
front complex ethical issues in order to be 
able to make decisions and take relevant 
action; these issues include treatment 
priorities, triage considerations, dealing 
with surge capacity and resource alloca-
tion according to survival chances and not 
according to the individual needs. Utiliz-
ing generic tools during emergencies and 
creating on-site leadership supporting 
mechanisms, adjusted to the specific envi-
ronment, will help establish an ethical and 
practical system of medical priorities in a 
chaotic setting.
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Insight Deficits  
in Schizophrenia

Mujeeb U. Shad, MD, MSCS 

KEY WORDS: Insight • Deficits • Neurocognition • Neurobiology • Treatment adherence • Schizophrenia

LEARNING OBJECTIVES: This lesson presents an overview of clinical, neurocognitive, and neuroimaging correlates of 
impaired illness insight in patients with schizophrenia to impart a better understanding of this phenomenon and facilitate the 
development of effective treatments for patients with this disorder.

LESSON ABSTRACT: Insight into illness is an important aspect of self-awareness that correlates significantly with multiple 
clinical outcome measures in schizophrenia, most notably treatment adherence. Despite the clinical significance of illness insight, 
most efforts to enhance it in patients with this disorder have been disappointing. A better understanding of the clinical, neurocog-
nitive, and neuroimaging correlates of insight deficits may facilitate the development of effective treatment strategies and improve 
clinical outcomes associated with illness insight in schizophrenia.

COMPETENCY AREAS: This lesson presents the findings of clinical, neurocognitive, and neuroimaging studies of insight 
deficits in schizophrenia. On completing this lesson, the reader will be able to identify various dimensions of illness insight and 
understand their clinical, neurocognitive, and neurobiological effects on schizophrenia.
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Introduction
Insight can be defined as the capacity to gain an accurate 
yet deeply intuitive understanding of a person or thing. 
In psychiatry, insight is a complex and multidimensional 
concept, with each dimension representing a different 
level of intelligence and cognition, as well as potentially 
different neurobiological processes. Based on the Scale 
to Assess Unawareness of Mental Disorder,1 insight into 
illness encompasses not only awareness of illness, but also 
awareness of social consequences of illness, awareness and 
attribution of recognizable symptoms to that illness, and 
an appreciation of the need for the treatment. Insight and 
self-awareness serve as a basis for social survival. Clini-
cally, however, they play a more significant role, one 
that is underscored by the strong association of insight 
with multiple clinically important outcome measures, 
including adherence to treatment,1-4 prognosis,1 and 
psychosocial functioning.1-5 Thus, inadequate insight 
into illness can introduce the need for involuntary 
hospitalization,2, 3 The clinical relevance of insight in 
patients with schizophrenia was emphasized further in the 
International Pilot Study of Schizophrenia, sponsored by 
the World Health Organization, which revealed that poor 
insight is the most common symptom of this disease.6 
Other studies have also reported that insight deficits are 
a common feature of this illness.5-8 In 1994, Amador 
and colleagues reported a moderate to severe lack 
of awareness of mental illness in more than 50% of 
patients with schizophrenia, schizoaffective disorder, 
or bipolar disorder; a marked lack of awareness of the 
social consequences of their illness in approximately 
30% of these patients; and denial of the need for 
medication or benefit of medication in approximately 
20%.5 With such a high prevalence of insight deficits, it is 
not surprising to see a growing interest in insight research, 
especially research that is focused on the neurobiological 
underpinnings of insight.

Clinical Correlates of Insight 
Dysfunction in Schizophrenia
The results of studies of the effects of symptom severity 
and psychopathology on insight have been inconsistent.9 
In one study, investigators found that a lack of insight 
correlated significantly with disorganized and negative 

symptoms of schizophrenia, but not with positive symp-
toms.10 In another study, poor insight was associated with 
negative as well as positive symptoms.11,12 Still, in other 
studies, investigators did not find a relationship between 
insight and negative symptoms,5, 13, 14 found a correlation 
between impaired insight and positive symptoms,5, 15, 

16 or failed to find any correlation between insight and 
psychopathology.17, 18 These differences may be due to 
the highly complex nature of insight, the use of small 
or heterogeneous samples, failure to consider size effects, 
variations in statistical methods, the use of different mea-
sures of insight, or the assessment of different dimensions 
of insight using different assessment tools or tools of 
questionable reliability or validity.19 A meta-analysis of 
40 published studies revealed a significant but modest 
negative relationship between the degree of insight and 
the severity of the psychopathology.20 This suggests that 
impaired insight is primarily a trait-dependent (rather 
than a state-dependent) phenomenon in patients with 
schizophrenia.

Neurocognitive Basis of Insight 
Deficits in Schizophrenia
Poor insight in schizophrenia has been attributed to 
defensive denial, a willful preference for psychosis, and 
personality style.21 A growing body of literature suggests, 
however, that poor insight may be a function of specific 
neurocognitive deficits.21 This has been suggested by the 
findings of studies in which certain measures of prefron-
tal-mediated cognition were used, including the Persever-
ative Errors and Categories Completed components of the 
Wisconsin Card Sorting Test (WCST).22 Many studies have 
revealed a positive relationship between insight deficits 
and impaired performance on the WCST.23-34 The studies 
that failed to show this relationship had methodological 
problems, including inappropriate subject selection (e.g., 
acutely ill hospitalized patients, who can find it difficult 
to complete the WCST because of acute confusion 
rather than persistent cognitive deficits,35-37 or patients 
with limited psychopathology),38, 39 the use of single-item 
measures of insight,40,41 or the use of a heterogeneous sam-
ple.40 Currently available neurocognitive data suggest that 
an insight deficit is a sign of executive dysfunction, which, 
in turn, suggests that the integrity of the prefrontal cortex 
has been compromised.18, 23, 25-27, 29-34, 42-44
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The relationship between insight deficits and cognitive 
dysfunction has been reported in patients demonstrating 
their first episode of schizophrenia, as well as in patients 
with chronic disease.18, 41-43 The findings of studies in 
patients during the early stages of schizophrenia are more 
reliable, however, because of the absence of the confound-
ing effects of illness chronicity or long-term antipsychotic 
pharmacotherapy. They may also demonstrate the effect 
of treatment discontinuation during the early stages of 
the disease, which has a significantly negative impact on 
clinical, cognitive, and functional outcomes.45, 46

Which Brain Regions Are 
Associated with Insight 
Deficits in Schizophrenia?
Studies linking poor insight to impaired executive func-
tion have provided evidence suggesting that the change 
in insight seen in patients with schizophrenia may be 
associated specifically with abnormalities in the prefrontal 
cortex47-49 rather than other areas of the brain, such as the 
hippocampus.50 The first evidence of a structural basis 
for insight deficits was provided in studies showing a 
relationship between illness denial (anosognosia)51 and 
neurological lesions in the nondominant hemisphere 
of the brain.52-55 Further evidence of involvement of the 
nondominant hemisphere in insight deficits was provided 
in studies of other disorders that involve changes in the 
nondominant hemisphere of the frontal and/or parietal 
region of the brain, including Alzheimer’s disease,56-57 
traumatic brain injury,58, 59 stroke,60 and frontotemporal 
dementia.61

Early structural imaging studies could only be used to 
evaluate insight based on measures that were not specific 
to a particular structure in the brain—e.g., ventricle-brain 
ratio (VBR) and whole brain volume. As a result, their 
findings were inconsistent. Few studies reported a cor-
relation between insight and the VBR62 or whole-brain 
volume,29 although an increase in VBR was reported in 
schizophrenia patients with poor insight in one study63 
and cortical atrophy was reported in another.23 Using 
higher-resolution magnetic resonance imaging (MRI) 
techniques, investigators were able to correlate the size of 
specific brain regions with the degree of insight. In the 
first study of this relationship, investigators observed 
a significant correlation between the lack of illness 

awareness and a bilateral decrease in volume in the 
middle frontal gyrus, gyrus rectus, and left anterior 
cingulate gyrus.64 This was supported by similar findings 
in two subsequent studies in first-episode schizophrenia, 
in which insight deficits correlated with volume changes 
in the right dorsolateral prefrontal cortex (DLPFC)18, 65 
and in the right medial orbitofrontal (OFC) region of the 
brain.65 This rightward lateralization of structural defi-
cits during the early stages of schizophrenia with poor 
insight18, 65 and in patients with anosognosia52-55 suggests a 
neuroanatomical similarity between these two conditions. 
Several other studies have also revealed insight deficits in 
patients with volume changes in midline cortical struc-
tures,18, 64, 66-79 but some have not.2, 35-40, 63, 80-83

The correlation between prefrontal (e.g., DLPFC) 
deficits and lack of illness awareness has been explained 
on the basis of the pivotal role that the DLPFC plays in 
self-monitoring and conceptual organization.18, 64, 65 The 
OFC also plays a critical role in insight through its close 
connections with specific areas in the limbic region,84 
through which it has been shown to assign a correct 
attribution of salience to events and thoughts, thereby 
controlling action and influencing behavior.85

What Do We Know about Insight 
Into Illness and Its Association 
with the Underlying Biology 
of Schizophrenia?
Most schizophrenia studies using functional MRI have 
investigated the functional basis of insight indirectly by 
correlating the activation of specific regions of the brain 
in response to a self-awareness paradigm whose scores 
serve as a behavioral measure of insight function.71-74, 77-79 
In most of these studies, a relatively common pattern of 
functional changes in brain structures, particularly in 
anterior cortical midline (CM) structures, was observed in 
response to self- versus other-referential stimuli or control 
stimuli.86 It is interesting to note that changes seen during 
structural imaging studies in similar CM structures,, also 
correlated with the degree of self-awareness and insight.18, 

64, 65, 67, 71-74, 78 These similarities suggest that insight deficits 
may reflect commonly observed deficits in self-awareness 
in schizophrenia.
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It is worth mentioning that several CM structures— 
including the medial prefrontal cortex, posterior cingulate 
cortex (PCC), and precuneus cortex (PC)—are also import-
ant components of the default mode network (DMN), 
which in healthy subjects represents a large number of 
brain areas that consistently demonstrate increased acti-
vation during resting states and/or self-relevant activity87 
and task-induced deactivation in response to externally 
directed cognitive or sensory stimuli.88, 89 This functional 
dissociation between the anterior and posterior regions of 
the DMN (or CM structures) was not observed during 
an externally directed working memory task in patients 
with schizophrenia.90 Thus, a “split” in CM (or DMN) 
function appears to indicate brain dysfunction during 
the resting state and during self-referential activity (but 
not during externally directed cognitive tasks) in patients 
with schizophrenia. The most plausible explanation for 
the observed decoupling of activity between the anterior 
and posterior regions of the DMN (or CM structures) 
is an underlying deficit in connectivity between these 
brain regions; this is indicated by reduced functional 
connectivity between anterior and posterior CM struc-
tures in patients with schizophrenia91 and in patients 
with impaired insight74 compared with healthy subjects. 
Not all studies have provided evidence supporting the 
existence of a relationship between reduced functional 
connectivity in the DMN and the frontoparietal network 
and a deficit in illness insight.92, 93 Whether the primary 
pathology is a split in CM activation or a hyperactive/
hyperconnected DMN, there appears to be a growing 
consensus that abnormalities in CM structures and/or 
DMN function play a central role in the mediation of 
deficits in self-awareness and insight in schizophrenia.

Hypothetical Neurobiological 
Model of Insight Deficits 
in Schizophrenia
The hypothetical model of illness insight deficit in 
schizophrenia is based primarily on a split in CM 
activity that is characterized by a lack of activity in 
anterior CM structures—e.g., the dorsomedial pre-
frontal cortex (dMPFC) and the dorsal part of anterior 
cingulate cortex—and an increase in activity in pos-
terior CM structures, e.g., the PCC, the retrosplenial 
cortex, and the PC. The use of altered activation of CM 

structures—known as an “anterior-to-posterior shift”—to 
represent deficits in self-awareness in patients with schizo-
phrenia was first proposed by Holt and colleagues91 and 
later supported by findings from other studies.77, 78, 86

Given the close connectivity of the dMPFC and 
the DLPFC,96, 97 the absence or decrease in activation of 
anterior CM structures (e.g., the dMPFC) in patients 
with schizophrenia suggests a deficit in the ability of 
these patients to process the cognitive self.94, 95 Reduced 
activation of the dMPFC, in what is known as an ante-
rior-to-posterior shift,91 may represent more emotionally 
based decision-making in matters regarding the relation-
ship between the self and the object to be self-referred.98 
Impaired functional connectivity between the DLPFC 
and dMPFC may further reduce the impact of the “cog-
nitive self ” on self- vs other-related decision-making.

The posterior CM structures also process important 
aspects of self-reflective activity, especially when the per-
spective of self versus others is used to make decisions 
about the contextual meaning of social interactions. 
This affective labeling of self-reflectivity requires auto-
biographical memory consultation in order to make 
decisions regarding self versus other reflectivity.99 Because 
of the close connection between posterior CM structures 
and the hippocampus, autobiographical memory can 
be recruited during self-referential processing in healthy 
subjects.95 Patients with schizophrenia frequently lack the 
ability to assess the perspective of self versus others, how-
ever; the loss of this ability may be mediated by a change 
in activation of the PCC in schizophrenia.91,78,86,100,101 
Patients with schizophrenia also lack the ability to main-
tain a differential representation of the attitudes and traits 
of self versus others because of hippocampus-mediated 
deficits in autobiographical memory. These deficits could 
result in faulty processing of information related to self 
versus others over extended periods of time and across 
multiple events.

The proposed model is an attempt to explain 
illness insight deficits based on regional deficits in 
CMS function. It reflects the balance between differ-
ent CM structures and the ability of these structures to 
communicate with other regions of the brain in order to 
integrate complex details concerning the self versus others 
for the optimal self-referential processing that is required 
to achieve adequate insight.
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What Future Directions in 
Research Are Needed to Enhance 
Our Understanding of Insight 
Deficits in Schizophrenia On  
A Neurobiological Basis?
Several of the studies reviewed in this lesson were con-
ducted in small samples. They will have to be replicated 
in larger samples of patients with schizophrenia, pref-
erably in longitudinal studies during the premorbid or 
prodromal stages of the illness to avoid the confounding 
effects of illness chronicity and long-term antipsychotic 
pharmacotherapy. The majority of studies have not 
assessed insight directly, using self-awareness paradigms 

instead. Therefore, it will be important to develop insight 
paradigms that can be investigated directly during the 
MRI. It may be preferable to recruit medication-free 
patients, but that can be extremely difficult and, possibly, 
unethical (in terms of the patient’s competency to provide 
consent); it may also introduce changes to the imaging 
process due to untreated psychosis. Finally, multimodal 
neuroimaging techniques, ranging from diffusion tensor 
imaging to recently developed techniques in optogenetics, 
are likely to improve our understanding of the neuro-
biological underpinnings of impaired illness insight in 
schizophrenia. Finally, there is a need to investigate the 
various dimensions of insight separately, given that each 
dimension may have a different neurobiological basis. 

About the Faculty

Mujeeb U. Shad, MD, MSCS: Dr. Shad is an Associate Professor of Psychiatry at the Oregon Health and Science University in 
Portland, Oregon. He is also a supervising psychiatrist at the Oregon State Hospital in Salem, Oregon.





L003400 : Insight Deficits in Schizophrenia 

245

References

1.   Amador XF, Strauss, DH, Yale SA, et al. Assessment of insight in psychosis. Am J Psychiatry. 1993;150(6):873-879.

2.  David A, Buchanan A, Reed A, et al. The assessment of insight in psychosis. Br J Psychiatry. 1992;161:599-602.

3. McEvoy JP, Freter S, Everett G, et al. Insight and the clinical outcome of schizophrenia patients. J Nerv Ment Dis. 1989;177: 48-51.

4.  Perkins DO. Predictors of noncompliance in patients with schizophrenia. J Clin Psychiatry. 2002;63(12):1121-1128 (Review).

5.  Amador X, Flaum M, Andreasen NC, et al. Awareness of illness in schizophrenia, schizoaffective and mood disorders. Arch Gen Psychiatry. 1994;51:826-836.

6.  Sartorius N, Shapiro R, Kimura M, et al. WHO international pilot study of schizophrenia. Psychol Med. 1972;2:422-425.

7.  Amador XF, Kronengold H. The description and meaning of insight in psychosis. In: Amador XF, David AS, eds. Insight and Psychosis. Oxford, UK: Oxford University 
Press; 1998:15-32.

8.  Buckley PF, Hasan S, Friedman L, et al. Insight and schizophrenia. Compr Psychiatry. 2001;42:39-41.

9.  David A. Insight and psychosis. Br J Psychiatry. 1990;156:798-808.

10.  Cuesta MJ, Peralta V, Zarzuela A. Psychopathological dimensions and lack of insight in schizophrenia. Psychol Rep. 1998 Dec;83(3 Pt 1):895-898.

11.  Debowska G, Grzywa A, Kucharska-Pietura K, et al. Insight in paranoid schizophrenia: its relationship to psychopathology and premorbid adjustment. Compr Psychiatry. 
1998;39:255-260.

12.  De Hert MA, Simon V, Vidovic D, et al. Evaluation of the association between insight and symptoms in a large sample of patients with schizophrenia. Eur Psychiatry. 
2009;24(8):507-512.

13.  Schwartz RC. Insight and illness in chronic schizophrenia. Compr Psychiatry. 1998;39(5):249-254.

14.  Baier M, DeShay E, Owens K, et al. The relationship between insight and clinical factors for persons with schizophrenia. Arch Psychiatr Nurs. 2000;14(6):259-265.

15.  Kemp RA, Lambert TJ. Insight in schizophrenia and its relationship to psychopathology. Schizophr Res. 1995;18(1):21-28.

16.  Kim Y, Sakamoto K, Kamo T, et al. Insight and clinical correlates in schizophrenia. Compr Psychiatry. 1997;38(2):117-123.

17.  David A, van OS J, Jones P, et al. Insight and psychotic illness: cross-sectional and longitudinal associations. Br J Psychiatry. 1995;167:621-628.

18.  Shad MU, Muddasani S, Prasad K, et al. Insight and prefrontal cortex in first-episode schizophrenia. Neuroimage. 2004;22:1315-1320.

19.  Schwartz RC, Skaggs JL, Petersen S. Critique of recent empirical research on insight and symptomatology in schizophrenia. Psychol Rep. 2000;86(2):471-474.

20.  Mintz AR, Dobson KS, Romney D, et al. Insight in schizophrenia: a meta-analysis. Schizophr Res. 2003;61:75-88.

21.  Amador XF, David AS, eds. Insight and Psychosis: Awareness of Illness in Schizophrenia and Related Disorders. 2nd ed. Oxford, UK: Oxford University Press; 2004.

22.  Heaton RK. Wisconsin Card Sorting Test Manual. Odessa, FL: Psychological Assessments Inc; 1981.

23. Laroi F, Fannemel M, Ronneberg U, et al. Unawareness of illness in chronic schizophrenia and its relationship to structural brain measures and neuropsychological tests. 
Psychiatr Res Neuroimag. 2000;100:49-58.

24.  Lysaker PH, Bell MD. Insight and cognitive impairment in schizophrenia: performance on repeated administrations of the Wisconsin Card Sorting Test. J Nerv Ment Dis. 
1994;182:656-660.

25.  Lysaker PH, Bell MD, Bryson G, et al. Neurocognitive function and insight in schizophrenia: support for an association with impairments in prefrontal function but not 
with impairments in global function. Acta Psychiatr Scand. 1998;9:297-301.

26. Marks KA, Fastenau PS, Lysaker PH, et al. Self-Appraisal of Illness Questionnaire (SAIQ): relationship to researcher-rated insight and neuropsychological function in 
schizophrenia. Schizophr Res. 2000;27:203-211.

27.  McEvoy JP, Hartman M, Gottlieb D, et al. Common sense, insight, and neuropsychological test performance in schizophrenic patients. Schizophr Bull. 1996;22:635-641.

28.  Mohamed S, Fleming S, Penn DL, et al. Insight in schizophrenia: its relationship to measures of prefrontal functions. J Nerv Ment Dis. 1999;187:525-531.

29.  Rossell SL, Coakes J, Shapleske J, et al. Insight: its relationship with cognitive function, brain volume, and symptoms in schizophrenia. Psychol Med. 2003;33:111-119.

30.  Smith AB, Taylor E, Brammer M, et al. Neural correlates of switching set as measured in fast, event-related functional magnetic resonance imaging. Hum Brain Mapp. 
2004;21(4):247-256.

31.  Voruganti LN, Heslegrave RJ, Awad AG. Neurocognitive correlates of positive and negative syndromes in schizophrenia. Can J Psychiatry. 1997;42:1066-1071.

32.  Young DA, Davila R, Scher H, et al. Unawareness of illness and neuropsychological performance in schizophrenia. Schizophr Res. 1993;10:117-124.

33.  Young DA, Zakzanis KK, Bailey C, et al. Further parameters of insight and neuropsychological deficit in schizophrenia and other chronic mental disease. J Nerv Ment Dis. 
1998;186(1):44-50.

34.  Chen EY, Kwok CL, Chen RY, et al. Insight changes in acute psychotic episodes: a prospective study of Hong Kong Chinese patients. J Nerv Ment Dis. 2001;189:24-30.

35.  Cuesta JM, Peralta V, Caro F et al. Is poor insight in psychotic disorders associated with poor performance on the Wisconsin Card Sorting Test? Am J Psychiatry. 
1995;152:1380-1382.

36.  Sanz M, Constable G, Lopez-Ibor I, et al. A comparative study of insight scales and their relationship to psychopathological and clinical variables. Psychol Med. 
1998;28:437-446.

37.  Collins AA, Remington GJ, Coulter K, et al. Insight, neurocognitive function and symptom clusters in chronic schizophrenia. Schizophr Res. 1997;27:37-44.

38.  Dickerson FB, Boronow JJ, Ringel N, et al. Lack of insight among outpatients with schizophrenia. Psychiatr Serv. 1997;48:195-199.



L003400 : Insight Deficits in Schizophrenia 

246

39.  Goldberg RW, Green-Paden LD, Lehman AF, et al. Correlates of insight in serious mental illness. J Nerv Ment Dis. 2001;189:137-145.

40.  Kim CH, Jayathilake K, Meltzer HY. Hopelessness, neurocognitive function, and insight in schizophrenia: relationship to suicidal behavior. Schizophr Res. 2003;60(1):71-80.

41.  Drake RJ, Lewis SW. Insight and neurocognition in schizophrenia. Schizophr Res. 2002; 62:165-173.

42.  Keshavan MS, Rabinowitz J, DeSmedt G, et al. Correlates of insight in first episode psychosis. Schizophr Res. 2004;70:187-194.

43.  Koren D, Seidman LJ, Poyurovsky M, et al. The neuropsychological basis of insight in first-episode schizophrenia: a pilot metacognitive study. Schizophr Res. 
2004;70(2-3):195-202.

44.  Lysaker PH, Bryson GJ, Lancaster RS, et al. Insight in schizophrenia: associations with executive function and coping style. Schizophr Res. 2002;59:41-47.

45.  Hui CL, Chen EY, Kan CS, et al. Detection of non-adherent behaviour in early psychosis. Aust NZ J Psychiatry. 2006;40(5):446-451.

46.  Ascher-Svanum H, Zhu B, Faries D, Lacro JP, Dolder CR. A prospective study of risk factors for nonadherence with antipsychotic medication in the treatment of 
schizophrenia. J Clin Psychiatry. 2006;67(7):1114-1123.

47.  Goldstein JM, Goodman JM, Seidman LJ, et al. Cortical abnormalities in schizophrenia identified by structural magnetic resonance imaging. Arch Gen Psychiatry. 
1999;56:537-547.

48.  Gur RE, Cowell PE, Latshaw A, et al. Reduced dorsal and orbital prefrontal gray matter volumes in schizophrenia. Arch Gen Psychiatry. 2000;57:761-768.

49. Hirayasu Y, Tanaka S, Shenton ME, et al. Prefrontal gray matter volume reduction in first episode schizophrenia. Cereb Cortex. 2001;11:374-381.

50.  Martin RC, Sawrie SM, Gilliam FG, et al. Wisconsin Card Sorting performance in patients with temporal lobe epilepsy: clinical and neuroanatomical correlates. Epilepsia. 
2000;41(12):1626-1632.

51. Babinski J. Contribution to the study of the mental disorders in hemiplegia of organic cerebral origin (anosognosia). 1914. Langer KG, Levine DN, trans. Cortex. 
2014;61:5-8.

52.  Gerstmann J. Problem of imperception of disease and of impaired body territories with organic lesions. Arch Neurol Psychiatry. 1942;48:890-913.

53.  Stuss DT, Benson DF. The Frontal Lobes. New York: Raven Press; 1986.

54.  McGlynn SM, Schacter DL. Unawareness of deficits in neuropsychological syndromes. J Clin Exper Neuropsychol. 1989;11:143-205 (review).

55.  Miller L. Freud’s Brain: The Neuropsychodynamic Foundation of Psychoanalysis. New York, NY; Guilford Press; 1991.

56.  Kashiwa Y, Kitabayashi Y, Narumoto J, et al. Anosognosia in Alzheimer’s disease: association with patient characteristics, psychiatric symptoms and cognitive deficits. 
Psychiatr Clin Neurosci. 2005;59:697-704.

57.  Vogel A, Hasselbalch SG, Gade A, et al. Cognitive and functional neuroimaging correlate for anosognosia in mild cognitive impairment and Alzheimer’s disease. Int J Geriatr 
Psychiatry. 2005; 20(3):238-246.

58.  Hart T, Whyte J, Kim J, et al. Executive function and self-awareness of “real-world” behavior and attention deficits following traumatic brain injury. J Head Trauma Rehabil. 
2005;20(4):333-347.

59.  Sherer M, Hart T, Whyte J, et al. Neuroanatomic basis of impaired self-awareness after traumatic brain injury: findings from early computed tomography. J Head Trauma 
Rehabil. 2005; 20(4):287-300.

60.  Pia L, Neppi-Modona M, Ricci R, et al. The anatomy of anosognosia for hemiplegia: a meta-analysis. Cortex. 2004;40(2):367-377. Review.

61.  Mendez MF, Anderson E, Shapira JS. An investigation of moral judgement in frontotemporal dementia. Cogn Behav Neurol. 2005;18(4):193-197.

62.  Takai A, Uematsu M, Ueki H, et al. Insight and its related factors in chronic schizophrenic patients: a preliminary study. Eur J Psychiatry. 1992;6:159-170.

63.  David A, Minne C, Jones P, et al. Structure and function of the corpus callosum in schizophrenia: what’s the connection? Eur Psychiatry. 1995;10(1):28-35.

64.  Flashman LA, McAllister TW, Johnson SC, et al. Specific frontal lobe subregions correlated with unawareness of illness in schizophrenia: a preliminary study. J Neuropsychi-
atry Clin Neurosci. 2001;13:255-257.

65.  Shad MU, Mudassani S, Keshavan MS. Insight and prefrontal sub-regions in first-episode schizophrenia: a pilot study. Psychiatry Res. 2006;146:35-42.

66.  Antonius D, Prudent V, Rebani Y, et al. White matter integrity and lack of insight in schizophrenia and schizoaffective disorder. Schizophr Res. 2011;128(1-3):76-82.

67.  Bergé D, Carmona S, Rovira M, et al. Gray matter volume deficits and correlation with insight and negative symptoms in first-psychotic-episode subjects. Acta Psychiatr 
Scand. 2011;123:431-439.

68.  Buchy L, Ad-Dab’bagh Y, Malla A, et al. Cortical thickness is associated with poor insight in first-episode psychosis. J Psychiatr Res. 2011;45:781-787.

69.  Buchy L, Ad-Dab’bagh Y, Lepage C, et al. Symptom attribution in first episode psychosis: a cortical thickness study. Psychiatry Res. 2012;203(1):6-13.

70.  Cooke MA, Fannon D, Kuipers E, et al. Neurological basis of poor insight in psychosis: a voxel-based MRI study. Schizophr Res. 2008;103:40-51.

71.  Ćurčić-Blake B, van der Meer L, Pijnenborg GHM, et al. Insight and psychosis: functional and anatomical brain connectivity and self-reflection in schizophrenia. Hum 
Brain Mapp. 2015;36(12):4859-4868.

72.  Gerretsen P, Menon M, Mamo DC, et al. Impaired insight into illness and cognitive insight in schizophrenia spectrum disorders: resting state functional connectivity. 
Schizophr Res. 2014;160(1-3):43-50.

73.  Lee KH, Brown WH, Egleston PN, et al. A functional magnetic resonance imaging study of social cognition in schizophrenia during an acute episode and after recovery. 
Am J Psychiatry. 2006;163:1926-1933.

74.  Liemburg EJ, van der Meer L, Swart M, et al. Reduced connectivity in the self-processing network of schizophrenia patients with poor insight. PloS One. 2012;7:e42707.

75.  Morgan KD, Dazzan P, Morgan C, et al. Insight, grey matter and cognitive function in first-onset psychosis. Br J Psychiatry. 2010;197(2):141-148.



L003400 : Insight Deficits in Schizophrenia 

247

76.  Raij TT, Riekki TJJ, Hari R. Association of poor insight in schizophrenia with structure and function of cortical midline structures and frontopolar cortex. Schizophr Res. 
2012;139:27-32.

77.  Shad MU, Brent BK, Keshavan M. Neurobiology of self-awareness in schizophrenia: a hypothetical model. Asian J Psychiatry. 2012;4(4):248-254.

78.  Shad M, Keshavan MS. Neurobiology of insight deficits in schizophrenia: an fMRI study. Schizophr Res. 2015;165:220-226.

79.  van der Meer L, de Vos AE, Stiekema APM, et al. Insight in schizophrenia: involvement of self-reflection networks? Schizophr Bull. 2013;39:1288-1295.

80.  Arduini L, Kalyvoka A, Stratta P, et al. Insight and neuropsychological function in patients with schizophrenia and bipolar disorder with psychotic features. Can J Psychiatry. 
2003;48:338-341.

81.  Nakano H. Terao T, Iwata N, et al. Symptomatological and cognitive predictors of insight in chronic schizophrenia. Psychiatry Res. 2004;127:65-72.

82.  Mintz AR, Addington J, Addington D. Insight in early psychosis: a 1-year follow-up. Schizophr Res. 2003;67:213-217.

83.  Freudenreich O, Deckersbach T, Goff DC. Insight into current symptoms of schizophrenia: association with frontal cortical function and affect. Acta Psychiatr Scand. 
2004;110:14-20.

84.  van der Schaaf ME, Zwiers MP, van Schouwenburg MR, et al. Dopaminergic drug effects during reversal learning depend on anatomical connections between the 
orbitofrontal cortex and the amygdala. Front Neurosci. 2013;14(7):142.

85.  Kapur S. Psychosis as a state of aberrant salience: a framework linking biology, phenomenology, and pharmacology in schizophrenia. Am J Psychiatry. 2003;160(1):13-23. 
Review.

86.  Shad M, Keshavan MS, Steinberg JL, et al. Neurobiology of self-awareness in schizophrenia: an fMRI study. Schizophr Res. 2012;138:113-119.

87.  Gusnard DA, Akbudak E, Shulman GL, et al. Medial prefrontal cortex and self-referential mental activity: relation to a default mode of brain function. Proc Natl Acad Sci 
USA. 2001;98:4259-4264.

88.  Buckner RL, Andrews-Hanna JR, Schacter DL. The brain’s default network: anatomy, function, and relevance to disease. Ann NY Acad Sci. 2008;1124:1-38.

89.  Gusnard DA, Raichle ME. Searching for a baseline: functional imaging and the resting human brain. Nat Rev Neurosci. 2001;2:685-694.

90.  Whitfield-Gabrieli S, Thermenos HW, Milanovic S, et al. Hyperactivity and hyperconnectivity of the default network in schizophrenia and in first-degree relatives of persons 
with schizophrenia. Proc Natl Acad Sci USA. 2009;106(4):1279-1284.

91.  Holt DJ, Cassidy BS, Andrews-Hanna JR, et al. An anterior-to-posterior shift in midline cortical activity in schizophrenia during self-reflection. Biol Psychiatry. 
2011;69(5):415-423.

92.  Shim G, Oh JS, Jung WH, et al. Altered resting-state connectivity in subjects at ultra-high risk for psychosis: an fMRI study. Behav Brain Funct. 2010;11:6-58.

93.  Modinos G, Renken R, Ormel J, et al. Self-reflection and the psychosis-prone brain: an fMRI study. Neuropsychology. 2011;25:295-305.

94.  Northoff G, Bermpohl F. Cortical midline structures and the self. Trends Cogn Sci. 2004;8(3):102-107.

95.  Northoff G, Heinzel A, de Greck M, et al. Self-referential processing in our brain: a meta-analysis of imaging studies on the self. Neuroimage. 2006;31:440-457.

96.  Kerns JG, Cohen JD, MacDonald AW 3rd, et al. Anterior cingulate conflict monitoring and adjustments in control. Science. 2004;13;303(5660):1023-1026.

97.  Brass M, Derrfuss J, Forstmann B, et al. The role of the inferior frontal junction area in cognitive control. Trends Cogn Sci. 2005;9(7):314-316. Review.

98.  Schmitz TW, Johnson SC. Relevance to self: a brief review and framework of neural systems underlying appraisal. Neurosci Biobehav Rev. 2007;31(4):585-596. Review.

99.  Cavanna AE, Trimble MR. The precuneus: a review of its functional anatomy and behavioural correlates. Brain. 2006;129(3):564-583.

100.  Blackwood NJ, Bentall RP, Ffytche DH, Simmons A, Murray RM, Howard RJ. Persecutory delusions and the determination of self-relevance: an fMRI investigation. Psychol 
Med. 2004;34(4):591-596.

101. Murphy ER, Brent BK, Benton M, et al. Differential processing of metacognitive evaluation and the neural circuitry of the self and others in schizophrenia: a pilot study. 
Schizophr Res. 2010;116(2-3):252-258.





L003400 : Insight Deficits in Schizophrenia 

249

L003400

Multiple-Choice Questions

65. The first evidence for structural basis of insight deficits was provided by well-documented relationship 
between denial of illness (anosognosia) and neurological lesions in the: 

A. non-dominant hemisphere. 

B. dominant hemisphere.

C. prefrontal cortex.

D. hippocampus.

66. All of the following statements are true, except:

A.  Psychopathology has a robust effect on insight function.

B.  Insight deficits develop primarily as a result of prefrontal-mediated cognitive dysfunction.

C.  Insight deficits represent a trait-dependent phenomenon.

D.  Poor insight is commonly observed during early psychosis and may contribute to significant negative 
outcomes.

67. The first study to examine relationship between volumes of specific brain regions and insight 
observed a significant correlation between unawareness of illness and bilateral volume reductions in 
the specific brain regions of the:

A. middle frontal gyrus. 

B. gyrus rectus. 

C. left anterior cingulate gyrus.

D. All of the above.

68. The central theme of the hypothetical neurobiological model of insight in schizophrenia is:

A.  increased activation of the dorsomedial prefrontal cortex.

B.  decreased activation of the posterior cingulate cortex.

C.  decreased activation of anterior cortical midline structures and increased activation of posterior cortical 
midline structures.

D.  A and B.
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This valuable take-home reference translates research and theory that are presented in the accom-
panying continuing medical-education lesson into a systematic review of the lesson’s key points for 
easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview

Treatment strategies to enhance the illness insight of patients with schizophrenia into their illness have failed 
or have been only partially effective. The most notable beneficial effect of improving insight in such patients is 
improvement in multiple clinical outcome measures, most notably treatment adherence. One of the biggest 
obstacles to the development of effective treatments that can enhance insight is our lack of understanding 
of the neurobiology of this phenomenon in schizophrenia. In this lesson, we have attempted to demonstrate 
our current understanding of the neurobiological basis for insight in an effort to facilitate the development 
of effective methods of treatment to improve illness insight in patients with schizophrenia.

Key Point 1: Background
Insight into illness is a complex and 
multidimensional phenomenon that has 
been associated with multiple clinical out-
come measures, most notably treatment 
adherence.

Key Point 2: Clinical Correlates of Insight
Although study findings have been inconsis-
tent, it is generally agreed that psychopa-
thology may have a modest effect on the 
patient’s insight into illness. This suggests 
that impaired insight in patients with 
schizophrenia is a trait-dependent, rather 
than phase-dependent, phenomenon.

Key Point 3: Neurocognitive 
Correlates of Insight

Insight is primarily dependent on cognitive 
functions mediated by the prefrontal re-
gion of the brain. These functions include 
abstract learning and conceptual flexibility.

Key Point 4: Neurobiological 
Correlates of Insight

Cortical midline structures and a default 
mode network appear to play a significant 
role in the neurobiology of insight.

Key Point 5: Neurobiological Model 
of Insight Deficits in Schizophrenia

The findings of a few studies suggest 
that insight deficits involve an “anterior- 
to-posterior shift” in activity in cortical 
midline structures.
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No commercial support was used in the development of this CME lesson. 
Medications mentioned in this lesson for the treatment of behavioral and psychological symptoms of dementia are not approved by the FDA.  

KEY WORDS: Dementia • Alzheimer’s disease • Lewy Body disease • Antipsychotics • BPSD

LEARNING OBJECTIVES: This lesson will enable clinicians to better identify the most prevalent behavioral and psycholog-
ical symptoms of dementia and recognize how they present in illnesses such as Alzheimer’s and Lewy Body disease. Lastly, readers 
will learn how to manage the symptoms using psychosocial and pharmacologic treatment. 

LESSON ABSTRACT:  More than 50% of people with dementia experience behavioral and psychological symptoms of dementia 
(BPSD). The development of BPSD is associated with a more rapid rate of cognitive decline, greater impairment in activities of 
daily living, and diminished quality of life. The most prevalent BPSD are apathy, depression, irritability, agitation and anxiety. 
The first step to better understand the psychiatric manifestations of dementia is to appropriately recognize and describe types of 
behavioral and psychological symptoms of dementia. 
 The delusions are typically less complex and organized. Visual hallucinations are particularly common in subjects with demen-
tia with Lewy bodies. Wandering is a frequent behavioral disorder in demented patients. The basis of wandering is multifactorial; 
biomedical, psychosocial and person-environment factors must be considered. Aggressiveness or aberrant motor behavior has been 
more frequently reported in men with dementia. Appetite changes are particularly frequent in frontotemporal dementia. 
 BPSD may respond to those environmental and psychosocial interventions, however, drug therapy is often required for more 
severe presentations. There are multiple classes of drugs used for BPSD, including antipsychotics, anticonvulsants, antidepressants, 
anxiolytics, cholinesterase inhibitors and NMDA modulators. It was concluded that there were small but statistically significant 
benefits using aripiprazole, olanzapine, and risperidone in the treatment of BPSD. The guideline is to minimize antipsychotic use 
in older people with dementia, to initiate antipsychotics only in patients with severe distress, and to limit the dose and treatment 
duration.

COMPETENCY AREAS: This lesson present an overview of BPSD and how they manifest in cases of dementia. Readers will 
gain a general knowledge base to assess, identify, and manage these symptoms utilizing assessment tools, nonpharmacological, and 
pharmacological treatment options.
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Introduction
Dementia, with Alzheimer’s disease as the most common 
cause, is a progressive illness affecting cognitive func-
tions. The cognitive impairment is often accompanied 
by behavioral and psychological symptoms of dementia 
(BPSD). The most prevalent BPSD are apathy, depres-
sion, irritability, agitation and anxiety, while the rarest 
are euphoria, hallucinations, and disinhibition. Impor-
tantly, 50% of patients have at least four neuropsychiatric 
symptoms simultaneously.1 It is estimated that almost all 
older individuals with dementia will develop BPSD at 
some point during progression of their illness. The behav-
ioral problems rather than the cognitive problems are 
important contributing factors for caregiver burden and 
institutionalization. Psychotic symptoms and disruptive 
behaviors have been reported to be the most burdensome 
to caregivers.2 Thus, in addition to cognitive deteriora-
tion, BPSD are a relevant and meaningful clinical target 
for intervention. Management of BPSD is very complex 
for families and health care professionals. Use of antipsy-
chotics for the management of BPSD is controversial due 
to limited efficacy and the risk of serious adverse effects. 
Additionally, comorbid neuropsychiatric symptoms have 
been associated with worse cognitive performance and 
functional disability in MCI subjects.3 Clinical psycho-
neuropathologic features and management, which can be 
burdens for patients and caregivers, were reviewed espe-
cially focusing on the most common type of dementia, 
Alzheimer’s disease.

Clinical and Psychoneuropathologic 
Features of BPSD 
Neuropsychiatric symptoms in patients with dementia 
are heterogeneous and largely unpredictable, affecting the 
emotional experience, thought content, perception, and 
motor function. The first step to better understand the 
psychiatric manifestations of dementia is to appropriately 
recognize and describe types of behavioral and psycholog-
ical symptoms of dementia 

Neuropsychiatric symptoms of dementia occur in 
syndromes identified as psychosis, agitation, aggression, 
depression, anxiety, apathy, disinhibition, motor distur-
bance, night-time behaviors, and appetite and eating 
problems (Table 1).

Table 1:  
Types of Behavioral and Psychological 
Symptoms of Dementia 

Symptoms 

• Delusions 
• Hallucinations 
• Agitation 
• Aggression (physical or verbal) 
• Depression or Dysphoria 
• Anxiety 
• Apathy or indifference 
• Disinhibition 
• Irritability or lability 
• Motor disturbance 
• Night-time behaviors (waking and getting up at night) 
• Appetite or eating change

Although these symptoms are seen almost generally 
in dementia, regardless of the underlying cause, some 
types of dementia are associated with certain behav-
iors. Depression is more common in vascular dementia 
and hallucinations are seen more often in Lewy body 
dementia.4

Patients with frontotemporal dementia often exhibit 
behavioral changes, such as disinhibition, wandering, 
social inappropriateness, and apathy. 

These symptoms occur across all stages of dementia, 
although their type and prominence depend on the stage. 
Anxiety and depression are common in early stage Alzhei-
mer’s disease and may worsen with progression. Agitation 
is common, persistent, and may increase with disease 
severity. Apathy is commonly reported by family mem-
bers and caregivers across all stages of dementia and tends 
to worsen over time, whereas delusions, hallucinations, 
and aggression are more episodic and more common in 
moderate to severe stages of the disease. 

Psychotic Symptoms:

Delusions are false beliefs based on incorrect inference 
about external reality that persist despite the evidence to 
the contrary and these beliefs are not ordinarily accepted 
by other members of the person’s culture or subculture. 
Hallucinations are perceptions in the absence of external 
stimuli. 

The delusions are typically less complex and orga-
nized than those observed in non-demented psychotic 
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patients and the usual content of delusional thoughts 
involves suspiciousness, abandonment, and misidenti-
fication.5 Common examples: people are coming into the 
home and hiding or stealing objects, the place in which 
one is residing is not one’s home, conviction that spouse 
is an imposter, believes that other persons have acted with 
any malice. 

Visual hallucinations are particularly common in 
subjects with dementia with Lewy bodies (DLB). They are 
recurrent, and typically consist of well formed images of 
animals or persons that the patient describes in detail.6

An evidence based review of the psychopathol-
ogy of FTD showed rare occurrence of delusions and 
hallucinations.7 

Cholinergic deficits have been described for hal-
lucinations and delusions in both AD and DLB,8 thus 
providing a rationale for the therapeutic use of cholinergic 
drugs to treat these symptoms. 

Alzheimer’s Disease 

Psychosis, occurs in a subset of AD patients during 
progression of the disease.9, 10 Hallucinations can occur 
in any modality, but are typically visual.11-13 They are 
usually associated with greater cognitive impairment.14-16 
Common delusions are of persecution, infidelity, aban-
donment, and delusions are rarely observed at terminal 
stages of dementia.17 AD with psychosis is often associ-
ated with other psychiatric and behavioral disturbances, 
the most frequent and troublesome of which are agitation 
and aggression.18, 19

Psychotic symptoms in demented patients usually 
demonstrate preferential involvement of the frontal lobe 
and limbic regions.20 Anatomically, these changes partially 
coincide with cholinergic and dopaminergic pathways 
supporting, together with neurochemical and pharmaco-
logical evidence, the role of acetylcholine and dopamine 
imbalance in the pathogenesis of AD psychosis.21 

Neuropathology Early studies on neuropatholog-
ical correlates of psychosis in AD showed significantly 
increased densities of neuritic plaques (NP) and neuro-
fibrillary tangles (NFT) in the presubiculum and middle 
frontal cortex, respectively. This finding was consis-
tent with the increased rate of cognitive decline that 
accompanies behavioral and psychotic disorders.22 In a 
prospective clinicopathologic study of 56 patients with 

autopsy-confirmed AD, AD patients with auditory hal-
lucinations or delusions had significantly higher neuron 
numbers in the parahippocampal gyrus and lower cell 
counts in the dorsal raphe nucleus than patients without 
these symptoms. Delusional misidentifications (e.g. the 
Capgras-type and the ‘phantom boarder’ symptoms) 
were associated with lower neuron numbers in the hip-
pocampal area CA1.23 A recent semiquantitative study of 
neuropathological changes in postmortem hippocampus 
reveled that an increased tangle load was associated with 
increased severity of aggressive behaviors and presence of 
chronic aggression, suggesting a pathogenic link between 
tangle load in the hippocampus and aggressive behavior.24 
The hippocampus, along with associated structures in the 
temporal lobe, is particularly vulnerable to Alzheimer’s 
disease and shows significant pathology even in early stages 
of disease.25 In addition to the well-established roles 
in learning and memory formation, the hippocampus 
is also known to be involved in aggressive behaviors 
and trait.26, 27 Further studies are needed to delineate and 
assess these potential pathogenic mechanisms. 

Lewy Body Disease 

Psychotic symptoms are frequent and disabling in patients 
with LB disease.28 They include complex hallucinations 
and delusions of a paranoid type.29 

Neuropathology Clinicopathologic studies have con-
sistently reported an higher frequency and earlier onset 
of visual hallucinations in subjects with Lewy pathology 
than in demented subjects with AD.30, 31 In a communi-
ty-based clinicopathologic study of 148 demented sub-
jects, subjects with visual hallucinations had significantly 
more frequent Lewy-related pathology than those without 
visual hallucinations. In addition, a higher frequency of 
visual hallucinations was observed in subjects with neo-
cortical LBs than in subjects with limbic-, amygdala- or 
brainstem-predominant LB pathology.32

Among 129 cases of pathologically proven Parkinson’s 
disease (PD), patients with visual hallucinations had sig-
nificantly higher LB scores (7.7) than those without visual 
hallucinations (6.6; P = 0.02).33 Other studies showed an 
association between neuronal loss and the severity of Syn 
deposition in the intralaminal nuclei of the thalamus.34 A 
recent study of 162 autopsy-confirmed PD cases showed 
a relationship between cerebral amyloid angiopathy (CAA) 
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in the occipital cortex and visual hallucinations during life 
that was not seen in non-PD cases, confirming the sugges-
tion that pathology within the primary visual system may 
play a role in the pathogenesis of visual hallucinations.35 

Affective Symptoms:

As the symptoms of depression are frequently masked 
by dementia, the patient rarely is able to express the typ-
ical pathological feelings of sadness, preoccupation with 
depressing topics, hopeless and loss of self esteem. Both 
depression and elated mood are commonly associated 
with irritability, which can be aggravated by hunger, 
sleepiness, and pain. Affective lability is characterized by 
rapid emotional shifts, within seconds or minutes. 

Several lines of evidence suggest that depression shares 
pathophysiological routes with dementia. It has been 
hypothesized that chronic depression may accelerate neu-
rodegenerative changes of AD as a result of the neurotoxic 
effects of elevated cortisol levels in the hippocampus.36 
A disturbed serotoninergic system has been associated 
with depressive symptoms in AD as several areas of the 
brain exhibit decreased serotonin concentration, with 
a significant reduction in 5-HT1 and 5-HT2 receptors 
throughout the cerebral cortex.29 Similarly, loss of nor-
adrenergic cells in consequence of degeneration of the 
locus coeruleus is also more frequently seen in dementia 
subjects with depressive symptoms subjects than without 
depressive symptoms.37 Changes of GABAergic plasma 
levels observed in final stages of AD have also been asso-
ciated with depression, apathy, and aggressive behaviors.38 

Neuropathology Depression is little known about 
its neuropathologic correlates. Patients with depression 
had more neurofibrillary tangles and neuritic plaquesin 
the hippocampus than patients without depression. AD 
patients with depression had more advanced stage of 
neurofibrillary tangles than patients without depression.39

Apathy:

Apathy has been defined as a disorder of motivation 
with additional loss or diminished goal-directed behav-
iors, cognitive activities and emotions.40 Apathy may be 
mistaken for depression because both symptoms can 
manifest themselves as diminished interest, slowing and 
lack of energy.41 

Studies of the neuropathological correlates of apathy 
(as assessed with the NPI) in 29 autopsied subjects with 
definite AD found that chronic apathy was significantly 
associated with NFT in the anterior cingulate cortex.42 In 
a study of 31 autopsy patients with a diagnosis of definite 
AD, a significant association between apathy and the 
amount of NFT in the left anterior cingulate gyrus was 
reported.43 

Wandering: 

Wandering is a frequent behavioral disorder in demented 
patients and one of the most exhausting for caregivers. 
Wandering refers to seemingly aimless ambulation, often 
with observable patterns such as lapping, pacing, or 
random ambulation. It has been associated with negative 
consequences such as higher morbidity and mortality.44 
Peak incidence of ambulation in the nursing home occurs 
between 5 p.m. and 7p.m.45  

The basis of wandering is multifactorial; biomedical, 
psychosocial and person-environment factors must be 
considered. According Lee et al.,46 negative emotional 
expression and higher cognitive status were negatively 
related to wandering rates after controlling for other 
predictors. They noted that one possible explanation for 
these results is that persons with dementia who are sad 
or angry may respond by sitting alone or staying in their 
rooms for periods, rather than walking around. 

Wick and Zanni reported that nursing home residents 
who wander have double the risk of fracture compared 
with residents who do not wander.44 Wandering behav-
ior has been shown to be a key determinant of patient’s 
death.47 Wandering behavior seems innocent enough, but 
it is exhausting for the family and clinicians as well as 
for health-care policy makers, because accidents, getting 
lost, malnutrition, weight loss, fatigue, sleep disturbance, 
social isolation, earlier institutionalization, and increased 
the risk of fall are associated with wandering. 

Wandering correlates with the severity of cognitive 
impairment,48 problems in recent and remote memory, 
orientation to time and place, and the ability to respond 
appropriately to a given conversation topic. According to 
Hope et al.,49 wandering behavior occurs in patients who 
have scored 13 or less on the Mini-Mental State Exam-
ination and it lasts for a period of several years.50 Patients 
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with AD are more likely to be wanderers than those with 
vascular dementia.51  

Psychopathology: Wandering and delusions were 
the only clinical predictors of aggressive behavior in a 
case mix of Alzheimer’s patients.52 Anxious states may 
justify wandering behavior : an anxious resident may 
move about in an effort to relieve anxiety, discomfort, or 
unsettled state, but such motivation may be unknown to 
observers, so the movement may be perceived as aimless. 
Moderate to severe depression was found more frequently 
in demented wanderers.53  

Management: The first step in any systematic 
investigation of wandering involves reliable and valid 
measurement of the phenomenon. Accurate diagnosis of 
underlying psychiatric and physical conditions that may 
be triggering wandering is essential. Traditional manage-
ment comprised physical barriers and physical restraints, 
but a new method in the management of wandering has 
evolved with a move towards prompting safe walking 
rather than preventing wandering. According to Schon-
feld et al.,54 use of interventions such environmental alter-
ations and social therapeutic activities may help create a 
safe and pleasant environment for staff and residents. A 
walking program for physically active persons with severe 
dementia reduced interpersonal tension on the dementia 
unit of a nursing home.55  

Several medications are used on residents, who 
exhibit wandering, but strong evidence for their effec-
tiveness is lacking and they can produce side-effects. 
According to Meguro et al.,56 risperidone (Risperdal) 
has some benefit over placebo in reducing wandering, 
but it is increases fall risk. 

Other Symptoms:

Agitation has been defined as ‘inappropriate verbal, 
vocal, or motor activity that is not judged by an outside 
observer to result directly from the needs or confusion of 
the agitated individual. Aggressiveness or aberrant motor 
behavior has been more frequently reported in men 
with dementia where female gender has been associated 
with depressive/anxious symptoms and verbally agitated 
help-seeking behavior.57  

Sleep pattern changes included hypersomnia, insom-
nia, fragmented sleep, and rapid eye movement sleep 

behavior disorder. Patients with dementia often show 
daytime napping and night-time awakening associated 
with poor quality of sleep.58 Several factors such as pain, 
need to urinate during the night, diuretics, as well as cof-
fee and bronchodilators, may contribute to this problem. 

Appetite changes, e.g., preference for sweets, are 
particularly frequent in fronto temporal dementia. Most 
dementia patients lose weight which can be due to hyper 
metabolism and inflammatory processes, in relation with 
hormonal disturbances.59, 60

Assessment 
The assessment of neuropsychiatric symptoms requires 
a thorough examination to collect specific and detailed 
information about the past history, patient’s subjective 
experiences, and objective behavior. Information from a 
family member or caregiver is essential to obtain charac-
terization of neuropsychiatric disturbances. 

The first behavior rating scale for AD was the 
BEHAVE-AD,61 evaluating the presence and severity of 
25 behavioral symptoms in 7 symptomatic categories 
(paranoid and delusional ideation, hallucination, activity 
disturbances, aggressiveness, sleep disturbances, affective 
symptoms, and anxieties and phobias), and providing a 
global rating of caregiver burden. Currently, one of the 
most extensively used instruments to assess BPSD is the 
Neuropsychiatric Inventory (NPI) whose validity and reli-
ability has been well established in several languages.62 
It consists of a semi structured interview retrospectively 
assessing 12symptoms based on the caregiver informa-
tion: delusions, hallucinations, agitation, depression, anx-
iety, apathy, irritability, euphoria, disinhibition, aberrant 
motor behavior, night time behavior disturbances, and 
eating behavior abnormalities. 

Management 

Nonpharmacological Treatment Options:

Possible nonpharmacological options traditionally sug-
gested by the guidelines include aromatherapy, multi-
sensory stimulation, therapeutic use of music, animal-as-
sisted therapy, and massage, but often come with the 
recommendation that more research is needed. Benefits 
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from psycho-educational interventions for caregivers were 
documented to be long-lasting, especially when delivered 
individually.63  

For cognitive stimulation/training, there was moder-
ate quality of evidence, with a mild to moderate effect on 
specific outcomes, such as cognitive function, activities of 
daily living (ADL), behavior, and mood. For reminiscence 
therapy, the studies included in the systematic review 
showed positive results on cognition, behavior, and ADL. 
For aromatherapy, reviews found some positive albeit 
insignificant effects for reduction of agitation in demen-
tia. There was poor supporting evidence and conflicting 
results for massage and music therapy, resulting in insuf-
ficient evidence to make a recommendation. For light 
therapy, there was no evidence of effectiveness with regard 
to cognition, sleep, function, or behavior associated with 
dementia. Exercise programs for people with demen-
tia were found to have a positive effect on functional 
ability, physical functioning, and mood in the stud-
ies.64 Regarding depression, recent studies support the 
effectiveness of home-based exercise programs for people 
with dementia and their caregivers to reduce depressive 
symptoms.65 Additionally psychological care can be 
appropriate management for depression and dementia. 
Recently animal-assisted activities were suggested to be 
associated with a decrease in anxiety and sadness and an 
increase in positive emotions and motor activity.66 

Pharmacological Treatment:

More recently, there have been updates regarding the 
off-label use of atypical antipsychotics for elderly patients 
with dementia. It was concluded that there were small but 
statistically significant benefits using aripiprazole (Abilify, 
Aristada), olanzapine (Zyprexa), and risperidone in the 
treatment of BPSD. Adverse events were common, and 
included death, stroke, and extrapyramidal and urinary 
symptoms. Although the use of antipsychotics in BPSD is 
off-label, antipsychotics are still the best pharmacological 
short-term treatment option for severe persistent symp-
toms of dementia-related aggression/agitation. 

The advice in the guidelines67 is to minimize anti-
psychotic use in older people with dementia, to initiate 
antipsychotics only in patients with severe distress after a 
risk-benefit analysis, and to limit the dose and treatment 
duration, with attempts at discontinuation (6–12 weeks).

Titrating dosages might decrease the possible adverse 
events.68 The effectiveness and tolerability of treatment 
have to be verified at least every 2 months.68 

We have to also take into account the drug-drug 
interactions involving antipsychotics, as well as the inter-
actions with food and concomitant diseases. In fact, the 
interactions may potentially lead to the increase in anti-
psychotic plasma levels, thus possibly increasing adverse 
effects.58 Grapefruit juice (at least 250 mL/d) can inhibit 
CYP3A4, the enzyme involved in quetiapine (Seroquel), 
clozapine (Clozaril), and ziprasidone (Geodon, Zeldox)  
metabolism. Alcohol potentiates both antipsychotic-in-
duced sedation and hypotension. Antipsychotic drugs 
may increase the sedative effects of benzodiazepines, hyp-
notics, anesthetics, and antihistaminic agents. A number 
of diseases might interfere with antipsychotics, for exam-
ple, congestive heart failure, liver and kidney diseases, 
fever, anemia, change in antipsychotic pharmacokinetics, 
leading to the possible increase in their plasma levels and 
adverse effects.68, 69 

Antidepressants can be an effective and well-toler-
ated alternative to antipsychotics in vulnerable elderly 
individuals for treatment of BPSD.70 This class of drugs 
has been used primarily for depression, with efficacy 
especially for the selective serotonin reuptake inhibitors 
(SSRIs).71 

Donepezil (Aricept), galantamine (Razadyne), or 
rivastigmine (Exelon) have all shown a modest effect on the 
broad spectrum of neuropsychiatric symptoms in AD.72 
They should be initiated prior to the use of other psycho-
tropic agents since ChEIs reduce behavioral changes and 
improve or delay cognitive and functional decline.71 The 
behavioral symptoms most likely to improve with ChEIs 
treatment appear to be apathy, depression, and aberrant 
motor behavior.73 Memantine (Namenda), and NMDA 
receptor antagonist, can also have beneficial effects on 
behavior, as well as on cognition and function. The use of 
memantine appears to improve specific behaviors, such as 
agitation and irritability, which differ from those affected 
by ChEIs (mood symptoms, apathy, and aberrant motor 
behavior).67 Combination therapy may have advantages 
in patients with multiple BPSD.71 Benzodiazepines 
may be used at short-term for acute agitation associated 
with anxiety.67 
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Multiple-Choice Questions

69. Which medication class is controversial for use in the management of behavioral and psychological 
symptoms of dementia (BPSD) due to limited efficacy and the risk of serious adverse effects? 

A. Analgesics

B. Antidepressants

C. Antipsychotics

D. Selective serotonin reuptake inhibitors

70. Delusions are typically less complex and organized than those observed in non-demented psychotic 
patients. The usual content of delusional thoughts involves:

A. suspiciousness. 

B. abandonment.

C. misidentification.

D. All of the above.

71. According to the lesson, the hippocampus is involved in the well-established roles of learning and 
memory formation, as well as behaviors and traits such as:

A. aggression.

B. depression. 

C. sexuality.

D. None of the above

72. Which of the following medications can be an effective and well-tolerated alternative to antipsychotics 
in vulnerable elderly individuals for treatment of BPSD?

A. Anticoagulants

B. Antidepressants 

C. Benzodiazepines

D. Analgesics
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This valuable take-home reference translates evidence-based, continuing medical education research 
and theory, acquired from reading the associated CME lesson, into a step-wise approach that reviews 
key learning points for easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview

More than 50% of people with dementia experience behavioral and psychological symptoms of dementia (BPSD). 
The development of BPSD is associated with a more rapid rate of cognitive decline, greater impairment 
in activities of daily living, and diminished quality of life. The most prevalent BPSD are apathy, depression, 
irritability, agitation and anxiety. BPSD may respond to environmental and psychosocial interventions, 
however, drug therapy is often required for more severe presentations.

Key Point 1: Background
Dementia, with Alzheimer’s disease as 
the most common cause, is a progressive 
illness affecting cognitive functions. The 
cognitive impairment is often accompanied 
by behavioral and psychological symptoms 
of dementia (BPSD). The most prevalent 
BPSD are apathy, depression, irritability, 
agitation and anxiety, while the rarest are 
euphoria, hallucinations, and disinhibition.

Key Point 2: Assessment of Symptoms
The assessment of neuropsychiatric symp-
toms requires a thorough examination to 
collect specific and detailed information 
about the past history, patient’s subjective 
experiences, and objective behavior. One of 
the most extensively used instruments to 
assess BPSD is the Neuropsychiatric Inven-
tory (NPI) whose validity and reliability has 
been well established in several languages.

Key Point 3: Nonpharmacological 
Management of BPSD

Possible nonpharmacological options tradi-
tionally suggested by the guidelines include 

aromatherapy, multisensory stimulation, 
therapeutic use of music, animal-assisted 
therapy, and massage, but often come with 
the recommendation that more research 
is needed. Benefits from psychoeducational 
interventions for caregivers were docu-
mented to be long-lasting, especially when 
delivered individually.

Key Point 4: Pharmacological 
Management of BPSD

Although the use of antipsychotics in BPSD 
is off-label, antipsychotics are still the best 
pharmacological short-term treatment 
option for severe persistent symptoms of 
dementia-related aggression/agitation. 
Clinicians are advised to minimize an-
tipsychotic use in older people with de-
mentia and to initiate antipsychotics only 
in patients with severe distress after a 
risk-benefit analysis, and to limit the dose 
and treatment duration, with attempts at 
discontinuation (6–12 weeks). Antidepres-
sants can be an effective and well-tolerated 
alternative to antipsychotics in vulnerable 
elderly individuals for treatment of BPSD.



Notes



269

L003402

The Co-Occurrence of Non-Suicidal 
Self-Injury and Attempted Suicide 
among Adolescents: Distinguishing  

Risk Factors and Psychosocial Correlates

Margaret S. Andover, PhD; Blair W. Morris, PhD;  
Abigail Wren; Margaux E. Bruzzese

No commercial support was used in the development of this CME lesson. 

KEY WORDS: Non-suicidal self-injury • Suicide attempt • Deliberate self-harm • Adolescence

LEARNING OBJECTIVES: This lesson will enable clinicians to distinguish characteristics and risk factors particular to 
adolescents who attempt suicide and/or participate in non-suicidal self-injurious behaviors. Further, readers will investigate the 
association between attempted suicide NSSI which will help aid in better recognition of symptoms and proper management.  

LESSON ABSTRACT: Although attempted suicide and non-suicidal self-injury (NSSI) are distinct behaviors differing in 
intent, form, and function, the behaviors co-occur at a high rate in both adults and adolescents. Researchers have begun to 
investigate the association between attempted suicide and NSSI among adolescents. The purpose of this paper is to present current 
research on this association. First, we discuss definitional issues associated with self-injurious behaviors. Next, we present research 
on the co-occurrence of attempted suicide and NSSI, including prevalence and associations with self-injury characteristics. We 
then discuss psychosocial variables associated with engaging in both NSSI and attempted suicide or one type of self-injury alone. 
Finally, we present the research to date on risk factors uniquely associated with either attempted suicide or NSSI. Implications for 
mental health professionals and future avenues of research are discussed.

COMPETENCY AREAS: This lesson presents knowledge regarding the correlation and co-occurrence of attempted suicide 
and NSSI including characteristics of behaviors and risk factors of each. 
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Background
Suicide and non-suicidal self-injury (NSSI) are major pub-
lic health concerns among adolescents.1 In the United 
States, suicide is the 3rd leading cause of death among 
adolescents and young adults, and the 17th leading cause 
of death for children aged 5 to 9 years.2 Attempted sui-
cide is common in both clinical and community samples; 
6.3% of high school students report at least one suicide 
attempt in the past year.3 This statistic is especially con-
cerning given that a prior history of attempted suicide 
is a significant predictor of future suicide attempts and 
suicide death [e.g., 4]. NSSI is also surprisingly prev-
alent among community samples of adolescents, with 
rates ranging from 13 to 46.5%.5-7 The behavior gen-
erally onsets between 12 and 14 years of age,1 making 
adolescence an important target of research and clinical 
attention.

A significant number of adolescents report engaging 
in both attempted suicide and NSSI;8-13 this finding has 
stimulated a growing body of research on the association 
between NSSI and attempted suicide and the factors that 
differentiate the two types of self-injury. The purpose of 
this paper is to present an overview of the association 
between NSSI and attempted suicide among adolescents 
and the risk factors that differentiate the behaviors. As 
such, our goals are threefold. First, we will review the 
definitional issues associated with self-injurious behaviors 
with and without suicidal intent. Second, we will review 
research on the co-occurrence of NSSI and attempted 
suicide among adolescents, including prevalence and 
clinical characteristics of the behaviors and their co-oc-
currence. Finally, we will review empirical research on 
the factors uniquely associated with self-injury with or 
without suicidal intent among adolescents.

Definitional Issues: 

Both involving deliberate injury to the body, suicide and 
NSSI are differentiated by the presence or absence of sui-
cidal intent. Despite this accepted distinction, the field 
of self-injury research has been plagued with definitional 
challenges. Limitations in the measurement of suicide 
and NSSI exist due in part to a lack of standardized 
nomenclature and clear operational definitions.14 Despite 
numerous attempts to develop a consistent system of 
classification for self-injurious behaviors [e.g., 15-18], a 

single system has not yet been widely accepted. Part of the 
difficulty in establishing standard terminology rests in the 
ambiguity of the constructs themselves. By definition, 
suicidal intent is used to distinguish between NSSI 
and suicide. However, suicidal intent may be ambiguous; 
this can be reflected in the ambivalence towards death 
sometimes reported by individuals engaging in attempted 
suicide and NSSI.19 For example, any self-injurious act 
performed with a level of suicidal intent-even if suicidal 
intent is uncertain-is categorized as a suicide attempt 
[e.g., 14]. Although this is consistent with the definition 
of NSSI, it results in further heterogeneity among indi-
viduals who have attempted suicide. In addition, certain 
behaviors with apparent suicidal intent, such as overdoses 
and self-poisonings, are not considered to be methods of 
NSSI, regardless of self-reported intent to die.20

A result of the lack of standard nomenclature is 
that different terms are sometimes used interchangeably 
to reference a single concept, while a single term can 
be used to reference several different concepts.17 One 
of the most salient examples of this is in the use of the 
terms deliberate self-harm (DSH) and NSSI. The term 
DSH can be used to include all purposeful self-injury 
or self-poisoning episodes regardless of suicidal intent 
[e.g., 21], or to represent non-fatal self-injury lacking 
suicidal intent [e.g., 22], also referred to as NSSI. Use 
of the same term to describe different behaviors-and use 
of different terms to describe the same behavior-creates 
significant challenges when seeking to compare research 
findings. For the purposes of this paper, a suicide attempt 
is defined as a purposeful self-inflicted non-fatal injury 
performed with intent to die,18 and NSSI is defined 
as deliberate, self-inflicted destruction of body tissue 
without suicidal intent and for purposes not socially  
sanctioned.

Co-Occurrence of NSSI and Suicide:

Although suicide and NSSI both involve deliberate tissue 
damage, the behaviors are phenomenologically distinct. 
As discussed above, the most basic distinction between 
the behaviors is suicidal intent, as NSSI is performed 
without intent to die, and suicide attempts are per-
formed with at least some intent to die. Muehlenkamp23 
outlined additional characteristics differentiating NSSI 
from attempted suicide. Suicide attempts are generally 
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associated with thoughts of death and dying, while NSSI 
is generally associated with an intent to alleviate distress. 
Suicide attempts tend to occur with low frequency, a 
single method, and high lethality injuries, whereas NSSI 
tends to occur chronically, with high frequency, multi-
ple methods, and low lethality injuries. With regards to 
response from the environment, suicide attempts often 
elicit reactions of care, compassion, and concern; in con-
trast, NSSI often elicits responses involving disgust, fear, 
and hostility. Unlike suicide attempts, NSSI results in 
calm and relief, even satisfaction, upon completion.23 
The behaviors also generally differ in function; adoles-
cents with a history of attempted suicide are significantly 
more likely than those with an NSSI history to report 
self-injuring to stop negative thoughts or to “see if any-
one loves [them]” (p. 62).24 Characteristics of self-injury 
thoughts also differ based on type of self-injury. Among 
adolescents with histories of both NSSI and attempted 
suicide, most had one thought of NSSI per day that was 
of moderate intensity and lasted less than 30 minutes. 
However, suicidal thoughts were longer, occurred less 
frequently, and were less likely to lead to self-injurious 
behaviors than thoughts of NSSI.25

Despite the differences between NSSI and attempted 
suicide, a significant number of adults and adolescents 
report a history of both behaviors. Among clinical 
samples of adolescents, 14-70% report histories of both 
NSSI and attempted suicide.8-13 Among adolescents with 
treatment-resistant depression, approximately twice as 
many youth with a history of one form of self-injury 
(either NSSI or attempted suicide) reported a history 
of the other form than those without the index form of 
self-injury, further supporting the co-occurrence of the 
behaviors.8 Co-occurring NSSI and attempted suicide is 
also evident among nonclinical samples; 3.8% to 7% of 
high school students report a history of both behaviors.6, 

26 In addition, the co-occurrence of self-injury is not 
limited to behaviors; thoughts of NSSI frequently co-oc-
cur with thoughts of suicide. Over 40% of adolescents 
receiving emergency crisis services reported thoughts 
of suicide accompanied by thoughts of NSSI in the 
past 24 hours.27 

Researchers have begun to investigate the overlap 
between NSSI and attempted suicide beyond prevalence 
and co-occurrence of the behaviors among adolescents. 

Findings suggest that engagement in one type of self- 
injury (i.e., attempted suicide or NSSI) may be associ-
ated with engagement in and characteristics of the other 
type of self-injury. For example, among adolescents with 
histories of both NSSI and attempted suicide, Nock and 
colleagues13 found that as the number of lifetime suicide 
attempts increased, the number of NSSI methods used 
and the number of years engaging in NSSI also increased. 
Although number of NSSI episodes was not associated 
with number of suicide attempts in a sample of adolescent 
psychiatric inpatients,13 adolescents with histories of both 
NSSI and attempted suicide engage in significantly more 
episodes of self-injury than adolescents with a history 
of one type of self-injury alone.12 Although additional 
research is necessary to understand the characteristics 
of overlapping self-injury, these findings suggest that 
engagement in both NSSI and attempted suicide may 
be associated with specific self-injury characteristics than 
engagement in only one type of self-injury.

The co-occurrence between suicide attempts and 
NSSI may be explained in part by the interpersonal-psy-
chological theory of attempted and completed suicide. 
Although this is not the only theory of attempted sui-
cide or NSSI that could be applied to understanding 
the behaviors, the interpersonal-psychological theory 
has direct and specific implications for the mechanisms 
underlying the association between NSSI and attempted 
suicide. According to Joiner and colleagues,28, 29 lethal 
suicidal behavior requires both the desire to die by sui-
cide (influenced by perceptions of burdensomeness and 
thwarted belongingness) and ability to carry out lethal 
self-injury. Of particular importance to understanding 
the association between NSSI and attempted suicide is 
the ability to self-injure. It is theorized that this ability 
is acquired through habituation to physical pain, 
emotional pain, and fear, which takes place through 
repeated exposure to activities such as repeated sui-
cide attempts, risk-taking behaviors, and vicarious 
exposure to such behaviors.29 In addition, NSSI may 
habituate an individual to physical and emotional pain 
and the act of self-injury itself, thereby increasing future 
risk for death by suicide.28, 29 This theory provides one 
framework for understanding the co-occurrence of both 
NSSI and attempted suicide, as well as the consequences 
of compounded self-injury.
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Risk Factors for NSSI and Attempted 
Suicide among Adolescents:

Given the gravity of NSSI and attempted suicide and 
the prevalence of the behaviors among adolescents, it is 
important to understand the factors that increase risk 
for self-injury, as well as factors that may be associated 
with increased severity or impairment. In addition, to 
better understand the relations between attempted 
suicide and NSSI, researchers must investigate risk 
factors and psychosocial variables associated with both 
behaviors and differentially associated with one behav-
ior or the other. Significant research has been devoted 
to identifying risk factors for attempted suicide among 
adolescents [e.g., [4,30-32], and researchers have begun 
to identify factors that increase NSSI risk [e.g., [1, 33]. 
However, few studies have investigated factors that are 
differentially associated with specific types of self-injury 
among adolescents. The majority of studies that inform 
our understanding of the association between NSSI and 
attempted suicide have investigated psychosocial factors 
among adolescents who report both NSSI and attempted 
suicide and adolescents who report a history of only one 
type of self-injurious behavior.

Factors Associated with Both NSSI 
and Attempted Suicide

Generally, individuals with a history of both types of 
self-injurious behaviors demonstrate increased symp-
tomology in comparison with individuals with NSSI 
or attempted suicide alone (See Table 1). For example, 
researchers have investigated the associations among types 
of self-injury and specific psychiatric diagnoses. Guertin 
and colleagues11 found that adolescents with a his-
tory of both NSSI and attempted suicide were more 
likely to meet diagnostic criteria for oppositional 
defiant disorder, major depressive disorder (MDD), 
and dysthymia than adolescents with a history of 
attempted suicide alone. However, Jacobson and col-
leagues12 reported no difference in rates of MDD and 
posttraumatic stress disorder (PTSD) between adolescents 
with a history of both types of self-injury and those with 
a history of attempted suicide alone, although both 
groups were more likely to be diagnosed with MDD and 
PTSD than adolescents with a history of NSSI alone. 
Other research has investigated psychiatric symptoms 

rather than diagnoses among adolescents with histories 
of self-injurious behaviors. Adolescents with a history 
of NSSI and attempted suicide report more symptoms 
of depression12, 34 and anhedonia6, 26 than those with a 
history of NSSI alone, although Brausch and Gutierrez26 
found that the groups did not differ in dysphoric mood 
or somatic symptoms of depression. Adolescents with 
histories of both types of self-injury reported more symp-
toms of borderline personality disorder (BPD), including 
confusion about self, impulsivity, emotion dysregulation, 
than those with a history of NSSI alone; reported symp-
toms did not differ significantly between those with NSSI 
alone and those with a suicide attempt alone.35 In addi-
tion, adolescents with histories of NSSI and attempted 
suicide report greater hopelessness, loneliness, anger, risk 
taking, reckless behaviors, and alcohol use than those 
with histories of attempted suicide alone.11 Compared 
with adolescents with an NSSI history alone, those with 
a history of both NSSI and attempted suicide report more 
negative self-evaluation,6 lower self-esteem,26 and greater 
impulsivity.34

Although research suggests that adolescents with a 
history of both NSSI and attempted suicide may be more 
clinically severe than those with one type of self-injury 
alone, the finding of increased severity among adolescents 
with histories of both types of self-injury may not extend 
to all psychological constructs. For example, Brausch and 
Gutierrez26 found no differences in body dissatisfaction 
or disordered eating among those with a history of both 
NSSI and attempted suicide or NSSI alone. Experiences 
of childhood adversity also did not differ between adoles-
cents with both NSSI or attempted suicide or one type. 
Boxer9 found that adolescents with a history of NSSI 
alone were as likely as adolescents with a history of 
NSSI and attempted suicide to report any type of 
childhood maltreatment, physical abuse, emotional 
abuse, and neglect, suggesting that childhood abuse 
and neglect may be a risk factor for self-injury in gen-
eral. However, level of parental support may differentiate 
adolescents with a history of both NSSI and attempted 
suicide from those with an NSSI history alone; adolescents 
with a history of NSSI and attempted suicide reported 
less parental support than those with NSSI alone, but the 
groups did not differ in reported peer support.26 Overall, 
research suggests that adolescents with histories of both 
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NSSI and attempted suicide demonstrate more severe 
psychiatric symptomology and engage in more danger-
ous, risk taking behaviors than adolescents who engage in 
only one type of self-injury, highlighting the importance 
of assessing for both suicide and NSSI in clinical practice, 
as well as the need for intervention in this group.

Factors Associated with NSSI 
or Attempted Suicide

Much of the research on the association between NSSI 
and attempted suicide has compared adolescents who 
have engaged in both types of self-injury to those who 
have engaged in only one type or who have never engaged 
in self-injury. However, comparing adolescents with only 

one type of self-injury to those with both limits our ability 
to determine unique risk factors for and predictors of 
attempted suicide and NSSI separately. Research suggests 
that history of a suicide attempt may be associated with 
more severe symptoms than NSSI. Adolescents with a 
suicide attempt history report greater levels of anxious 
and depressive symptoms36 and more stressful life events24, 

36 than those with an NSSI history. Adolescents with a 
suicide attempt history were also more likely to report 
physical abuse,24 substance use, and fewer family rela-
tionships.36 Adolescents with suicide attempt histories 
and NSSI histories report similarly high levels of conflict 
with friends and significant others;24 Muehlenkamp and 
colleagues35 found that NSSI history was associated with 
the BPD symptom of interpersonal chaos, while suicide 

Table 1:  
Clinical Factors Significantly Associated with Self-Injury with and /or Without Suicidal Ideation

Factors associated with NSSI + SA Factors associated with NSSI Factors associated with SA

Depressive symptoms [11,12,34] Less suicidal ideation [12] Depressive symptoms [12,36]

Suicidal ideation [6,26,34] Interpersonal chaos [35] More stressful life events [24,36]

Fewer reasons for living [6] Physical abuse [9] Exposure to a suicide attempt [24,36]

Anhedonia [6,26] Any maltreatment [9] Suicidal ideation [36]

Negative self-evaluation [6,26] Anxious symptoms [36]

Impulsivity [34] Substance use [36]

Hopelessness [34] MDD [12]

Loneliness [11] PTSD [12]

Anger [11] Confusion about self [35]

Confusion about self [35] Fewer family relationships [36]

Less self-esteem [26] Physical abuse [24]

Risk taking [11] Death of a friend [24]

Reckless behavior [11] Worries about sexual identity [24]

ODD [11]

MDD [11,12]

Dysthymia [11]

Alcohol use [11]

PTSD [12]

Sexual abuse [9]

Physical abuse [9]

Any maltreatment [9]

Less parental support [26]

 
Note. NSSI = Non-suicidal self-injury. SA = Suicide attempt. NSSI + SA = histories of both NSSI and SA. ODD = Oppositional defiant disorder. MDD = Major depressive 
disorder. PTSD = Post-traumatic stress disorder
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attempt history was associated with confusion about self. 
Although some researchers have reported no difference 
in suicidal ideation between the groups,37 others have 
found that those with a suicide attempt history report 
greater suicidal ideation,36 exposure to suicide attempts 
and death24, 36 and more repulsion with life.37 Although 
additional research is necessary, findings suggest that 
attempted suicide may be associated with greater levels 
of psychiatric symptoms than NSSI. Future research 
should seek to elucidate the role of suicidal ideation in 
behaviors performed without suicidal intent, as research 
in adolescents has yielded mixed findings.

Risk Factors for NSSI or Attempted Suicide

Of note, three longitudinal studies have investigated 
factors that uniquely predicted engagement in NSSI 
or attempted suicide among adolescents with MDD,38 
treatment resistant depression,8 and nonclinical samples 

(See Table 2).39 Wilkinson and colleagues38 found that 
incidence of a suicide attempt within a 28-week follow 
up period was independently predicted by NSSI history 
and poor family functioning, while engagement in NSSI 
was independently predicted by NSSI history, hope-
lessness, presence of an anxiety disorder, female gender, 
and younger age. Importantly, the strongest predictor of 
either attempted suicide or NSSI during follow up was 
NSSI history at baseline.38 Similarly, shorter time to a 
suicide attempt following treatment for depression was 
statistically predicted by NSSI history and hopelessness, 
while shorter time to engaging in NSSI was predicted 
by history of NSSI and physical and/or sexual abuse.8  
Only one study has investigated both risk and protec-
tive factors in common to and differentiating NSSI and 
attempted suicide. Wichstrøm39 found that both NSSI 
and attempted suicide within a 5-year follow up period 
were associated with female gender, history of suicide 

Table 2:  
Summary of Longitudinal Studies Investigating Factors that Uniquely Predict Engagement in NSSI or SA

Study Sample Risk Factor for NSSI Risk Factor for SA

Asarnow et al. [8] 237 adolescents with treatment-resistant MDD NSSI history 
Physical or sexual abuse 
history

NSSI history 
Hopelessness

Wichstrom [39] 2,924 high school students Risk Factors: Risk Factors:

Female gender Female gender

History of suicide attempts History of suicide attempts

Non-heterosexual sexual 
interest

Non-heterosexual sexual interest

Low Global self-worth Low Global self-worth

Sexual intercourse before 
age 15

Suicidal ideation

NSSI History Conduct problems

Protective Factors: Protective Factors:

Satisfaction with social 
support

Parental Care

Wilkinson et al. [38] 164 treatment-seeking adolescents with MDD NSSI history NSSI history

Hopelessness Poor family functioning

Presence of an anxiety 
disorder

High suicidality

Female gender 
Younger age

 
Note. NSSI = Non-suicidal self-injury. SA = Suicide attempt. MDD = Major depressive disorder.
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attempts, and non-heterosexual sexual interest. However, 
NSSI during the follow up period was predicted by an 
NSSI history, and attempted suicide was predicted by 
suicidal ideation, an unstable self-concept, and conduct 
problems. It is important to note that unlike Wilkinson 
and colleagues38 and Asarnow and colleagues,8 history 
of NSSI was not a risk factor for attempted suicide. 
Wichstrøm39 also identified specific protective factors 
for each type of self-injurious behavior; satisfaction with 
social support uniquely protected against NSSI onset, 
and parental care uniquely protected against suicide 
attempt onset, suggesting that specific risk and pro-
tective factors may predict engagement in each type of  
self-injury.

NSSI as a Risk Factor for Attempted Suicide

Of particular importance given the prevalence of 
self-injurious behaviors, presence of an NSSI history or 
an attempted suicide history is associated with future 
self-injurious thoughts and behaviors in both adults and 
adolescents. Consistent with suicidal ideation as a risk 
factor for suicidal behavior, adolescents with a history 
of attempted suicide report greater suicidal ideation that 
those with a history of NSSI alone.12 Adolescents with a 
history of both NSSI and attempted suicide also report 
greater suicidal ideation6, 12, 26 and fewer reasons for living6 
than adolescents with an NSSI history alone.

History of suicidal behavior is a strong predictor of 
future suicidal behavior in adults and adolescents.4, 40 
However, recent research suggests that a future suicide 
attempt is not only associated with self-injury with suicidal 
intent. History of NSSI has also been shown to predict 
attempted suicide among adolescents,38, 41 and increased 
NSSI is associated with weaker suicidal ideation remission 
over time.42 In fact, history of NSSI may be a stronger 
predictor of attempted suicide than a suicide attempt 
history in both adults43 and adolescents.38 Therefore, 
although NSSI is performed without suicidal intent by 
definition, incidents of NSSI-even without a co-occurring 
suicide attempt history-are of the utmost clinical impor-
tance as adolescents with NSSI alone are no less likely 
than those with histories of NSSI and attempted suicide 
to engage in self-injury,9 and previous NSSI behaviors 
have been demonstrated to be important predictors of 
future suicidal behaviors.

Conclusions
To summarize, research has demonstrated that adoles-
cents with a history of both attempted suicide and NSSI 
generally experience more severe symptomology than 
adolescents who have engaged in only one type of self-in-
jury. However, because of the breadth of the variables 
assessed and the specific self-injury groups utilized in each 
study, definitive conclusions about factors that confer 
risk for engagement in both NSSI and attempted suicide 
cannot be drawn as of yet. Researchers have also begun 
to investigate risk factors specific to NSSI or attempted 
suicide. Attempted suicide at follow up is associated with 
poor family functioning,38 suicidal ideation, unstable 
self-concept, and conduct problems,39 and NSSI at follow 
up is associated with hopelessness, presence of an anxiety 
disorder, female gender, and younger age.38  Although 
research suggests that suicidal ideation may be more 
strongly associated with suicide attempt history than 
NSSI history6, 12, 26, 36 NSSI is a significant predictor of 
subsequent NSSI and subsequent suicide attempts38 and 
associated with a shorter duration without self-injurious 
behaviors following treatment.8

Attempted suicide and NSSI commonly co-occur. 
However, the association between the behaviors is more 
complex as they may be associated with unique risk 
factors, and NSSI may be a risk factor for attempted 
suicide. This has important implications for clinicians 
and researchers. Mental health professionals must recog-
nize the importance of identifying and treating NSSI. 
Although the behavior is associated with myriad negative 
consequences, a developing body of research suggests that 
NSSI may increase risk for attempted suicide, mandating 
early identification and treatment of adolescents who 
engage in the behavior, as well as the development of 
empirically supported prevention programs.

Further, research must continue to explore the asso-
ciations between self-injury with and without suicidal 
intent. Longitudinal studies are necessary to determine the 
temporal relations between the behaviors, and researchers 
should systematically investigate the presence and role 
of established risk factors for one type of self-injury in 
the other. Research specifically investigating NSSI has 
identified difficulties in emotion regulation, negative life 
events including childhood abuse, and specific psychiat-
ric symptoms and diagnoses such as BPD, depression, 
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anxiety, and substance use as risk factors for the behavior.1, 

33 Similarly, research specifically investigating attempted 
suicide has identified suicidal ideation, previous suicidal 
behaviors, interpersonal conflict, psychiatric disorders 
such as mood disorders, anxiety disorders, and substance 
abuse, parental psychopathology, family history of sui-
cidal behavior, and environmental factors such as abuse 
and family relationships as risk factors.4, 30-32 By directly 
comparing these and other risk factors in both attempted 

suicide and NSSI, researchers will be able to establish the 
factors that differentiate NSSI from attempted suicide, 
as well as the factors common to both behaviors. Such 
research will allow for the continued development of an 
etiological model of self-injurious behaviors with and 
without suicidal intent, furthering our understanding of 
self-injury and our ability to intervene with these preva-
lent and serious behaviors. 
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Multiple-Choice Questions

73. By definition, which of the following is used to distinguish between NSSI and suicide?

A. Suicidal ideation

B. Method of self-harm

C. Suicidal intent 

D. All of the above.

74. It is theorized that the ability to self-injure is acquired through habituation to:

A. physical pain.

B. emotional pain.

C. fear.

D. All of the above. 

75. Guertin and colleagues found that adolescents with a history of both NSSI and attempted suicide 
were more likely to meet diagnostic criteria for ___________   than adolescents with a history of 
attempted suicide alone.

A. Oppositional Defiant Disorder 

B. Major Depressive Disorder (MDD)

C. Dysthymia 

D. All of the above. 

76. History of NSSI may be a ___________ predictor of attempted suicide than a suicide attempt history 
in both adults and adolescents.

A. Strong 

B. Moderate

C. Weak

D. Negligible 
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CME Lesson Overview

A significant number of adolescents report engaging in both attempted suicide and non-suicidal self-injury 
(NSSI). The purpose of this paper is to present an overview of the association between NSSI and attempted 
suicide among adolescents and the risk factors that differentiate the behaviors.

Key Point 1: Definitions of NSSI 
and Suicide Attempt

Suicide and NSSI both involve deliberate 
injury to the body; they are differentiated 
by the presence or absence of suicidal 
intent. For the purposes of this paper, a 
suicide attempt is defined as a purposeful 
self-inflicted non-fatal injury performed 
with intent to die, and NSSI is defined as 
deliberate, self-inflicted destruction of 
body tissue without suicidal intent and for 
purposes not socially sanctioned.

Key Point 2: Co-Occurrence of NSSI 
and Suicide

Research shows that over 40% of adoles-
cents receiving emergency crisis services 
reported thoughts of suicide accompanied 
by thoughts of NSSI in the past 24 hours. 
NSSI may habituate an individual to phys-
ical and emotional pain and the act of 
self-injury itself, thereby increasing future 
risk for death by suicide.

Key Point 3: Risk Factors for NSSI and 
Attempted Suicide among Adolescents

Research suggests that adolescents with 
histories of both NSSI and attempted sui-
cide demonstrate more severe psychiatric 
symptomology and engage in more danger-
ous, risk taking behaviors than adolescents 
who engage in only one type of self-injury. 
The presence of an NSSI history or an at-
tempted suicide history is associated with 
future self-injurious thoughts and behaviors 
in both adults and adolescents.

Key Point 4: Need for More Research
Research must continue to explore the 
associations between self-injury with and 
without suicidal intent. By directly compar-
ing risk factors in both attempted suicide 
and NSSI, researchers will be able to es-
tablish the factors that differentiate NSSI 
from attempted suicide, as well as the fac-
tors common to both behaviors.
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LEARNING OBJECTIVES: The objectives of this lesson are to provide clinical guidelines for assessing youth who view NSSI 
content on the Internet in order to respond with appropriate treatment, propose a way to intervene and monitor a young person’s 
online NSSI activity, and utilize effective treatment strategies to encourage healthy Internet use.  

LESSON ABSTRACT: Non-suicidal self-injury (NSSI) content and related e-communication have proliferated on the Internet 
in recent years. Research indicates that many youth who self-injure go online to connect with others who self-injure and view 
others’ NSSI experiences and share their own through text and videos platforms. Although there are benefits to this behavior in 
terms of receiving peer support, these activities can introduce these young people to risks, such as NSSI reinforcement through the 
sharing of stories and strategies, as well as, risks for triggering of NSSI urges. Due to the nature of these risks mental health profes-
sionals need to know about these risks and how to effectively assess adolescents’ online activity in order to adequately monitor the 
effects of the purported benefits and risks associated with NSSI content. This article offers research informed clinical guidelines for 
the assessment, intervention, and monitoring of online NSSI activities. To help bridge the gap between youth culture and mental 
health culture, these essentials include descriptions of Community, Social Networking, and Video/Photo Sharing websites and the 
terms associated with these websites. Assessment of these behaviors can be facilitated by a basic Functional Assessment approach 
that is further informed using specific recommended online questions tailored to NSSI online and an assessment of the frequency, 
duration, and time of day of the online activities. Intervention in this area should initially assess readiness for change and use 
motivational interviewing to encourage substitution of healthier online activities for the activities that may currently foster harm.

COMPETENCY AREAS: This lesson explains essential descriptions of Internet use that clinicians should know when assessing 
youth who view NSSI content online. Readers will gain knowledge of the benefits and potential risks of youth who self-injure and 
engage in NSSI communication online. 
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Introduction
Increasing attention is being paid to the nature of 
Internet use among youth,1 including reasons for these 
activities,2, 3 and the risks with which they associate [e.g., 
4-7]. Recent efforts have focused on understanding the 
nature of non-suicidal self-injury (NSSI) activity and 
material on the Internet.8-12 This includes youth sharing 
their NSSI experiences through personal websites,9, 11 
communication amongst those who self-injure in virtual 
NSSI communities (e.g., message forums)12 and major 
social networks (e.g., Facebook),8 and sharing images and 
videos through popular e-platforms such as YouTube.7, 8, 10 
As noted below, findings suggest that there may be ben-
efits, but also several risks associated with some forms of 
online NSSI content and communication. Mental health 
professionals working with youth engaging in NSSI need 
to be aware of these risks.

The objectives of the present paper are to (a) provide 
a brief review of the current literature examining the 
nature and scope of NSSI material on the Internet and 
its potential effect on those accessing the material, and 
(b) provide clinical guidelines for assessing, intervening, 
and monitoring a young person’s online NSSI activity. 
To identify papers, we used the terms: “self-injury,” “self-
harm,” “online,” and “Internet,” in Psych-Info, PubMed 
and Google Scholar. Doing so yielded less than 20 studies, 
many of which were exclusively qualitative studies (e.g., 
discourse analysis) and which did not explicitly focus on 
risks of Internet activity related to NSSI (e.g., discussed 
how individuals used language to describe NSSI). Only 
papers explicitly examining or reporting potential risks 
and benefits associated with online NSSI activity were 
retained (n = 7); this number is indicative of the early state 
of this emerging field and highlights the critical need for 
further empirical investigation in the area. When relevant, 
we also included unpublished research (e.g., manuscripts 
under review, peer-reviewed conference presentations).

Non-Suicidal Self-Injury in Youth
Non-suicidal self-injury (NSSI) is the direct, deliberate 
destruction of one’s own body (e.g., cutting, hitting or 
burning of the skin) in the absence of suicidal intent.13 
NSSI represents a salient mental health issue in adoles-
cents with consistent lifetime prevalence rates of 13.9 to 

21.4%13,  14 and an average of 13 incidents of NSSI occur-
ring in the most recent 12-months among those who have 
self-injured.15 NSSI may confer risk for suicide16, 17 and 
has numerous concomitants and risks, including: 
repeated NSSI, physical injury/scarring, dysregulated 
emotion, and various psychiatric symptoms (e.g., 
anxiety, depression).13 

Non-Suicidal Self-Injury, 
Youth, and the Internet
Youth and young adults have daily Internet access and 
engage in more online social networking and video shar-
ing than any other age group1, 18, 19 Since these age groups 
also have the highest NSSI rates,20 and adolescents who 
self-injure may engage in more online activity than those 
who do not self-injure, 5, 21 it is perhaps not surprising that 
there has been an influx of NSSI content online in recent 
years. In 2010, the International Society for the Study of 
Self-injury (ISSS) recognized the emergence of NSSI 
activity on the Internet and the importance of research 
in this area. Online communication about the impact 
of NSSI e-material has also received media attention. In 
2011 alone, there were over 400 news stories published 
globally, most of which focused on the impact this e-ma-
terial may have on those who access it.22 

Research indicates that the Internet may represent 
a preferred medium for otherwise isolated youth and 
young adults to communicate with others—namely, 
others who self-injure.9-12, 23, 24 One part of the Internet’s 
appeal stems from the anonymous nature of interaction 
it provides; indeed, research indicates that anonymous 
e-communication may hold particular appeal for those 
who experience psychological distress and other emo-
tional difficulties9, 12, 25, 26—many of the factors associated 
with NSSI risk.27

Benefits of Online NSSI Activity
The most commonly reported benefit associated with 
some online NSSI activity is that of social/peer support. 
Many youth and young adults who self-injure go online 
to share their NSSI experiences and connect with others 
who self-injure;10-12, 28 this may be particularly appealing 
to individuals who may not feel comfortable discussing 
their NSSI experiences offline.9, 10, 12  Furthermore, some 
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research suggests that individuals involved in NSSI e-com-
munities report reductions in NSSI behavior subsequent 
to joining these groups.28 In sum, there seem to be some 
advantages associated with some forms of online NSSI 
communication. To this end, more research is needed to 
determine the extent to which online NSSI activity has 
benefits and for whom. It will also be important to ascer-
tain what types of online activities have benefits as well 
as the nature of these benefits (e.g., the impact of social 
support on NSSI behavior). Although there may be some 
benefits associated with online NSSI activity, as discussed 
next, online NSSI activity may pose several risks.

Risks of Online NSSI Activity

Shared NSSI Experiences 
and NSSI Reinforcement:

As noted above, a substantial number of individuals 
share their NSSI experiences with others through per-
sonal websites, discussion boards, general e-communities 
(e.g., question-and-answer websites), and video-sharing 
websites.7-10, 12, 23, 24, 28, 29 Researchers have suggested that 
the manner by which some individuals share their 
NSSI experiences online may lead to reinforcement 
of the behavior for some individuals when this e-ma-
terial is repeatedly accessed.7, 9, 10, 12, 29, 30 This may also 
occur through virtual communication among those who 
self-injure. Indeed, bidirectional websites (e.g., discussion 
forums, video-sharing websites) permit users to not only 
access NSSI content, but to interact with other users 
about NSSI.7,10,12,29,30

Many NSSI experiences disclosed online contain 
detailed descriptions of NSSI that emphasize emotional 
pain and suffering without a recovery-oriented message 
about prognosis.9, 10 Oftentimes, NSSI is presented as an 
effective means to cope with distress.7, 9 In some cases, 
NSSI is discussed as not always painful and/or as an 
unstoppable addiction.9, 31 In other cases, NSSI may be 
justified7, 9 or even glamourized.7, 9, 10  Messages indicating 
that NSSI is not always painful and that little can be done 
to end NSSI may reinforce NSSI behavior by virtue of 
impeding the likelihood of help seeking.

In addition to sharing NSSI experiences via personal 
websites and message boards, many individuals share 
NSSI videos online. In a descriptive study examining 
the content of NSSI videos collected at one time point 

in December, 2009 on YouTube,10 researchers examined 
50 videos with a live person (i.e., character videos) and 
50 with no live person (i.e., non-character videos). Col-
lectively, these 100 videos represented the most viewed 
NSSI videos on YouTube (at the time of the study), with a 
total view count exceeding two million. These videos were 
favorably rated, as indicated by ratings from the commu-
nity of users who watched them. The majority of NSSI 
videos had what the researchers referred to as “informa-
tional” (i.e., presented NSSI facts) and/or “melancholic/
hopeless” (i.e., emphasized emotional pain) messages. 
Almost all non-character videos presented graphic NSSI 
photography, and 14 (of the 50) character videos depicted 
in-action NSSI. With over 5,000 total videos at the time 
of the study, “melancholic/hopeless” videos about NSSI 
that present graphic imagery may not only be frequently 
viewed, but widely accessible. Similar to text-based NSSI 
websites, content in online NSSI videos may reinforce 
NSSI if they are repeatedly viewed by reinforcing the 
notion that NSSI is a viable response to distress and one 
that is difficult to overcome.

In a follow-up study, the content of viewers’ com-
ments to these NSSI videos were examined as an index 
of viewer response.30  Most responses consisted of viewers 
sharing their own NSSI experiences; many responses also 
validated and/or praised uploaders for their videos. Few 
discussed or mentioned NSSI recovery; most comments 
indicated that the individual was still injuring. Taken 
together, multiple messages discussing NSSI experiences 
without an emphasis on recovery may reinforce NSSI for 
those who access these comments. Moreover, convergent 
responses offering praise and validation to videos that are 
“melancholic/hopeless” and that contain graphic NSSI 
imagery may further reinforce NSSI—for uploaders 
as well as those who read these comments and view 
these videos.

The extent to which NSSI is reinforced through 
online NSSI activity merits research attention; indeed, 
this is a critical issue to address, as outlined by several 
researchers in this growing field.7, 9, 10, 12 Research in this 
area should investigate the nature of the relation between 
online activity related to NSSI and NSSI thoughts and 
behavior. In particular, it will be important to exam-
ine whether different online activities (e.g., accessing 
material, uploading material), and materials (e.g., text, 
imagery) associate with continued NSSI and perceptions 
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of recovery (e.g., viewing recovery as possible, wanting 
to recover).

Shared NSSI Strategies 
and Reinforcement
On many websites and e-forums, NSSI methods and tips 
about how to conceal the behavior are shared between 
users.9, 12  First-aid tips are also shared, including ways 
to prepare oneself for NSSI (e.g., cleaning a razor) and 
how to tend to wounds after NSSI (e.g., how to clean a 
wound).9 Adolescents who self-injure and who access this 
material may therefore be exposed to learning new ways 
to self-injure, how to prepare for and carry out NSSI, 
and how to hide this from others (e.g., friends, family). 
This may thwart the likelihood of help seeking for some 
individuals. It may also engender the belief that help is 
not needed for NSSI. Thus, in addition to youth learning 
new NSSI-related strategies the nature of this content 
may reinforce NSSI. Similar to the above noted need to 
examine the phenomenon of NSSI reinforcement, the 
impact of sharing NSSI strategies should also be studied 
further. For example, it will be important to understand 
whether some youth are more influenced by these strat-
egies and whether this associates with aspects of NSSI 
behavior (e.g., using new methods to injure).

Triggering NSSI Urges
Many websites and e-communities post trigger-warn-
ings.9, 10 These warnings are intended to warn users that 
website content may trigger NSSI. That is, as a result of 
accessing NSSI content, individuals may experience emo-
tional upset, and with that, an increased urge to injure; in 
turn, this may lead to NSSI engagement. Recent findings 
provide initial support for this. In a content analysis of 
personal NSSI websites, several individuals reported 
on their website that they experienced NSSI urges and 
even self-injured pursuant to seeing NSSI imagery or 
reading graphic NSSI descriptions.9  In another study 
examining users’ responses to NSSI photographs shared 
within an e-forum, some individuals reported that seeing 
NSSI images triggered them and/or would trigger others 
to self-injure whereas others reported that the images 
were not triggering.32 Thus, although online activities as 
a whole have not been proven to result in self-injury for 
all viewers, collectively, these findings provide preliminary 
support for the widespread clinical assumption that some 

people are triggered by graphic NSSI material. Moreover, 
these findings indicate the need to further explore how 
people may be differentially impacted by NSSI images 
(e.g., who is impacted, how people are impacted).

In summary, it is likely that many individuals who 
self-injure also engage in online activities related to 
NSSI. Despite the mentioned benefits associated with 
these online activities (e.g., support from others, reports 
of reduction of NSSI), there are also potential risks 
(e.g., maintenance of the behavior, triggering material). 
Therefore, it is important for clinicians who work with 
adolescents who self-injure to consider online activity 
in assessment and treatment contexts, at least to assess 
the possible benefit or harm for the particular client—a 
sentiment echoed in calls from researchers to assess 
Internet activities of youth who self-injure in clinical con-
texts.7-9, 12, 29 Although some general guidance strategies 
have been offered,8, 29 to date, there is a lack of detailed 
guidelines pertaining to how Internet activities could be 
assessed and monitored. An assessment rubric is provided 
below for professionals working with youth who engage 
in NSSI concerning their online activities. Of course, the 
focus on assessing, monitoring and intervening around 
online activities is done within the broader context of 
the overall functioning of the youth. It is important to 
acknowledge that due to the limited research in the area, 
these guidelines are tentative but empirically informed 
and derived from research examining approaches used 
to manage NSSI227, 33 and problematic online behavior 
among youth.34

Orientation for Clinical Work
When working with youth who engage in NSSI, the 
scope and nature of the patient’s online activities must 
be addressed. However, the precise manner of how to 
comprehensively assess such online activities is rarely 
addressed within the literature. Below, the essentials of 
assessment, intervention, and monitoring are described.

First, in order to effectively interact with youth 
regarding their online NSSI activities it is important to 
have a general awareness and understanding of the nature 
of possible online activities, including general knowledge 
of the language typically used by youth when describ-
ing these activities. Although the majority of youth are 
extremely knowledgeable about the diversity of potential 
online activities, some clinicians may be less aware;29 this 
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may make assessing and monitoring these activities very 
difficult. These activities fall within the broad categories 
of Community, Social Networking, and Video/Photo 
Sharing websites. It is important to acknowledge that 
these activities may overlap; for example, community 
websites may also have space for photo sharing. Further-
more, it is essential for clinicians to have knowledge of 
the language specific to these activities in order to have 
credibility with youth. Table 1 provides descriptions 
of the different types of activities within each website 
category (including example websites), with suggested 
assessment questions associated with these activities. 
These questions tap into important information and 
provide clinicians with examples of appropriate, contem-
porary language for assessing online activities. Clinician 

familiarization and exploration of activities and websites is  
recommended.

A second consideration when working with youth 
around their online NSSI activities is the pervasiveness 
of online activities in their lives and the discrepancy in 
perspectives regarding online activities between adoles-
cent culture and that of many mental health professionals. 
Online activities are an intrinsic part of adolescents’ lives 
and the use of e-communities and social networking 
sites for social support concerning any issue is common-
place, whereas for many mental health professionals 
the pervasiveness of online activities in the lives of their 
patients is not necessarily relevant, understandable, or 
recommended. Indeed, for a large number of youth, 
online interactions are (a) an inherent part of their cul-
ture, (b) highly accessible and available, and (c) often 

Table 1 
Internet Factsheet: NSSI Related Activities

 Community Websites Social Networking Websites Video/Photo Sharing Websites

Terms Chat Forum: Space dedicated 
to real time chat among 
individuals who are accessing 
the website. 
Moderated: Content and 
membership on website is 
controlled and regulated by 
creator. 
Discussion Forum (message 
board): online space where 
users can openly exchange 
information and opinions 
regarding a common interest/
theme. 
e-communities: electronic 
community/social network of 
users who share a common 
interest. 
Peer driven: Created and 
moderated by a non-
professional. 
Professionally driven: Created 
and moderated by a mental 
health professional.

• Facebook:
Friends: People you connect and share profile 
information with. 
Post: Public sharing of information on a wall. 
Profile: User space containing personal 
information, online exchanges and photos. 
Wall: User profile space where friends can post 
and share information.
• MySpace:
Blog: A personal journal created by user.
• Twitter:
Followers: size of audience following individual’s 
tweets/profile. 
Tweet: real time information sharing in 140 
characters or less
• General (common terms found across 

all social networking websites).
Group: collection of individuals who keep in touch 
surrounding a particular theme. 
Instant chat/messaging (IM): Live, real time chat 
that occurs in present time between members. 
Members: individuals who join a group 
Messages: Private exchange of material (e.g., 
messages, photos). 
Public vs. Private group: Membership required.

Account: viewer to verify they are a 
mature audience (18 years and older). 
Character : Videos containing live 
individual(s) 
Comments: Public remarks/observations 
posted by video viewers pertaining to a 
specific video. 
Non-Character : Videos containing visual 
representations such as images, video stills, 
and/or text. 
Subscribe: To receive updates when a 
specific video uploader posts new videos. 
Top Favorited: A user indicates a specific 
video is their preferred. 
Video Uploader: User who creates and 
shares videos. 
Video view count: Number of video 
views, also referred to as “hits”.

Examples http://self-injury.net* 
http://www.psyke.org/*

http://www.facebook.com 
http://www.myspace.com 
http://www.twitter.com 
(account needed to access groups)

http://www.youtube.com 
http://www.flickr.com

 
Note: * websites are examples and are not suggested as recommendations.
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very enjoyable. Because online activities are so accepted, 
pervasive, and rewarding it may be very challenging to 
stop them—even when assessment suggests they may 
be harmful. Thus, the assessment, intervention, and 

monitoring of this behavior is complex and cannot be 
avoided by simply asking the patient to stop all online 
activities.

Table 2 
Recommended Questions about Online Activity

I. Activity Type

 Review log: What type(s) of activities do you engage in online activities, concerning NSSI (Informational, interactive, social networking, and video viewing/
sharing/posting)?

 Community

  What are the resources available?

  Is this website professionally or peer driven? Moderated?

  What specific activities do you engage in on these websites (live chat, posting, information seeking)?

 Social Networking

  What social networking websites are you affiliated with?

  Do you have friendships/connections with people online surrounding NSSI?

   If yes, what is the nature of the relationship(s)

   If yes, what is the nature of the relationship(s)

  Are you a member of any group related to NSSI?

   If yes, what are the themes surrounding that group (against NSSI, pro NSSI, neutral)?

   If yes, is this group public or private?

   If yes, is it moderated?

  Are there any visual representations of NSSI among these groups?

  What specific activities do you engage in on these websites (live chat, messaging, posting, information seeking)

 Video/Picture Sharing

  What specific websites do you visit?

  Do you create videos/photos related to NSSI?

   If yes, discuss themes/content of videos created.

   If yes, are these videos character or non-character videos?

   If yes, what purpose does creating these videos serve (creative outlet)?

  What types of videos/photos do you watch?

  Are these character or non-character videos?

  What are the general themes in these videos (against NSSI, pro NSSI, neutral)?

  Do these videos present visual presentations of NSSI?

   If yes, are these visual presentations accompanied by a warning?

  Are these visual presentations of NSSI triggering?

   If yes, discuss nature, intensity and degree of triggering material.

  What other specific activities do you engage in on these websites (messaging, commenting, following channels)?

II. Frequency

 Review log: Discuss frequency of NSSI online activities (explore usage, during week and weekend).

III. Functional Assessment of NSSI behaviours in relation to Internet activities

 Review log: When/why did you first start engaging in NSSI online activities? Explore first episode.

  Has your self-injury increased/decreased/remained the same since you began engaging in NSSI online activities?

  What are events/interactions, thoughts, and feelings that preceded/occur during/follow the online activity?

  Do you self-injure before/after engaging in NSSI online activities?

   If yes, explore online activities that may confer/reduce NSSI risk.
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Assessment
Assessment of NSSI online activities should follow a 
basic Functional Assessment approach. Here, youth 
should be asked to keep their own weekly log (i.e., 
between sessions) to record all of their online activi-
ties. Specifically, the youth should record: (a) events/
interactions, thoughts, and feelings that preceded the 
online activity, (b) the events/interactions online and 
the thoughts and feelings during the online activity, 
and the (c) events/interactions, thoughts, and feelings 
following the online activity. During the next session a 
broad assessment of online activities can be conducted 
using the Recommended Questions about Online Activ-
ity Section I-Activity Type (Table 2), to explore the type 
of activities enacted. Completing the broad assessment of 
activities will establish the types of activities, interactions, 
and material accessed by the adolescent. This may reveal 
obvious potential triggers for harm, or may suggest a 
source of support for the youth regarding their recovery 
attempts. It is important, however, to not limit the assess-
ment to the exploration of activity-type as adolescents 
may not accurately report, or be aware of, the effects of 
their online activities on thoughts and mood.

Next, a brief assessment of the frequency, duration, 
and time of day of online activities (cumulatively, includ-
ing all activities) fosters awareness of the extent of the 
exposure. If it becomes clear online behaviors are disrupt-
ing daily life activities (e.g., school, sleep, eating), this is 
an added concern. Finally, a review of the functional log 
is essential to understand the function of the online activi-
ties and to effectively evaluate the potential harm/benefits 
of the behavior to the youth. Evaluating possible anteced-
ents contributing to the youth seeking out unhealthy 
online activities is useful when reviewing the function 
log, however, a natural limitation of having a client use a 
functional assessment to record their online activities is 
the potential problems with self-report accuracy. While 
determination of potential harm is a central factor in the 
log analysis, it is important to recognize that, for some 
youth, online activities may provide much needed sup-
port. Clinicians need to be cautious in assuming that all 
online activities will pose harm. If the functional analysis 
reveals behaviors that are clearly impeding the youth from 
recovery then intervention to change the online activities 
is needed.

Intervention
As indicated earlier, altering online activities in youth 
may be extremely challenging. Asking the youth to stop 
engaging in the online activities may result in the behav-
ior becoming secretive, which compromises treatment. 
It is recommended that the first step in attempting 
to change the behavior is to assess the readiness 
for change using the stages of change model.35 The 
stages of change approach has been used for the treat-
ment of Internet addiction [e.g., 34, 36] and may be 
useful in approaching youth who are deeply invested in 
online NSSI activity. A particularly helpful aspect of 
this approach is motivational interviewing, which 
enhances the youth’s desire to change his/her online 
activities. Although motivational interviewing has not 
been used directly to alter online NSSI activities, Kress 
and Hoffman33 have used it to increase motivation to 
change amongst individuals who self-injure; it has also 
been used to increase motivation to change among indi-
viduals with Internet addiction.34 

In seeking to effect change in online NSSI activi-
ties of youth it is suggested that beyond encouraging 
offline activities, substituting healthier online activi-
ties may be more effective than attempting to elimi-
nate online activities altogether. Redirecting youth to 
healthier online activities with continued monitoring 
of the effects of these activities through the log review 
is recommended with the goal of establishing a pattern 
of online behaviors that is beneficial (and not harmful/
triggering) to the youth. From here, each session should 
include a brief probe concerning online activities, which 
can be integrated as a part of the overall assessment of 
the youth’s functioning. Sudden changes in online activ-
ities may signal a change in the adolescent’s emotional 
wellbeing.

Establishing a healthy online behavior repertoire is 
significantly aided by providing a list of recommended 
NSSI websites. Recently, in response to their research 
examining online NSSI activity by adolescents and young 
adults, two of the authors developed an outreach website 
to address concerns about the risks associated with online 
NSSI activity. This website, Self-injury Outreach and 
Support, provides empirically based NSSI information 
and helpful recovery-focused resources to those who 



L003403 : Non-Suicidal Self-Injury, Youth, and the Internet: What Mental Health Professionals Need to Know   

290

self-injure, those who have recovered, caregivers and fam-
ilies, friends, teachers and the health professionals who 
work with individuals who self-injure. Other websites also 
provide excellent NSSI resources. Table 3 outlines these 
websites. As online activities change and new websites 
emerge, it is suggested that clinicians develop a list of 
recommended activities that are regularly updated for 
distribution to clients.

Summary
Research conducted over the past several years has 
helped to advance knowledge about the nature of NSSI 
content and communication on the Internet. Although 
there may be some benefits associated with some online 

NSSI activity, there are a number of risks meriting the 
attention of mental health professionals who work with 
adolescents who self-injure. When working with youth 
who engage in both NSSI and related online behavior, 
it is important to conduct a comprehensive assessment 
to gain insight into the types and extent of activities and 
their corresponding antecedents and consequences. A 
Functional Assessment can help determine what may be 
reinforcing about the youths’ online activity and how this 
may impact NSSI. From here, approaches rooted in the 
stages of change model35 and motivational interviewing33, 

35, 36 may be particularly useful when monitoring these 
activities, reducing the impact of more pernicious online 
material, and helping adolescents who self-injure develop 
healthier online behaviors. 

Table 3 
Websites Providing NSSI and Mental Health Resources

 Recommended Activities Resources Available

Community 
Websites

• Self Injury Outreach and Support 
SIOS 
http://sioutreach.org 
Highlights: Information for those who self-injure, parents, teachers, 
peers, partners, mental health and medical professionals, sharing of 
NSSI recovery stories, various NSSI resources.

• Cornell Research Program on Self-Injurious Behaviour 
CRPSIB 
http://www.crpsib.com/ 
Highlights: Research publications, resources, factsheets, video 
presentations on treatment

• Self Abuse Final Ends (SAFE)SAFE Alternatives 
http://www.selfinjury.com/ 
Highlights: Admission, treatment and referral information, resources, 
moderated blog, materials for mental health professionals.

• Self Injury Foundation 
SIF 
http://www.selfinjuryfoundation.org/ 
Highlights: Up to date news about self-injury, volunteering 
possibilities, moderated blog, resources, research publications.

• Professionally driven websites that offer information 
and credible resources concerning self-injury.

• All material is moderated and websites are void of 
triggering material.

• Psychoeducational material, support, and resources 
available for individuals who currently self-injure and 
who have recovered, as well as their friends and 
family.

• Coping resources for individuals who self-injure
• Resources (i.e., factsheets and research articles) also 

available for mental health professionals.
• Websites also promote awareness and advocacy 

regarding self-injury.

Social 
Networking 
Websites

• Activities and specific videos are not recommended • The nature of social networking websites does 
not guarantee that uploaded/shared content (i.e., 
discussions, real time chat exchanges, photos, videos) 
is moderated; therefore some material may be 
triggering and/or NSSI-reinforcing.
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 Recommended Activities Resources Available

Video/Picture 
Sharing 
Websites

• Activities and specific videos are not recommended. • The nature of video and photo sharing websites 
exposure users to a wide array of NSSI videos that 
may vary in content. The nature of video/photo 
sharing websites do no guarantee that posted 
videos and photos are moderated, and they may 
contain NSSI imagery and content that may serve be 
triggering and/or NSSI-reinforcing.

• Comments and public exchanges regarding posted 
videos/photos are also typically not moderated and 
may also contribute to NSSI reinforcement

General 
Mental Health 
Websites

• Reach out* 
http://au.reachout.com// 
Highlights: An Anonymous help-line website for youth. Contains 
diverse information, stories, videos, blogs, and forums regarding 
many issues including mental health difficulties, self-injury, alcohol 
and drugs, family and relationships, independence, loss and grief, 
physical health issues, safety and violence, school, sex and pregnancy, 
and sexuality.

• Mind Your Mind* 
http://mindyourmind.ca/ 
Highlights: Designed specifically for youth and young adults 
regarding general mental health issues. Treatment/outreach 
information, personal stories, videos, music, discussion boards, an 
online community, coping tools and interviews.

• Teen Central.Net* 
http://www.teencentral.net 
Highlights: Anonymous help-line website for youth regarding 
physical and mental health issues. Safe sharing is ensured by being 
professionally created and moderated, and an account is required 
by all members. Personal stories, links to teen help-line, and youth 
friendly health care videos. Parental resources also available.

• Mayo Clinic 
http://www.mayoclinic.com/ 
Highlights: An online health community designed to provide health 
information about a number of diseases and conditions including a 
definition, symptoms, causes, risk factors, complications, preparing 
for your doctor appointment, tests and diagnosis, treatments 
and drugs, lifestyle and home remedies, coping and support, and 
prevention.

• Teen Mental Health 
http://teenmentalhealth.org/ 
Highlights: Comprehensive information available for health 
professionals, school mental health educators, families and youth 
regarding mental health issues. Content includes psychoeducational 
materials, video presentations (virtual classrooms) and personal 
story sharing.

Table 3 
Websites Providing NSSI and Mental Health Resources (Continued)
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Multiple-Choice Questions

77. The most commonly reported benefit associated with some online non-suicidal self-injury (NSSI) 
activity is that of: 

A. social/peer support. 

B. insight into methods of harm.

C. reduction in NSSI attempts.

D. None of the above.

78. Interventions mentioned in the lesson include all of the following, except:

A. the stages of change model.

B. attempting to eliminate online activities. 

C. motivational interviewing.

D. substituting healthier online activities.
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This valuable take-home reference translates evidence-based, continuing medical education research 
and theory, acquired from reading the associated CME lesson, into a step-wise approach that reviews 
key learning points for easy assimilation into your armamentarium of knowledge and daily practice.

CME Lesson Overview
Research indicates that many youth who self-injure go online to connect with others who self-injure and view 
others’ non-suicidal self-injury (NSSI) experiences and share their own through text and videos platforms. 
Although there are benefits to this behavior in terms of receiving peer support, these activities can introduce 
these young people to risks that mental health professionals need to know to effectively assess adolescents’ 
online activity. This article offers research informed clinical guidelines for the assessment, intervention, and 
monitoring of online NSSI activities. 

Key Point 1: Assessment of 
Online NSSI Activity

The Functional Assessment approach helps 
youth to record their own online activities, 
interactions, thoughts, and feelings pre-
ceding the online activity, during the online 
activity, and following the activity. Assess-
ment of the type, frequency, duration, 
and time of day of online activity provides 
awareness of the extent of exposure. 

Key Point 2: Possible Benefits and 
Risks of Online NSSI Activity

Common benefits reported with some 
online NSSI activity includes that of social/
peer support. Research also suggests that 
individuals involved in NSSI e-communi-
cations report reductions in NSSI behav-
iors subsequent to joining these groups. 
Nonetheless, research supports that the 
manner in which youth share their NSSI 
experiences online may lead to reinforce-
ment of the behavior in some individuals 
when the material is repeatedly accessed. 
NSSI experiences disclosed online contain 
detailed descriptions that emphasize emo-
tional pain and suffering without a recov-
ery-oriented message and may reinforce 
the notion that NSSI is a viable response to 

distress. Shared methods of how to conceal 
the behaviors between users further com-
plicates assessment and treatment. 

Key Point 3: Interventions 
with Youth with NSSI

The first step in attempting to change be-
havior is to assess the readiness to change. 
In youth with NSSI behaviors, motivational 
interviewing enhances their desire to 
change their online activities. Substituting 
healthier online activities may be more ef-
fective than attempting to eliminate online 
activities altogether. Further, providing 
a list of recommended NSSI websites to 
youth will help divert them from harmful 
online sites. 

Key Point 4: More Research Needed 
on NSSI and the Internet

The Internet can be a medium that aids 
youth who engage in NSSI behaviors, how-
ever it also poses risks and clear challenges 
as well. More research is needed to study 
youth in this population and determine the 
impact of sharing NSSI strategies and the 
extent to which online NSSI activity may 
benefit youth in this population. 
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