




















THE PSYCHOTHERAPIST’S GUIDE TO PSYCHOPHARMACOLOGY







[image: image]










Copyright © 1990 by The Free Press


A Division of Macmillan, Inc.


All rights reserved. No part of this book may be reproduced or transmitted in any form or by any means, electronic or mechanical, including photocopying, recording, or by any information storage and retrieval system, without permission in writing from the Publisher.


The Free Press
A Division of Macmillan, Inc.
866 Third Avenue, New York, N.Y. 10022
www.SimonandSchuster.com


Maxwell Macmillan Canada, Inc.
1200 Eglinton Avenue East
Suite 200
Don Mills, Ontario M3C 3N1


Macmillan, Inc. is part of the Maxwell Communication Group of Companies.


Printed in the United States of America


printing number


4   5   6   7   8   9   10


Library of Congress Cataloging-in-Publication Data


Gitlin, Michael J.


The psychotherapist’s guide to psychopharmacology / Michael J. Gitlin.


p.   cm.


Includes bibliographical references.


ISBN 0-02-911781-X


ISBN-13: 978-0-029-11781-1


eISBN-13: 978-1-439-13668-3


1. Psychopharmacology. 2. Psychotherapists. I. Title.


[DNLM:   1. Mental Disorders—drug therapy.   2. Psychotropic   Drugs—pharmacology.   3. Psychotropic Drugs—therapeutic use.]


RM315.G57   1990


616.89′18—dc20


DNLM/DLC


for Library of Congress   90-1734


CIP







To my mother, Beatrice Gitlin, who showed me the value of sensitivity and to the memory of my father, Hyman Gitlin, M.D., who demonstrated the art of being a physician








Contents



List of Illustrations and Tables


Preface


Acknowledgments


SECTION ONE
[image: image]


1. Diagnosis and Treatment: Basic Principles


Descriptive Psychiatry and DSM-III-R


Pharmacotherapy and Its Implications for Other Therapies


Evaluating Treatments: The Meaning of the Word Effective


Goals of Pharmacotherapy


Who Should Have a Medication Consultation?


SECTION TWO
[image: image]


2. Biological Basis of Psychopharmacology


Neurons and Neurotransmission


Neurotransmitters and Receptors


How Medications Work


Neurotransmitters That Help Regulate Mood and Behavior


Biological Hypotheses of the Major Psychiatric Disorders


Mood Disorders


Schizophrenia


Anxiety


SECTION THREE
[image: image]


3. Mood Disorders


Diagnosis


Major Depression


Bipolar Disorder


Natural History, Epidemiology, and Genetics


Presentations of Mild Mood Disorders


Dysthymia


Cyclothymia


Atypical Depression/Hysteroid Dysphoria


Postpartum Depression


Medical Differential Diagnosis and Evaluation


Medications Causing Depression


Laboratory Evaluation


Psychiatric Differential Diagnosis


Depression


Mourning


Demoralization


Personality Disorders


Adjustment Disorder with Depressed Mood


Premenstrual Syndrome


Dementia Syndromes


Mania


Psychopharmacological Treatment


Acute Treatment of Major Depression (Unipolar Depression)


Cyclic Antidepressants


Monoamine Oxidase (MAO) Inhibitors


Lithium


Alprazolam


Electroconvulsive Treatment (ECT)


Light Therapy


Strategies Used in Treatment-Resistant Depressions


Continuation Treatment of Unipolar Depression


Maintenance Treatment of Unipolar Disorder


Bipolar Depression—Acute and Continuation Treatment


Treatment of Acute Manic Episodes


Continuation Treatment of Manic or Hypomanic Episodes


Maintenance Treatment of Bipolar Disorder


4. Anxiety Disorders and Insomnia


Diagnosis


Natural History, Epidemiology, and Genetics


Medical Differential Diagnosis


Medical and Laboratory Evaluation


Psychiatric Differential Diagnosis


Psychopharmacological Treatment


Acute Treatment of Panic Disorder


Continuation and Maintenance Treatment for Panic Disorder


Generalized Anxiety Disorder


Continuation and Maintenance Treatment of Generalized Anxiety


Social Phobia


Obsessive Compulsive Disorder


Post-traumatic Stress Disorder


Insomnia


Diagnosis


Treatment


5. Schizophrenia and Related Disorders


Diagnosis


Subtypes of Schizophrenia


Natural History, Epidemiology, and Genetics


Disorders Related to Schizophrenia


Schizophreniform Disorder


Schizoaffective Disorder


Delusional Disorder


Schizotypal Personality Disorder


Medical Differential Diagnosis


Laboratory Evaluation


Psychiatric Differential Diagnosis


Psychopharmacological Treatment


Psychopharmacological Treatment of Acute Schizophrenia


Alternative Treatments of Acute Schizophrenia


Acute Treatment of Schizoaffective Disorder


Continuation Treatment of Acute Schizophrenia


Maintenance Treatment of Schizophrenia


Maintenance Treatment of Schizoaffective Disorder


Treatment of Depressed Schizophrenics


6. Disorders of Impulse Control: Eating Disorders, Drug and Alcohol Abuse, and Adult Attention Deficit Disorder (ADD)


Eating Disorders


Anorexia Nervosa


Bulimia Nervosa


Adult Attention Deficit Disorder


Psychopharmacological Treatment


Alcohol and Drug Abuse


Alcohol Abuse


Cocaine Abuse


Opiate Abuse (Heroin and Narcotic Analgesics)


Other Drugs


7. Personality Disorders


Diagnosis


Subtypes


Cluster A: The Odd or Eccentric Personality Disorders


Cluster B: The Emotional, Chaotic Personality Disorders


Cluster C: The Anxious and Fearful Personality Disorders


Natural History, Epidemiology, and Genetics


Psychopharmacological Treatment of Personality Disorders


Psychopharmacological Treatment of Specific Personality Disorders


Cluster A: Odd or Eccentric Personality Types


Cluster B: Emotional or Chaotic Personality Types


Cluster C: Anxious or Fearful Types


8. Treatment of Special Age-Groups: Childhood/Adolescence, the Elderly, and Pregnant Women


Child and Adolescent Disorders


Mood Disorders


Diagnosis


Pharmacotherapy


Psychotic Disorders


Diagnosis


Pharmacotherapy


Anxiety Disorders


Diagnosis


Pharmacotherapy


Attention Deficit Disorder


Diagnosis


Pharmacotherapy


Sleep Disorders


Diagnosis


Pharmacotherapy


Behavioral Conditions


Ennresis


Conduct Disorder


Aggressive, Destructive Behavior in Mentally Retarded Children


Tourette’s Disorder


Diagnosis


Pharmacotherapy


Geriatric Disorders


Pharmacotherapy for Common Disorders


Mood Disorders


Psychotic Disorders


Anxiety Disorders and Insomnia


Medications Used in Treating Dementias


Medications During Pregnancy


SECTION FOUR
[image: image]


9. Antidepressants


History


Cyclic Antidepressants


Clinical Uses


Biologic Effects


Choosing a Cyclic Antidepressant


Techniques for Prescribing


Side Effects


Second-Generation Antidepressants


Monoamine Oxidase (MAO) Inhibitors


Clinical Uses


Panic Disorder


Biologic Effects


Choosing a Medication and Techniques for Prescribing


Food and Drug Interactions


Other Side Effects


10. Lithium and Other Mood Stabilizers


Lithium


History


Clinical Uses


Biologic Effects


Techniques for Prescribing


Side Effects


Lithium’s Effects on Thyroid and Kidneys


Lithium Toxicity


Other Mood Stabilizers


Carbamazepine


Clinical Uses


Biologic Effects


Techniques for Prescribing


Side Effects


Valproate


Clinical Uses


Biologic Effects


Techniques for Prescribing


Side Effects


11. Antianxiety Medications and Hypnotics


History


Benzodiazepines


Clinical Uses


Biologic Effects


Choosing a Benzodiazepine


Techniques for Prescribing


Benzodiazepine Withdrawal


Other Side Effects


Buspirone


Nonbarbiturate Sedatives and Hypnotics


Barbiturates


L-Tryptophan


Antihistamines


Clonidine


Beta-blockers


12. Antipsychotics


History


Clinical Uses


Biologic Effects


Choosing an Antipsychotic


Techniques for Prescribing


Side Effects


Acute Side Effects


Acute Dystonia


Extrapyramidal Symptoms


Neuroleptic Malignant Syndrome


Other Side Effects


Tardive Dyskinesia


Antiparkinsonian Medications


13. Electroconvulsive Therapy (ECT); Stimulants


ECT


Clinical Uses


Mechanisms of Action


Techniques of Administration


Side Effects


Stimulants


Clinical Uses


Mechanisms of Action


Techniques of Administration


Side Effects


SECTION FIVE
[image: image]


14. The Split Treatment Model: Interactions Between Psychotherapy and Pharmacotherapy


Early Models, Early Problems


Psychotherapy/ Pharmacotherapy Interactions: Theoretical Issues


Therapeutic Split Model


Advantages of the Split Model


Disadvantages of the Split Model


Psychodynamics of Psychopharmacology


Patient Education


Medication Compliance: Intra- and Interpersonal Factors


Technical Aspects of Split Treatment


Choosing a Psychopharmacologist


Finding a Psychopharmacologist in Your Community


The Consultation Process


The Initial Consultation


Working in an Ongoing Split Treatment


Appendix: Psychiatric Medications


Further Reading


References


Index





List of Illustrations and Tables



ILLUSTRATIONS
 


[image: image]


2-1 The Synapse 18


2-2 Receptor Sites 20


2-3 How Medications Work 21


9-1 Cyclic Antidepressants as Reuptake Blockers 210


9-2 Typical Tricyclic Structure 213


9-3 New Heterocyclic Antidepressant Structure 213


9-4 Therapeutic “Window” for Nortriptyline Plasma Levels 216


11-1 Benzodiazepine Receptor 266


11-2 Benzodiazepine Receptor Agonist and Antagonist 268


12-1 Dose/Response Relationship for Antipsychotics in Schizophrenia 300


TABLES
 


[image: image]


1-1 Clinical Characteristics That Should Suggest a Psychopharmacological Consultation 12


3-1 Diagnostic Criteria for Major Depressive Episode 37


3-2 Diagnostic Criteria for Major Depressive Episode, Melancholic Type 38


3-3 Diagnostic Criteria for Manic Episode 41


3-4 Medical Disorders That May Cause Depressive Syndromes 51


3-5 Antihypertensives Associated with Depression 54


3-6 Differentiating Pseudodementia (of Depression) from Dementia 58


3-7 Distinguishing Hypomania from Happiness 59


3-8 Psychopharmacological Treatment Options for Depression 61


3-9 Factors Used in Choosing a Specific Cyclic Antidepressant 62


3-10 Factors Used in Deciding to Prescribe a Monoamine Oxidase Inhibitor 65


3-11 Factors Used in Considering a Maintenance Treatment in Unipolar and Bipolar Mood Disorders 72


3-12 Treatments for Mania and Bipolar Disorder 75


4-1 Diagnostic Criteria for Panic Disorder 81


4-2 Medical Disorders and Drugs That May Cause Anxiety Disorders 87


4-3 Advantages and Disadvantages of Antipanic Medications 93


4-4 Medications for Generalized Anxiety 98


4-5 Common Causes of Insomnia 107


5-1 Diagnostic Criteria for Schizophrenia 115


5-2 Diagnostic Distinctions Among Disorders with Both Mood and Psychotic Symptoms 127


5-3 Alternative Treatments of Acute Schizophrenia 133


6-1 Guidelines for Considering Medications in Treating Bulimia 145


6-2 Medications for Attention Deficit Disorder in Adults 148


7-1 Diagnostic Criteria for Borderline Personality Disorder 167


7-2 Medication Strategies for Personality Disorders 172


8-1 Commonly Used Medications in Child and Adolescent Psychiatry 180


8-2 Diagnostic Criteria for Attention-deficit Hyperactivity Disorder 188


8-3 Special Considerations in the Diagnosis and Psychopharmacological Treatment of the Elderly 195


9-1 Disorders for Which Cyclic Antidepressants Are Useful 205


9-2 Effects of Cyclic Antidepressants on Neurotransmitter Systems 209


9-3 Cyclic Antidepressants 212


9-4 Antidepressants for Which Therapeutic Blood Levels Are Established 215


9-5 Common Side Effects of Cyclic Antidepressants 220


9-6 Other Side Effects of Cyclic Antidepressants 221


9-7 Disorders for Which MAO Inhibitors Are Useful 226


9-8 Monoamine Oxidase Inhibitors 227


9-9 Food Restrictions for Patients on MAO Inhibitors 234


9-10 MAO Inhibitors—Medications to Avoid 236


9-11 Common Side Effects of MAO Inhibitors 237


10-1 Disorders for Which Lithium Is Useful 242


10-2 Lithium Preparations 246


10-3 Situations in Which Lithium Levels Should Generally Be Checked 248


10-4 Lithium Side Effects 249


10-5 Signs of Lithium Toxicity 253


11-1 Disorders for Which Benzodiazepines Are Useful 263


11-2 Benzodiazepines 269


11-3 Characteristics of Benzodiazepines 270


11-4 Possible Symptoms of Benzodiazepine Withdrawal 275


11-5 Factors Predicting Benzodiazepine Withdrawal Symptoms 276


11-6 Side Effects of Benzodiazepines 278


12-1 Disorders for Which Antipsychotics Are Useful 289


12-2 Antipsychotics 295


12-3 Antipsychotic Dosage Equivalence 297


12-4 Side Effects of Antipsychotics 301


12-5 Antipsychotic Classes and Their Likelihood to Cause Common Side Effects 302


12-6 Antiparkinsonian Medications 310


13-1 Disorders and Situations for Which ECT Is Beneficial 313


13-2 Stimulants 321


14-1 Considerations in Choosing a Psychopharmacologist 343





Preface



With the emergence of medications as viable treatment options for psychiatric/psychological disorders, an unfortunate split has developed between those who prescribe medications—psychiatrists—and those who do not—nonphysician therapists and some psychoanalyst physicians. Widening the split is the lack of accessible information that might close the gap and promote improved communication between the two groups. The problem is not a dearth of psychopharmacology textbooks. These are abundant but are written (with rare exceptions) for professionals who are already familiar with psychiatric disorders and who already have some experience in prescribing medications. For those therapists who have neither training nor experience in the medical model, these textbooks can be alienating in their use of technical language and assumption of basic knowledge of biological aspects of psychiatry.


The purpose of this book is to bridge the gap, to provide a source of information about the medical aspects of modern psychiatry to therapists who cannot or do not often prescribe psychotropic medications. It is written for clinical psychologists, social workers, marriage and family counselors, clinical nurse therapists, and those psychiatrists whose knowledge of psychopharmacology is not up to date or extensive. Some family practitioners or internists may also find it useful. I have attempted to utilize nontechnical language. Some terms derived from the world of medicine, biology, and science, however, are inevitable and are defined when introduced.


It seems useless to describe medication treatments for disorders that may not in all cases be familiar to readers. Therefore a significant portion of the book is devoted to describing disorders for which medications are prescribed. With rare exception, I have drawn on the Diagnostic and Statistical Manual, Third Edition, Revised (American Psychiatric Association, 1987), or DSM-III-R as it is called, for this purpose. (See chapter 1 for a more detailed discussion of DSM-III-R.) As I point out repeatedly in the text, by no means does this imply a wholesale acceptance of these criteria. Neither DSM-III-R nor any other manual or textbook can be considered the revealed truth. In many places in the text, I have noted my disagreements with DSM-III-R. The diagnostic manual, however, does offer a set of descriptors and a definition of terms. For example, before we can meaningfully discuss the use of antidepressants for treating depression, we must all have a common definition of depression. DSM-III-R provides this. Although the DSM-III-R diagnostic criteria vary in how well they describe discrete clinical syndromes, they at least give us a starting point for diagnosis.


The book is organized so that the reader can approach psychopharmacology in two ways: focusing on a psychiatric disorder and the medications used in its treatment, or on the medication itself and the disorders for which it is useful. The book is divided into five sections:


Chapter 1 explores concepts of diagnosis and treatment effects.


Chapter 2 provides an overview of brain function. It describes how cells within the brain communicate with each other, how these mechanisms may go awry in some major psychiatric disorders, and how medications may work biochemically. Although the information in this chapter is not directly relevant to the clinical focus of the book, it does provide a background for those interested and, more importantly, it introduces certain terms and concepts regarding medications that are referred to in later chapters.


Chapters 3 through 8 are devoted to the disorders for which medications are currently prescribed. For each disorder, the following issues are addressed: how the diagnosis is made (including, for the major disorders, a list of pertinent questions to ask); the possible genetic components; the natural history of the disorder. Differential diagnosis, that is, of disorders, both medical and psychiatric, that are often confused with the disorder in question, is also treated. The second half of each chapter discusses medication treatment. Here the emphasis is on how decisions on medication can and should be made, with less attention to technical aspects of treatment, such as doses and side effects.


Chapters 9 through 13 focus on the medications themselves: the disorders for which they might be prescribed, their likely mechanisms of action, the names of the different medications, how they are prescribed, the doses used, and the major side effects that might be seen.


Finally, Chapter 14 discusses psychotherapy/psychopharmacology interactions: theoretical considerations, how to evaluate and select a pharmacotherapist in your area, and ways in which two professionals, one of whom prescribes medications and the other of whom provides psychotherapy, can best work together.


Case histories are presented throughout the book. These may illustrate types of disorders not easily recognized or complex situations that are most easily explicated by a specific case, or they may be typical vignettes involving medications. All case histories are real ones, altered to preserve anonymity but with the essential features intact.


Because this book is intended as a clinical guide and not as an exhaustive review, references are provided only intermittently. References are generally given for classic or unique studies, little known findings, the most recent study of its type, or for recent reviews of a topic. For those interested in more extensive reading, suggestions are provided at the end of the book.


Tables that list all medications of a class give both the trade names and generic names. However, within the text, in order to avoid advertising a specific product of a pharmaceutical firm, medications are called by their generic names with trade names only occasionally given in parentheses. The appendix lists all medications referred to in the book alphabetically by generic names, trade names, and medication class. Dosage ranges should be considered as approximate; occasionally patients may respond to smaller doses than expected while other patients will need higher doses than are generally recommended.


The following linguistic conventions are used: (1) Because the concern is with the more severe psychiatric/psychological problems for which the medical model can be applied relatively easily (except for personality disorders), the people we treat will be described as patients, not clients. The use of this term simply acknowledges that the types of problems described for which medications might be prescribed are different from, for instance, marital conflict. (2) The masculine pronoun “he” will be used, except in the discussions on pregnant patients and those with eating disorders (who are overwhelmingly women). (3) The professional prescribing medication will be described as the psychopharmacologist, pharmacotherapist, or consultant, these terms being used interchangeably. The term “therapist” is used for any mental health professional who is treating the patient using some form of talking therapy. This would include clinical psychologists, social workers, marriage and family counselors, clinical nurse therapists, and psychiatrists.
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Diagnosis and Treatment: Basic Principles
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In the last twenty-five years, we in the mental health field have witnessed a veritable explosion of new information that has shifted the emphasis from the more psychoanalytically based models and treatments that dominated psychiatry and psychology for the preceding thirty years to descriptive and biological ones. The new approach is based on a number of assumptions, three of which are relevant to this book. The first is that psychiatric disorders can be reliably classified according to diagnostic methods used in medicine before the introduction of laboratory tests. The second is that pharmacological treatments—medications—are effective in treating a variety of psychiatric disorders. The third is that the efficacy of psychiatric therapies can be evaluated by empirical studies. Not surprisingly, the bulk of these treatment studies have involved medications. In this chapter, these three assumptions—that psychopathology can be described by symptom-based terms, that medications can be used to treat psychiatric disorders, and that scientific methods can be applied to evaluate treatments—will be discussed. The goals of medication treatment and criteria for the selection of appropriate patients for psychopharmacological evaluation will then be presented.



DESCRIPTIVE PSYCHIATRY AND DSM-III-R


Although the introduction of a descriptive, diagnosis-based approach to psychopathology was a radical shift from the etiologically based language of psychoanalysis, it was far from new. During the late nineteenth and early twentieth centuries, descriptive approaches dominated European psychiatry and resulted in the first diagnostic distinction between manic-depressive illness and schizophrenia (then called dementia praecox) on the basis of their differing clinical pictures. However, the descriptive approach fell into disfavor in this country for many decades, resurfacing only with the emergence of the Diagnostic and Statistical Manual of Mental Disorders, Third Edition (DSM-III) in 1980 and, since 1987, the revised edition (DSM-III-R). The goal of diagnosis for DSM-III-R, as for any other classification scheme, is to define disorders reliably, so that both clinicians and researchers agree on what is meant by terms such as depression, and to predict prognosis and treatment response.


Because the first half of this book is organized according to its classifications, it is worth reviewing the essential components of DSM-III-R.


The most important question in the descriptive approach used by DSM-III-R is “what,” in contrast to the centrality of “why” in psychoanalysis. It attempts (with only varying degrees of success) to be atheoretical with regard to etiology. Thus, when a 37-year-old man goes through a period of depressed mood with alterations in sleep, appetite, energy, and concentrating ability, the reason why is irrelevant for making the diagnosis of depression. Whether this patient’s depression is best understood by his poor introject of a maternal object, depressogenic assumptions (using a cognitive framework), or by an alteration in the regulation of norepinephrine in certain parts of the brain does not alter the diagnosis.


Among the objections to the descriptive approach is that patients are pigeonholed into diagnostic boxes and not understood for the unique constellation of intrapsychic, historical, and environmental variables that set each one apart from others. This objection is valid if clinicians view the patient’s identity as synonymous with his diagnosis. Is the patient viewed as a person with manic-depressive disorder or is he a manic-depressive? The difference is far from semantic. Although the descriptive approach can be misused to objectify and distance patients, that is neither its purpose nor its proper use.


The second essential feature of DSM-III-R is its multiaxial approach. Patients are rated along five axes simultaneously, each of which utilizes different types of information. Psychiatric disorders are listed on Axes I and II while Axes III, IV, and V describe associated medical conditions, psychosocial Stressors, and level of functioning. Axis I disorders comprise all clinical syndromes except for personality disorders and developmental disorders arising in childhood, which are listed on Axis II. Thus, Axis II disorders are, in general, more stable and long lasting. When a clinician describes a patient as having an Axis I disorder, he is referring to the presence of a symptom-based disorder, such as depression, phobias, or schizophrenia. Describing an adult patient as having an Axis II disorder is equivalent to saying he has a personality disorder. Among the goals of separating Axis I from Axis II is to encourage clinicians to conceptualize coexistent disorders. Instead of deciding whether the patient suffers from major depression or narcissistic personality disorder, the clinician can diagnose both disorders. This approach makes evaluation more difficult, but also more accurate. In this way, either/or formulations can be replaced by richer, more complex models.


It is in the evaluation and diagnosis of personality disorders that the descriptive, atheoretical approach of DSM-III-R is most problematic. Inherently, personality features are difficult to describe using the language of symptoms and signs. As an example, criteria used to diagnose personality disorders such as lack of empathy or persistent identity disturbance simply do not fit well into a classification system that is defined as atheoretical and descriptive. For the purposes of this book, however, it is a minor problem since the vast majority of patients who should be considered for medication have Axis I disorders. Chapter 7 reviews the little that is known about pharmacotherapy of personality disorders.


One of the major stumbling blocks for the acceptance of the descriptive approach has been an understandable concern that this new model would replace and discount all other ways of understanding psychopathology. Descriptive models, however, should never preclude other ways of understanding psychological phenomena. For any clinical disorder, for any individual patient, different models will each have advantages and disadvantages in explaining the psychopathology. The clinical phenomenon of acute mania may be best viewed using the descriptive model, while adjustment disorders or narcissistic personalities will be better understood by an interpersonal or psychoanalytic perspective. A patient with a mild to moderate depression triggered by a loss, however, might be best understood using both medical (really, descriptive) and psychological concepts, with each model clarifying only a piece of the puzzle. It would be redundant and disruptive to point out continually in this text that other ways of understanding patients are helpful and, at times, mandatory. The use of multiple conceptual models should be considered a basic prerequisite for the full understanding of patients.



PHARMACOTHERAPY AND ITS IMPLICATIONS FOR OTHER THERAPIES


The second assumption of the medical model in psychiatry, that some psychiatric disorders are effectively treated by medications, has been established through the astonishing amount of research over the last thirty years devoted to the discovery, development, and documentation of psychopharmacologically active drugs. Initially used for severe depressions and psychotic disorders, medications have now been demonstrated to be useful for at least some patients with a wide variety of disorders. The simple existence of this book is testimony to the extent to which medications have been established as a treatment modality for psychiatric disorders. Two observations, however, have tempered some of the early, unrealistic hopes of the more biologically oriented clinicians. First, despite the dramatic effect of medications in reducing or preventing psychopathology, their limitations have become apparent. In a variety of disorders, medications are profoundly effective, yet still leave untouched some core aspects of the disorder which must be treated with other modalities. These limitations are most obvious in schizophrenia (see chapter 5), but are apparent also in panic disorder, manic-depressive illness, and others. Second, the initial pace with which effective medications were discovered has slowed considerably. Despite the regular release of new drugs, too often they offer few advantages over similar existing medications. Certainly, some advantages of the newer medications exist—side effects may be lessened, risk of lethal overdose diminished, choices for allergic or particularly sensitive patients have been expanded. But medications that are more effective than older similar agents are few.


Because of the proliferation of medications in psychiatric treatment, many therapists and interested laypeople have been concerned that prescribed drugs would become the quick fix for all problems, that any patient suffering distress would be given a medication to feel better with little regard to psychological and psychosocial factors. Would pills become a treatment for a bad day or problems with intimacy? Yet, despite the astonishing amount of press given biological treatments over the last number of years, the evidence is that neither patients nor clinicians are “medication crazy.” As an example, in a recent large-scale study examining the types of treatments received by patients at major university medical centers, almost one third of outpatients with major depressive disorder received no antidepressants at all, while over half received either no or very small amounts of antidepressants (Keller, Lavori, Klerman, et al., 1986). Similarly, in a recent epidemiological study, less than one third of those with a DSM-III defined mood disorder had sought treatment of any type for their psychiatric problems (Regier and Burke, 1987). There is even evidence that only one quarter of chronically anxious patients use tranquilizers (Uhlenhuth, Baiter, Mellinger, Cisin, and Clinthorne, 1983). Together, these studies suggest that we are far from being an overmedicated society.


Another concern of psychotherapists about the advent of medications was their implication for the etiology of psychiatric disorders. There is a natural assumption that if medications are helpful, they must be correcting some biochemical abnormality which would then be viewed as the sole cause of the disorder. Despite a remarkable amount of research over the last twenty-five years, however, there is still no definitive biological explanation for any psychiatric disorder (see chapter 2). Furthermore, even if a biological cause might be found for one or a number of disorders, it would not, by itself, imply the proper or effective methods of treatment. For example, coronary artery disease culminating in heart attacks has genetic and biological causes. Yet its course and outcome can be altered by life-style changes, such as diet, smoking, exercise, and the like. Similarly, even if depression were shown to be caused by a specific neurotransmitter abnormality, this would have no necessary implication for the efficacy of psychotherapy in treating it.


In summary, just as descriptive models of psychopathology, as exemplified by DSM-III-R, must be supplemented by other models to best understand our patients’ problems, pharmacotherapy never precludes other methods of treatment. For some disorders, such as mild to moderate depression or obsessive compulsive disorder, there may be a variety of different, valid therapeutic approaches. As discussed in more detail in chapter 14, even with those disorders for which medications are the most effective treatments available, such as manic-depressive illness, psychotherapy is likely to enhance the treatment and help patients in ways not measured in research studies. Moreover, since there is no evidence that, when utilized together, medication and psychotherapy interfere with the efficacy of each other, combination treatment should always be considered. Because this book focuses on pharmacological therapies, it will often not discuss the use of other valid treatments. Nonetheless, it should be assumed that other approaches do exist and may at times be preferable to medications for specific patients with certain disorders.



EVALUATING TREATMENTS: THE MEANING OF THE WORD EFFECTIVE


The application of scientific methods of evaluating treatment is the third important assumption inherent in the medical model approach to psychiatric disorders. An in-depth discussion of statistics is hardly necessary or relevant for this book. What is important, however, is a clarification of the use of the word “effective,” since throughout the book statements will be made referring to a medication’s effectiveness in treating a psychiatric disorder. At first glance, the meaning of the word “effective” seems clear—that the medication is useful in diminishing the manifestations of the disorder being treated. However, a number of questions about the use of this word must be addressed.


First and most important, how does this treatment compare to others? As already noted, the effectiveness of a medication does not bear on that of another type of treatment. For instance, the efficacy of certain antidepressants in diminishing the symptoms of obsessive compulsive disorder (see chapter 4) does not, in any way, negate the well-documented efficacy of behavior therapy for the same disorder. Similarly, the effectiveness of a medication does not bear on the potential value of other treatments administered simultaneously. In the treatment of schizophrenia, for instance, antipsychotics, although vital, are rarely sufficient for maximal response. A combination of medication with psychotherapy is likely to be the best treatment.


Another important question is that of assessment: how is effectiveness evaluated? During the twentieth century, and increasingly over the last thirty years, the hallmark of efficacy is that the medication has been shown to be effective in research studies using a double-blind, placebo-controlled design. In these studies, patients are randomly assigned to receive either the medication or an identical looking placebo. Patients and investigators are unaware of (i.e., blind to) the identity of the treatment actually received. In this way, the enthusiasm of the investigator as well as that of the patient (“I’m receiving a new pill that will make me all better”) is similar for both the real medication and the placebo. If a drug is consistently associated with more improvement than a placebo in these studies, it is considered an effective treatment. For new drugs to be released in the United States, efficacy in double-blind studies (along with numerous other requirements) must be demonstrated.


The demand for demonstrating efficacy is far less rigorous when medications already available for one disorder are introduced to treat another. As an example, antipsychotics, long available in the treatment of schizophrenia, were used for years to treat patients with borderline personality disorder who were in crisis before double-blind studies to support this type of treatment existed (see chapter 7). Numerous similar examples exist, since a great deal of the psychopharmacological research done in the last twenty years has been in discovering new uses of already available medications.


The last important question is that of relativity: what is meant when one active treatment is described as more effective than another? As a generalization, this means that a larger percentage of patients responded (or improved to a greater degree) to one treatment compared to another. The magnitude of this difference may be relatively small (e.g., 60 percent vs. 50 percent) or large (70 percent vs. 30 percent). In both examples, however, some patients responded to the less effective treatment. (The inclusion of a placebo group would help evaluate whether the less effective treatment was superior to a placebo.) In a number of clinical situations, it is entirely appropriate to use the less effective treatment. If the more effective of two treatments has significantly more side effects, the less effective medication might be preferable. Furthermore, statements of comparative efficacy do not predict the response of an individual patient to either treatment since studies refer to groups, not individuals. Thus, a number of individual patients may respond better to the less effective treatment. The comparison statement simply states that a greater number of patients will respond to one medication than another.


Furthermore, even if a methodologically careful study demonstrates the effectiveness of a medication (compared to a placebo or to another drug), it should never be accepted as conclusive or proven. The recent history of medicine in general, and psychiatry specifically, is filled with carefully executed initial studies, the results of which are never replicated. There are a variety of explanations for this phenomenon, including subtle biases in the study design or selection of unusual patients (for instance, depressed patients seen at a university medical school may not be representative of the types of patients seen in the community and might respond to treatment differently). Despite the occasional story in the press, fraud is rarely responsible for contradictory findings in research. In general, any finding that is valid will be demonstrated in a number of different studies. Unfortunately, in their zeal for “hot” news, television and newspapers quote single studies as if they discovered the revealed truth. Patients who read these reports often look for this new magic. Therapists as well as psychopharmacologists need to help keep our patients from being swayed by these distortions.


Finally, the relationship between starting an individual patient on a medication (or any new treatment) and the resulting clinical response is not always as clear as it may seem. A patient’s improvement may be due to one of three variables. First, the medication itself may have a pharmacological effect. Second, a placebo response may occur, defined here as improvement from any and all aspects of treatment that have no specific value for the condition being treated. Thus, a patient who is given a medication may improve because of increased hope, the magic of taking a pill administered by a societally sanctioned healer, or positive transference to a parental figure. This would be described as a placebo response insofar as the clinical change was unrelated to the pharmacological effects of the specific medication. A third variable is spontaneous remission. A variety of psychiatric disorders for which medications are prescribed are self-limited by nature, with or without treatment. As an example, major depressive disorder lasts an average of six to eight months. Thus, if a medication is started during the eighth month, it might be difficult to know whether the improvement seen was due to the treatment or the lifting of the depression that would have occurred anyway at that time.



GOALS OF PHARMACOTHERAPY


Pharmacological treatments can be considered to have more than one goal. Specifically, medications may be prescribed to (1) treat an acute disorder, (2) prevent a relapse soon after clinical improvement, or (3) prevent future episodes of the disorder. These three goals or phases are termed acute, continuation, and maintenance treatment.


Acute treatment is used to alleviate the symptoms of an actively occurring disorder. When most people think of treatment as necessary, they are referring to acute treatment. A depressed patient is given antidepressants to alleviate the active symptoms of the disorder; lithium is prescribed to diminish the symptoms of an acute manic episode.


The goal of continuation treatment is to prevent a relapse into the same episode for which treatment was begun. As an example, the depressed patient who is given an antidepressant may improve over four weeks. Once the symptoms of the disorder have remitted, acute treatment ends and continuation treatment begins. If the antidepressant is stopped at this point, when the patient has only recently become asymptomatic, the risk of relapse is high. The analogy in general medicine is the standard recommendation to continue antibiotics after the cough of a respiratory infection has stopped. The cough may remit after three to four days, but the antibiotics are typically prescribed for an additional ten to fourteen days as a continuation treatment. For psychiatric disorders, continuation treatment is typically extended for many months. Recommendations as to the length of continuation treatment are slightly different for each disorder. These will be covered in the chapters on the individual disorders. Unfortunately, there is an astonishing paucity of research regarding the appropriate length of continuation treatment. Thus, the recommendations given will reflect clinical wisdom more than validated research findings.


Maintenance treatment is synonymous with preventive treatment. Because many psychiatric disorders occur in episodes throughout a person’s lifetime, a decision can be made whether to treat each episode only when it arises (acute treatment), or to prevent recurrences by the ongoing, maintenance use of a medication. The two most common examples of medication maintenance treatment in psychiatry are lithium for bipolar disorder and antipsychotics for schizophrenia. In both disorders, there is an overwhelming likelihood of repeated recurrences. The decision to institute a psychopharmacological maintenance treatment is based on a judgment that takes into account such factors as the length of time between episodes, the severity and destructiveness of the episodes, the ease of treating acute episodes, the rapidity with which the episodes begin, patients’ capacity for insight into the beginning of an episode (that is, can they recognize the warning signs so that acute treatment can begin quickly?), the potential toxicity of the treatment, and alternative preventive therapies. Thus, for each patient and for each disorder, somewhat different considerations apply. Maintenance treatment is discussed further in the chapters covering individual disorders.



WHO SHOULD HAVE A MEDICATION CONSULTATION?


In deciding whether a psychotherapy patient should be referred for medication consultation, the most difficult problem is to elicit the relevant information needed to make the decision. Typically, the interviewing style in psychotherapy, in initial sessions and even more during the course of the therapy, is open-ended and nondirective. What is easily missed using that technique is the presence of symptoms that the patient is either unaware of or whose significance the patient does not grasp. In the past, the mental status examination, in which the patient’s behavior in the interview setting was observed and systematically evaluated, was emphasized. To a great degree, this has been replaced by a heightened emphasis on obtaining an accurate history. With the current focus on longitudinal data (what symptoms are present and for how long?), it is less important (though not unimportant) to accurately describe the patient’s affect in the interview or to distinguish between flight of ideas or loose associations than to find out how long the patient has been unable to concentrate or felt depressed. Thus, in evaluating patients for pharmacological consultation, the therapist may need to shift into a more directive style of questioning. The timing of these questions—whether in the first session or later—will depend, in great part, on the therapist’s suspicion about the presence of a pharmacologically treatable disorder.


A series of clinical clues that are nonspecific with regard to diagnosis but that suggest the presence of the type of Axis I disorder for which medication might be appropriate are listed in Table 1-1. These items are broad-based and do not substitute for specific questions that are needed to diagnose specific disorders. Sample questions that will help diagnose specific disorders such as depression, manic-depressive illness, a variety of anxiety disorders, or schizophrenia are given in the individual chapters.


Most important among the general items that should suggest a consultation is the ability to describe the patient’s difficulties using the language of symptoms, such as insomnia or fatigue, as opposed to psychological feelings or interpersonal interactions. Marital conflict, as an example, can usually be described only using interactive terms. Similarly, a personality disorder characterized by self-esteem and interpersonal difficulties is not easily described by symptoms. Axis I disorders, for which medications are most commonly prescribed, are defined by these types of symptoms. Therefore, the more the patient’s problems or complaints focus on sensations or bodily feelings, the more a consultation should be considered. This is especially true when the symptoms involve cognitive capacities that have changed. Common examples include a new-onset memory disturbance or a diminution in concentrating ability. Psychotic symptoms, that is, those that involve a gross impairment in reality testing, comprise another group of important symptoms that usually require pharmacological intervention.






	TABLE 1-1


	Clinical Characteristics That Should Suggest a Psychopharmacological Consultation





	Psychiatric symptoms:


	Sleep or appetite disturbances, fatigue, panic attacks, ritualistic behavior


	Cognitive symptoms, such as poor memory, concentration difficulties, confusion


	Psychosis, such as delusions, hallucinations


	Prominent physical symptoms or significant medical disorder


	Significant suicidality


	Family history of major psychiatric disorder


	Nonresponse to psychotherapy







The presence of medical symptoms or disorders is another clue for consultation. New or recent-onset medical symptoms, such as headaches, abdominal pain, or clumsiness may reflect a medical or a psychiatric disorder. If the patient has an ongoing medical problem that has not been recently reevaluated, or takes medication and has symptoms or physical complaints, an evaluation, either by a psychopharmacologist or an internist, should be done.


Patients who are significantly suicidal are also candidates for psychopharmacological consultation. The most important reason for this is that the majority of people who commit suicide suffer from types of Axis I disorders (the most common of which is depression) for which medications can often be helpful (Robins, 1986). Second, with the medicolegal climate as it currently exists, if a patient commits suicide without having been evaluated (but not necessarily treated) for medication, the therapist may be considered negligent and at higher risk for being sued.


As will be highlighted during the course of the book, the types of disorders for which medications are useful tend to run in families. It is usually impossible to tease apart early environmental variables from genetic ones, since the parent who may have transmitted the genetic vulnerability is usually the same one who raised the patient. Nonetheless, a patient who describes mood swings that are mild but whose mother and brother have clear-cut manic-depressive illness is more likely to have a pharmacologically treatable disorder than is another patient with no history of mood disorders in the family.


Finally, nonresponse to psychotherapy might also suggest a consultation. This often takes the form of patient and therapist acknowledging that the work of the therapy has gone well—a therapeutic alliance has been established, the patient has gained significant insight into the source and context of his problems—yet the depressed mood, or the chronic anxiety, or the exaggerated response to rejection is unchanged. Certainly, an unsatisfactory response to psychotherapy does not by itself imply a pharmacologically treatable disorder, but it may be worth considering.
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Biological Basis of Psychopharmacology
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Understanding the brain and the intricate nuances of its function has been among the major goals of modern research. The ultimate hope is that greater understanding will enhance our ability to accurately diagnose and treat those disorders characterized by brain dysfunction. Until now, however, virtually all the major advances in psychopharmacology—the discoveries of the first antipsychotics, antidepressants, antianxiety agents, and lithium—have depended far more on chance than on a detailed understanding of brain chemistry that then led to the synthesis of drugs capable of correcting known abnormalities. Furthermore, in the thirty to forty years since the introduction of these original medications, almost all subsequent additions have similarly been based either on refining the already known drugs or on discovering new uses for previously available agents.


Why, therefore, should any therapist spend the time to understand the basics of brain biology? There are two important reasons: First, it is helpful for clinicians working with patients who may be taking psychiatric medications to understand the ways in which they alter brain function. To do that, some knowledge of brain biology is necessary. Second, in the foreseeable future, current research is highly likely to yield the fruits of new, more specific and effective biological treatments for the major psychiatric disorders. It will be important then for all clinicians to have at least a passing familiarity with this body of knowledge.


In this chapter, we will examine the ways in which neurons (nerve cells) function, the way they communicate with each other, how medications exert their therapeutic effects, and the role of the most important brain chemicals (neurotransmitters) in the regulation of mood and thinking. We will then briefly review current theories of the biology of the major psychiatric disorders for which medications are typically prescribed.



NEURONS AND NEUROTRANSMISSION


In keeping with the variety and subtleties of its functions, the brain is the most sophisticated of our organs. Yet the billions of neurons of the brain interact with each other in rather predictable characteristic ways. The complexities are due to the extraordinary number of interconnections that work in synchrony, creating the possibility of graded responses. Clinically, this translates into a wide repertoire of cognitive, affective, and behavioral capacities.


The essential unit of function in the brain, as shown in Figure 2-1, is composed of two neurons and the physical gap between them, called the synapse (derived from the Greek work synapto, meaning “to join”). Messages are transmitted in this system both electrically and chemically. Electrical impulses travel through the cell to the axon culminating at the nerve terminal. Since electrical impulses cannot bridge the physical gap between neurons, further propagation of the messages is dependent on chemical messengers, called neurotransmitters. When the electrical impulse reaches the nerve terminal on the presynaptic neuron, it causes the release of a neurotransmitter into the synaptic cleft. The neurotransmitter then diffuses across the synapse where it comes into contact with the postsynaptic neuron via an area on the surface of the neuron called a receptor site. These sites are specifically structured to bind with neurotransmitters. Depending on the neurotransmitter and the specific receptor site, the postsynaptic cell is “instructed” to either continue the electrical impulse (an excitatory response) or to retard the impulse (an inhibitory response).
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Figure 2-1 The Synapse


Once the postsynaptic cell has received the message, the neurotransmitter is inactivated in order for the cell to be able to receive new messages.



NEUROTRANSMITTERS AND RECEPTORS


The brain utilizes a variety of neurotransmitters. Since new neurotransmitters are discovered regularly, their exact number will continue to change, but the list now numbers more than fifty (Hyman, 1988). Although different parts of the brain utilize different neurotransmitters, they are all synthesized, stored, released, and inactivated by the same general principles given above. Some are widely distributed, found over large areas of the brain. Others are found only in very specific parts, utilized in the regulation of just a few brain functions. As an example, the neurotransmitters that seem most involved in the regulation of mood, cognition, and sensory experiences (and therefore are the most likely to be disturbed by psychiatric disorders)—norepinephrine, serotonin, and dopamine—are each found in less than 2 percent of the synapses in the brain (Snyder, 1988). In these cases, it is helpful to think of neurotransmitter tracts, composed of groups of neurons all utilizing the same neurotransmitter and usually regulating a few specific functions.


Neurotransmitters can also be characterized as having predominantly excitatory (enhancing transmission of electrical impulses) or inhibitory properties. A good example of the latter is gamma-aminobutyric acid, called GABA, which is widely distributed but may have a very specific role to play in the regulation of anxiety and the mechanism of action of most effective tranquilizers (see chapter 11).


Neurotransmitters are synthesized within the neuron from precursors delivered to the cell from the outside. Enzymes within the neuron break down and alter these precursors, ultimately forming neurotransmitters, which are then stored in vesicles at the nerve terminals, ready for release into the synapse when an electrical impulse surges through the cell. Each vesicle contains from dozens to thousands of molecules of one type of neurotransmitter. In general, each neuron will contain only one type of neurotransmitter, although exceptions to this rule have recently been found (Bloom, 1985).


Once the neurotransmitter is released and affects the postsynaptic neuron, it must be quickly inactivated. This can be accomplished in a number of ways. The most important of these for understanding how medications work is called reuptake. In this process, the neurotransmitter is transported back into the presynaptic neuron where some of it is repackaged into the vesicles—recycled, as it were.


A receptor is the lock for which the neurotransmitter is the key. Receptors are specific discrete countable structures located on the outside of the cell. The neurotransmitter molecules fit into receptors specifically shaped to receive them. Once the neurotransmitter binds to the receptor, the message is translated either by changing electrical characteristics of the cell or by initiating some biochemical action within the cell. The biochemical changes are initiated via what are called “second messengers.”


For any neurotransmitter, there may be subpopulations of receptors. These subpopulations are usually labeled by Greek letters and numbers such as alpha-one, alpha-two, beta-one, and so on. When stimulated, each receptor subtype will precipitate a slightly different effect. For instance, stimulation of beta adrenergic receptors in the brain will enhance neurotransmission via one of the second messenger systems, whereas activating alpha receptors will either have no effect or inhibit it (Janowsky and Sulser, 1987). A neuron can contain a variety of receptor subtypes for the same neurotransmitter. Figure 2-2 shows this. Additionally, receptors are found on both the pre- and postsynaptic neurons. The simultaneous existence of all these receptor types—some excitatory, others inhibitory, some presynaptic and others postsynaptic, with subpopulations for each neurotransmitter—as well as the multiple synapses that any one neuron may make with other neurons, reflect a system that is complex not only in the sheer volume of inputs but also in the competing nature of these inputs. Finely tuned regulation and the need for maintaining sameness despite a variety of influences is vital for the brain to function correctly. The final effect, then, is a summation of the individual influences.
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Figure 2-2 Receptor Sites



HOW MEDICATIONS WORK


All medications discussed in this book work by affecting some aspect of the neurotransmitter/receptor system and not by altering electrical conduction. The mechanisms of action of currently available medications are explainable by one or more of seven different effects on this system. These are shown schematically in Figure 2-3.


The simplest way that medications work is by directly binding to the receptor site (no. 1 in Figure 2-3). If the medication mimics the neurotransmitter by stimulating the receptor, it is described as being a receptor agonist. Morphine is a direct agonist for endorphin receptors, causing a diminution of pain as does the naturally occurring neurotransmitter. Conversely, some medications, called receptor antagonists, bind to the receptor site but cause no response, thereby blocking the effect of the naturally occurring (also called endogenous) neurotransmitter. Antipsychotics, which block postsynaptic dopamine receptors, are examples of this type of medication. A second method by which medications act is by causing the release of more neurotransmitter, thereby functionally increasing the effect of the system (no. 2). Stimulants, such as d-amphetamine, work in part by stimulating the release of dopamine and norepinephrine. Further complicating the picture, some medications are partial agonists, causing some biological effect but less than the endogenous neurotransmitter.


Blocking the reuptake of neurotransmitters back into the presynaptic neuron (no. 3) allows the chemicals more time in the synapse, enhancing the possibility of stimulating the postsynaptic receptor. The effect is to increase the neurotransmission. Cyclic antidepressants work, in part, by blocking the reuptake of norepinephrine, serotonin, or both.
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Figure 2-3 How Medications Work


Two other ways (nos. 4 and 5) by which medications may work are via their effects on receptor mechanisms. Antidepressants all cause changes in either the number of receptor sites (called down or up regulation for decrease or increase in the number respectively) or the sensitivity of receptors (i.e., altering the magnitude of response resulting from stimulation of the receptor). It is also possible to effect changes through the second messenger system. Lithium may exert its mood stabilizing effects by “dampening” the effects of one of these systems.


Altering the metabolism of a neurotransmitter will also change the amount available for release (no. 6). The class of antidepressants called monoamine oxidase (MAO) inhibitors exert their effects, in part, by diminishing the metabolism of a wide variety of neurotransmitters, all of which are metabolized by the enzyme MAO. Finally, the amount of neurotransmitter available could theoretically be altered by providing more or less of the precursor ingredients (no. 7). L-tryptophan is a naturally occurring amino acid that is metabolized into serotonin. Thus, ingesting large amounts of l-tryptophan might result in an increase in serotonin.


Focusing on one major biological effect of a medication and then correctly predicting its clinical effect, however, is rarely possible. One reason is that the brain’s system of checks and balances works as much in response to outside influences as it does for the competing internal influences. Thus, taking a medication that blocks a neurotransmitter receptor—for example, taking an antipsychotic that blocks dopamine—will immediately cause an increase in dopamine release, as if the brain were trying to overcome the blockade by increasing the neurotransmitter blocked (Creese, 1985). Similarly, taking an antidepressant that blocks the reuptake of norepinephrine, thereby functionally increasing the amount of available neurotransmitter, results in the decrease in the amount of norepinephrine released in another attempt to provide sameness or homeostasis (Paul, Janowsky, and Skolnick, 1985).


Other than direct-acting agonists, how then can medications work at all if the system is designed to prevent changes? No single answer satisfies, but ultimately, it seems that with continual influences such as taking a medication regularly over an extended period of time, the regulatory mechanisms themselves are altered. Slowly, over the many weeks, a new balance between competing influences can emerge.


Another difficulty that confuses our attempt to correlate the clinical effects of medications with biological changes in the brain is that virtually all medications have broad-based effects. If medications were tailor made for the specific purpose we desired, instead of being discovered by chance (as all our basic psychopharmacological medication classes have been), we might have a “pure” drug that hits the receptors we desire and none others. Since this isn’t so, our current pharmacopoeia consists of medications that have one desired effect but also a host of other unwanted ones. In the case of antipsychotics, dopamine blocking in the area controlling psychotic versus nonpsychotic thinking is wanted but the other biological effects, whether through dopamine blocking in other tracts or via interactions with other neurotransmitters, simply cause side effects. Thus, side effects can be considered to be due to the broad effects of medications and not central to their capacity to cause the desired clinical change.



NEUROTRANSMITTERS THAT HELP REGULATE MOOD AND BEHAVIOR


Some knowledge of the brain’s limbic system is needed in order to understand how and where the neurotransmitters exert their major effects. Composed of a variety of discrete sections of the brain, such as parts of the temporal lobe including the amygdala and hippocampus, the limbic system is one of the oldest (in terms of evolution) sections of the brain. The group of structures that compose the limbic system are all connected to each other and seem to form a circuit that plays a key role in the regulation of emotions (Snyder, 1988). It is closely linked to the hypothalamus, which serves as a coordinating structure for many different brain structures. The limbic system also has many connections to the frontal lobe, the area of the brain involved with speech and the coordination of feelings and perceptions. In animal experiments, alterations of function in the limbic system cause changes in emotional responses such as rage or calm as well as changes in alertness, memory, and sexual behavior. Human neurological disorders in this area are characterized by a variety of psychiatric symptoms often mistaken for depression or schizophrenia. Personality changes or peculiar perceptions, such as déjà-vu phenomena, are also commonly seen.


Dopamine, norepinephrine, and serotonin are the three neurotransmitters which seem most involved in the regulation of mood and thinking and for which there is evidence of disturbed functioning in major psychiatric disorders. (A fourth neurotransmitter, GABA, may be very important in the regulation of anxiety. Since much of what we know about the role of GABA in psychiatric disorders is linked to the mechanism of action of tranquilizers, it is discussed in chapter 11.)


Dopamine is derived from the amino acid tyrosine (available in health food stores), which is converted into dopa and then into dopamine. It is ultimately metabolized into homovanillic acid (HVA). Dopamine is utilized as a neurotransmitter in two tracts involved in thinking and feeling processes, called the mesolimbic and mesocortical tracts (so named because they connect the midbrain with the limbic system and the cerebral cortex, respectively) (Pickar, 1986). Two other areas that are rich in dopamine are the nigrostriatal tract that regulates motor movements and the tract that connects the pituitary gland with the hypothalamus. Dopamine blockers, prescribed to decrease psychotic thinking, therefore cause a number of movement and endocrine side effects related to their effects in these two areas.


Like dopamine, norepinephrine is derived from tyrosine. The direct precursor of norepinephrine is dopamine, while its major metabolite in the central nervous system is initialed MHPG (3-methoxy-4-hydroxyphenylglycol). Together, norepinephrine and dopamine are described as catecholamines (referring to an aspect of their chemical structure). Because norepinephrine is also called noradrenaline, pathways utilizing this neurotransmitter are called noradrenergic or adrenergic. The single greatest concentration of norepinephrine in the brain is found in an area of the brainstem called the locus ceruleus. Neurons in this area seem to be involved in the regulation of alertness, arousal, and anxiety (Snyder, 1988). The other major adrenergic tract connects the brainstem with a number of areas of the limbic system, including the part of the hypothalamus that regulates pleasure. Not surprisingly, there is much speculation that abnormalities in this area may manifest in mood disturbances. Norepinephrine also seems to be involved in the biological response to new stimuli.


As noted above, l-tryptophan is a precursor amino acid which, after one intermediate step, is converted into serotonin, properly known as 5-hydroxytryptamine (or 5-HT). Serotonin’s metabolic endproduct is 5-hydroxyindoleacetic acid (5-HIAA). The most important serotonergic tracts extend from the midbrain into the hypothalamus and the limbic system. These tracts play a role in the sleep-wakefulness cycle, appetite regulation, as well as mood regulation. Low serotonin may also be implicated in a tendency towards violent behavior and suicidality without regard to specific diagnosis (Stanley and Mann, 1988).



BIOLOGICAL HYPOTHESES OF THE MAJOR PSYCHIATRIC DISORDERS


Despite over twenty years of energetic effort, no biological hypothesis has yet marshalled enough supporting evidence to definitively explain any psychiatric disorder. (Of course, the same could be said about any model of psychopathology, be it psychoanalytic, behavioral, or cognitive.) What has precluded better biological hypotheses and more definitive answers has been the slow progress in developing the necessary tools of investigation, such as biochemical tests (e.g., measurements of various neurotransmitters and their metabolites, of receptor number and sensitivity) and imaging techniques, including the various types of brain scans. As our tools become more refined, so will our understanding of the biological underpinnings of some forms of psychopathology.


On the other hand, there is little doubt that disturbed biology plays a part in the vulnerability towards the major psychiatric disorders and that biological abnormalities are evident in the major disorders. Overall, the most persuasive evidence for the biological hypotheses rests on the twin pillars of genetic studies and the efficacy of medications in treating those disorders. Numerous investigations have confirmed not only that schizophrenia, bipolar and unipolar mood disorders, and panic disorder run in families, but also that genetic transmission specifically is involved to some degree. Whether the genetic contribution is investigated by comparing rates of disorders in monozygotic (identical) versus dizygotic (fraternal) twins, by adoption studies in which the rates of psychiatric disorders in families of adopted patients can be compared with those of the relatives of adopted controls (nonpatients), or by examining the rates of disorders in the families of patients, the evidence is consistent.


Similarly, the documented efficacy of medications in experiments that have controlled for the effects of expectation—double-blind, placebo-controlled trials—also adds to the weight of biological evidence. This is especially true for those disorders such as schizophrenia or acute mania for which no other modalities of treatment are consistently effective. It is not unreasonable to assume that the effectiveness of a biological treatment such as medication reflects the presence of a biological abnormality (although not necessarily a biological etiology—see below). This line of thinking is further strengthened when there is consistent evidence from a number of directions, all of which agree with each other. For instance, since drugs that increase dopamine cause psychosis and dopamine blockers diminish psychosis, a theory that explains psychotic processes by abnormalities in the dopamine system is supported.


However, examining the arguments just set forth with a critical eye reveals the shaky ground upon which the biological hypotheses rest. Yes, monozygotic twins are more likely to have the same disorders than are dizygotic twins, but the chances are never 100 percent for these genetically identical relatives. Even if the risk is 50 to 75 percent as it is for major mood disorders or schizophrenia, there is still the 25 to 50 percent chance that the twins will not both express the same disorder, thereby implicating other nongenetic mechanisms. Examining the evidence for efficacy of medications, one must confront the fact that placebo response rates for many disorders, although less than that for active medications, are virtually never zero. As an example, 20 to 40 percent of depressed patients will respond to placebo (Klein, Gittelman, Quitkin, and Rifkin, 1980). Furthermore, the rate of response of depressed patients to some short-term psychotherapies, such as interpersonal therapy or cognitive therapy, is significant, in some studies comparable to that for antidepressants (Elkin et al., 1989). Does this imply that those patients who are placebo responders or who respond to nonbiological treatment have a different disorder? Herein lies the weakness in extrapolating from a treatment response to a theory of causation. The observation that a biological treatment is effective implies very little about the “cause” of the disorder, nor does it preclude other modalities from being equally or more effective. Theoretically, there may be many pathways, biological or psychological, towards the same result—that of clinical improvement.


With the caveats just noted, it is worth reviewing the major biological hypotheses of schizophrenia, mood disorders, and panic disorder. Much evidence both supporting and contradicting these theories is integrally linked to clinical and biological effects of the medications used to treat these disorders. Further details on the medications are presented in subsequent chapters.



Mood Disorders



From the time of the ancient Greeks, who believed that melancholia resulted from the biochemical effects of toxic humors such as black bile, and the tendency of mania and depression to run in families, thereby implicating possible genetic factors, it has long been suspected that mood disorders have a biological basis. The most important of the modern biological explanations, which dominated research from the mid-1960s for the next twenty years, is the monoamine hypothesis. Simply put, it states that depression is characterized by a deficiency of monoamines, the class of neurotransmitters that includes norepinephrine and serotonin, while mania is associated with overactivity. As so often happens, the initial evidence supporting the hypothesis derived from two observations related to medication effects. First, the two antidepressant classes discovered in the 1950s both functionally increase the amount of norepinephrine or serotonin, albeit by different mechanisms. Tricyclic antidepressants block the reuptake of the neurotransmitters, thereby increasing their availability to the postsynaptic receptor (see Figure 2-3) while the MAO inhibitors prevent their metabolism. Second, reserpine, used to treat hypertension (high blood pressure), was found to cause severe depression in some patients. Reserpine releases neurotransmitters from the intraneuronal vesicles where they are stored, thereby making them easier to metabolize. Thus, two medication classes that increase monoamines alleviate depression while another which decreases them causes depression. Although the initial hypothesis focused on the role of norepinephrine, it was also postulated that either neurotransmitter or the interaction between the two could be abnormal in mood disorders (Bunney and Davis, 1965).


From the late 1960s through the early 1980s, biological research in depression focused on evaluating the monoamine hypothesis. An early hope was that it would be possible to characterize depressions as norepinephrine deficient or serotonin deficient. Hypothetically, the former would then respond to norepinephrine—enhancing antidepressants while the latter would improve when treated with serotonergic antidepressants. Preliminary evidence supported this idea.


As is so common in research, the satisfying nature of the monoamine hypothesis and the early experimental research in support of its clinical applicability unfortunately represented a triumph more of hope and excitement than of replicable clinical science. Multiple methodological problems cast doubt on the original hypothesis and on the early supporting data. Additionally, the findings of the early studies have not been consistently replicated. In the largest study to date, measuring a variety of neurotransmitters and their metabolites, no consistent differences between depressed patients and controls were found at all (Koslow et al., 1983). In that same study, no evidence was found for the existence of subgroups of norepinephrine deficient or serotonin deficient patients (Davis et al., 1988).


Experimental findings aside, a larger objection to the original monoamine hypothesis focused on the time course of response to antidepressants. It may be remembered that antidepressants have the effect of functionally increasing the amount of norepinephrine, serotonin, or both, thereby implying a possible correction of a deficiency of these neurotransmitters. The functional increase in the neurotransmitters occurs within the first day of treatment with the antidepressant. Unfortunately for the hypothesis, patients don’t improve with antidepressants for many weeks (see chapter 3). If simple increases in important neurotransmitters were sufficient to correct the presumed deficiency, why do the medications take weeks to work? Additionally, how do we explain the efficacy of certain antidepressants, such as bupropion and others available only in Europe, which have little or no effect on these neurotransmitters? In exploring these questions, it was discovered that antidepressants have different biological effects when taken chronically (e.g., over a number of weeks) than acutely. These chronic effects therefore correlate with the time course of antidepressant response. One such effect of antidepressants is that they alter the number and/or sensitivity of the receptors (Heninger and Charney, 1987). So far, it has not been possible to describe a universal, consistent effect of all antidepressants on one or a group of receptors. At this point, it is not even clear that the receptor changes caused by antidepressants are the mechanism by which antidepressants exert their effects. And if they are, the implications this has for understanding the core biological abnormalities of depression are also unclear.


Along these lines, much of the recent research has been to evaluate the number and sensitivities of receptors in depressed patients prior to treatment with antidepressants. Here too, the research is still preliminary and no consistent findings have been found that allow for coherent theorizing.


Although it has been an integral part of the hypothesis, the biology of mania has been relatively ignored. In part, this has been due to the difficulty in recruiting manic patients for research (they are not very cooperative for activities such as blood drawing and urine collections) but also because the effects of the medications used to treat mania, such as lithium, do not fit easily into the model. Additionally, whatever studies in mania have been done are not consistently in favor of the biogenic amine hypothesis.


Where, then, does that leave the monoamine hypothesis of mood disorders? With the benefit of twenty years of research and powerful hindsight, the hypothesis as originally formulated has more evidence against it than for it. No consistent evidence yet exists to support the notion of either a decrease of norepinephrine or serotonin in depression or an increase in mania. Even the likely mechanism of action of antidepressants, the cornerstone of the hypothesis, is different than initially thought. Yet, the evidence that something is awry in the amount or regulation of these two neurotransmitters in mood disorders is still impressive. It is also likely that there are multiple pathways, both biological and psychological, to the state of clinical depression. As one small example, destruction of serotonergic neurons prevents the decrease in adrenergic receptors seen with chronic use of antidepressants, indicating the interdependencies of two supposedly separate neurotransmitter systems (Janowsky, Okada, Applegate, Manier, and Sulser, 1982). This serves as a reminder that the brain is easy to understand when viewed simplistically using “too much, too little” concepts—but such models are wrong. A richer, more accurate comprehension will only come with a deeper understanding of brain biology and the development of more complex models of normal and abnormal states such as depression.



Schizophrenia



The dopamine hypothesis has been the predominant biological theme of schizophrenia over the last twenty-five years. In its simplest form, this hypothesis postulates that the disorder results from a functional excess of dopamine in the central nervous system. The term “functional excess” implies that the enhanced activity could result from a variety of means, such as hypersensitive receptors, decreased inhibitory influences, as well as a sheer increase in the amount of dopamine released at synapses. As initially proposed, the hypothesis rested on two lines of evidence (Wyatt, 1986): First, amphetamines when ingested in large amounts ultimately lead to a paranoid psychosis, resembling paranoid schizophrenia. Also, some schizophrenics will show a marked worsening of their psychosis if given amphetamines. As one of their major effects, amphetamines cause an increase in the release of dopamine at the synapse, thus potentially linking the symptom change with a biological effect. Second, although their clinical effects were discovered serendipitously, antipsychotics, which are the mainstay of treatment in schizophrenia, seem to work by blocking postsynaptic dopamine receptors (see chapter 12). Furthermore, there is a strong inverse correlation between the capacity of an antipsychotic to block dopamine and the dose of the antipsychotic needed for a clinical effect. In other words, a medication that is a powerful dopamine blocker is usually prescribed in low doses (e.g., 5 mg) to be effective whereas a weaker dopamine blocker must be given in larger doses (e.g., 100 mg) for the same clinical effect.


These lines of evidence supporting the dopamine hypothesis, linking response to treatment with documented effects of the medications and understanding the biology of abused drugs, are powerful indeed. Unfortunately, much of the research investigating further evidence for dopamine hyperactivity in schizophrenia has been hampered by the biological effects of the medications. A great deal of investigation has focused on the levels of dopamine metabolites in the central nervous system, with the assumption that if an increase is found, it would support the notion of abnormal amounts of the neurotransmitter present. But if increased dopamine metabolites are found in schizophrenic patients recently treated with dopamine blockers, does this reflect the disorder or the lingering effect of medication? Similarly, it is now possible to count dopamine receptors in certain parts of the brain. Here too, it has not yet been possible to distinguish between the effects of antipsychotic treatment (which may change the number of receptors permanently or at least for a long time) and that of the disorder being treated (Martin, Owen, and Morihisa, 1987).


Even without these methodological dilemmas, other problems related to the dopamine hypothesis, both clinical and biological, remain. First, there is still no direct consistent evidence for dopamine overactivity in schizophrenics as measured in a variety of ways (Martin et al., 1987). Second, antipsychotics are effective in a number of clinical states (see chapter 12), not just schizophrenia. Third, amphetamines do not worsen clinical symptoms in all schizophrenics. In fact, some seem to improve (Van Kammen et al., 1982). Fourth, since antipsychotics block dopamine quickly, why does it take many weeks to see maximal improvement with the medication? Finally, a whole body of evidence and thinking has more recently focused on the possibility of decreased dopamine activity in certain parts of the brain, in certain schizophrenic symptoms or subtypes, or in certain phases of the disorder. The so-called negative symptoms of schizophrenia such as social withdrawal, blunted affect, and poor motivation (see chapter 5 for details) may, for instance, represent dopamine deficiency symptoms. This may explain findings such as the improvement of some schizophrenic patients with dopamine agonists, the lack of improvement of some patients with dopamine blockers, or the relative lack of response of negative symptoms to antipsychotics (Crow, Ferrier, and Johnstone, 1986). One could even postulate that a dopamine deficiency in one area of the brain responsible for the affective and cognitive deficits of schizophrenia could result in overactivity in a different dopamine tract in the brain through overcompensation or disinhibition, thereby explaining dopamine excess and deficit simultaneously (Weinberger, 1987). Clearly, our current body of knowledge cannot easily reconcile all of the problems in the dopamine hypothesis.



Anxiety



The two anxiety states that have been the subject of the most intensive biological research over the last decade have been generalized anxiety—including both the nonspecific quality of anxiety seen in a variety of disorders as well as generalized anxiety disorder—and panic disorder. (See chapter 4 for a discussion of the different anxiety disorders.) Unfortunately, compared to the investigations into the biology of schizophrenia and depression, anxiety research is in its infancy. Therefore, even the most current hypotheses must still be considered tentative. Since the most prominent biological theory of generalized anxiety rests almost entirely on the mechanism of action of the benzodiazepine tranquilizers, which include medications such as diazepam (Valium) and alprazolam (Xanax), it will be discussed in chapter 11 which focuses on these medications.


From the early investigations in the beginning of this century, it has long been suspected that adrenergic chemicals such as epinephrine and norepinephrine play a role in the generation of acute arousal and panic. The symptoms of panic resemble those feelings triggered by acute fear or sudden excitement colloquially known as “the adrenaline rush.” Clinical observations during World War I suggested that patients who in retrospect probably had panic disorder showed unusual sensitivity to injected epinephrine (Jefferson, 1988). Our current hypotheses may be more elaborate given our increased level of biological sophistication but agree with the older observations: panic disorder seems to be most related to a “dysregulation” of the noradrenergic system in the brain, causing a functional hyperactivity of the system and consequent symptoms of anxiety.


Most of the attention has focused on the workings of the locus ceruleus, noted above as the part of the brain with the highest concentration of cells utilizing norepinephrine as a neurotransmitter. Animal experiments have demonstrated that when this area of the brain is stimulated, fear responses are provoked; destruction of the locus ceruleus abolishes these responses (Martin et al., 1987).


Observations of patients undergoing panic attacks have, unfortunately, not shed significant light on the disorder itself. For instance, panic attacks are usually but not always accompanied by increases in heart rate, blood pressure, and skin temperature. Patients with panic disorder tend not to show heightened cardiac activity (such as high pulse or blood pressure) throughout the day although they may have more frequent intermittent rises in pulse during the course of the day (Shear, 1986).


A major focus of recent research has been the study of panic attacks provoked by external agents. A variety of pharmacological agents will reliably provoke panic attacks in panic disorder patients but not in control subjects. Surprisingly, epinephrine seems not to provoke panic. The most well documented panic-producing technique is the infusion of intravenous lactate, which provokes clear panic attacks in 70 percent of panic patients but only rarely in normal controls (Shear and Fyer, 1988). When patients are successfully treated for panic with medications, lactate no longer provokes attacks. Other agents that seem to provoke significant anxiety or panic are caffeine, yohimbine (a medication used in the treatment of impotence), and carbon dioxide that is inhaled in high concentrations.


Unfortunately, the mechanisms by which most of these agents provoke panic are unknown. There is some indication that a dysregulation of the locus ceruleus is involved. Moreover, most medications that block panic, such as the cyclic antidepressants (see chapter 4), decrease locus ceruleus activity. This provides some consistent evidence that the locus ceruleus may be involved in the genesis of panic. Direct evidence of abnormalities of the adrenergic system in panic disorder, however, is lacking.


As must be obvious from the above, there is no coherent explanation of the biology of panic. It does seem likely that a heightened biological sensitivity to internal and/or external stimulation exists in panic patients, although consistent proof of this does not exist. Thus, symptoms such as spontaneous panic attacks or phobic fear may reflect exaggerated biological responses in the noradrenergic system to normal stimuli (Heninger and Charney, 1988). Aside from our lack of understanding of the mechanisms of provoked panic, it is also not clear that these induced attacks, which provide much of the research data, are valid models for spontaneous episodes. Certain somatic cues during a lactate infusion, for instance, may trigger a learned anxiety response because of prior naturally occurring panic, and not because of the specific provoking agent, thereby making the exploration of the “cause” of the provoked panic attack spurious. As the research progresses, hypotheses encompassing the role of learning, using both biological and psychological constructs, will undoubtedly enhance the richness and validity of the models (Gorman, Liebowitz, Fyer, and Stein, 1989).
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Mood Disorders
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DIAGNOSIS



Major Depression



The evaluation of abnormal moods, especially depression, is the most common reason for psychopharmacological consultation. This stems from a number of different factors. First, mood disorders are relatively common, having six-month and lifetime prevalences of 5.8 and 8.3 percent respectively in this country (Regier et al., 1988). Second, mood disorders are among the most pharmacologically treatable disorders in psychiatry, with extensive documentation of success for over thirty years. But the frequency of consultations stems just as much from the semantic confusion surrounding the word depression. Before this century, the term melancholia was used in a variety of ways, referring to the brooding aspects of character—“a melancholy person”—as well as to a number of different psychiatric disorders. To help remedy this confusing situation, Adolph Meyer, a leading psychiatrist in the first part of this century, suggested substituting the term depression for melancholia, with subtypes used to define the meaning of the term. Unfortunately, little further progress toward this goal has been made (Snaith, 1987). Now, eighty years later we have the same quandary as in the past, except that depression is used in the same imprecise ways as was melancholia!


Understandably, using one word—depression—in two separate ways guarantees both muddled conceptualization and fuzzy communication. The first and colloquial use of the term depression treats it as equivalent to or synonymous with the terms sad, blue, down in the dumps, unhappy, miserable, and so on. This use of the term, therefore, defines a symptom or feeling state. The second use refers to the depressive syndrome—major depressive episode or disorder (MDD) in DSM-III-R—which is manifested not only by a mood disturbance but also by other signs and symptoms noted below.


Depression as a symptom (also called dysphoric mood) is ubiquitous in virtually all psychiatric disorders. Almost everyone who walks into a therapist’s office is unhappy to some degree or they wouldn’t seek treatment. The only possible exception to this are patients with mania and certain forms of schizophrenia and dementia, all of which are disorders in which insight is lost as part of the psychopathology and the severe disturbance may be unrecognized by the patient. Traditionally, antisocial patients (or psychopaths as they were called in the past) were thought to be guilt free as part of their core pathology, but more recent studies indicate that these patients frequently experience depressed mood, whether they view their problems as consequences of their own behavior and feelings or because of the unfairness of the world (Perry, 1985). All other forms of Axis I and II psychopathology (see chapter 1 for definitions) involve clear measures of distress or depressed mood.


If depressed mood, then, were synonymous with depression, virtually all patients seeking psychological treatment would be seriously considered for antidepressant treatment. Clearly, this is a foolish notion. In the vast majority of cases, antidepressants are useful for treating depressive disorders and not depressed moods. In this chapter, therefore, the focus will be on patients with major depression, since they are the most likely to respond to antidepressants. The other important group of patients to be discussed are those with atypical depressions who appear to suffer from chronic misery or other syndromes but who may still respond to somatic treatment.


Table 3-1 shows the DSM-III-R criteria for major depressive episode. Although patients with more than one major depression are described as having major depression, recurrent, in DSM-III-R, they are also commonly referred to as unipolar depressives (as distinguished from bipolars who suffer from both manias and depressions—see below). Implicit in the five-of-nine-symptom criterion is the lack of a pathognomonic symptom for MDD (i.e., a symptom or sign that is specific for the disorder in question, seen only in that disorder and in no others). The clearest way of using these criteria is to think of depression as a syndrome characterized by (1) an alteration in mood and (2) a cluster of signs and symptoms reflecting alterations in basic biological functioning (sleep, appetite, psychomotor changes) and subjective/psychological functioning (change in cognition, suicidal ideation, guilt, apathy, and fatigue) lasting two weeks or more. It is unusual for a patient to exhibit all the signs and symptoms listed in Table 3-1. DSM-III-R requires the presence of only five of the nine symptoms to meet the criteria. But there is nothing magical about the threshold of five symptoms. Many patients whose clinical presentations are entirely consistent with a diagnosis of depression (by natural history, family history, response to treatment, etc.) may have a mild episode in which only four symptoms are present. For clinical work, the diagnostic criteria are guidelines, not rigid rules.






	TABLE 3-1


	Diagnostic Criteria for Major Depressive Episode






	A.

	At least five of the following symptoms have been present during the same two-week period and represent a change from previous functioning; at least one of the symptoms is either (1) depressed mood, or (2) loss of interest or pleasure. (Do not include symptoms that are clearly due to a physical condition, mood-incongruent delusions or hallucinations, incoherence, or marked loosening of associations.)




	

	(1)

	depressed mood (or can be irritable mood in children and adolescents) most of the day, nearly every day, as indicated either by subjective account or observation by others




	

	(2)

	markedly diminished interest or pleasure in all, or almost all, activities most of the day, nearly every day (as indicated either by subjective account or observation by others of apathy most of the time)




	

	(3)

	significant weight loss or weight gain when not dieting (e.g., more than 5% of body weight in a month), or decrease or increase in appetite nearly every day (in children, consider failure to make expected weight gains)




	

	(4)

	insomnia or hypersomnia nearly every day




	

	(5)

	psychomotor agitation or retardation nearly every day (observable by others, not merely subjective feelings of restlessness or being slowed down)




	

	(6)

	fatigue or loss of energy nearly every day




	

	(7)

	feelings of worthlessness or excessive or inappropriate guilt (which may be delusional) nearly every day (not merely self-reproach or guilt about being sick)




	

	(8)

	diminished ability to think or concentrate, or indecisiveness, nearly every day (either by subjective account or as observed by others)




	

	(9)

	recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation without a specific plan, or a suicide attempt or a specific plan for committing suicide




	B.

	(1)

	It cannot be established that an organic factor initiated and maintained the disturbance




	

	(2)

	The disturbance is not a normal reaction to the death of a loved one (uncomplicated bereavement)




	

	

	
Note: Morbid preoccupation with worthlessness, suicidal ideation, marked functional impairment or psychomotor retardation, or prolonged duration suggest bereavement complicated by major depression.




	C.

	At no time during the disturbance have there been delusions or hallucinations for as long as two weeks in the absence of prominent mood symptoms (i.e., before the mood symptoms developed or after they have remitted).








Reprinted with permission from the Diagnostic and Statistical Manual of Mental Disorders, Third Edition, Revised. Copyright 1987 American Psychiatric Association.


Because a patient can meet the criteria for MDD and still be only mildly depressed, DSM-III-R also has a depressive subtype called melancholia, which is a more severe form of MDD (see Table 3-2). The clinical picture of melancholic depression is that of a patient with discrete episodes of severe depression during which the mood tends to be autonomous—that is, impervious to environmental stimuli such that the person is not cheered up even when a usually pleasurable event occurs. In general, the closer the clinical picture fits that of melancholic depression, the more seriously a therapist should consider a psychopharmacological consultation.


Another more severe subtype of major depression is MDD with psychotic features. Patients with psychotic depression are usually profoundly dysfunctional and severely depressed. In its most typical form, the psychotic features are mood congruent; that is, the psychotic themes are depressive in content. The importance of making this diagnosis is that the presence of psychotic features predicts a relatively poor response to antidepressants alone and a better response to a combination of antidepressants plus antipsychotics or electroconvulsive treatment (ECT) (Joyce and Paykel, 1989).






	TABLE 3-2


	Diagnostic Criteria for Major Depressive Episode, Melancholic Type





	The presence of at least five of the following:



	(1)

	loss of interest or pleasure in all, or almost all, activities




	(2)

	lack of reactivity to usually pleasurable stimuli (does not feel much better, even temporarily, when something good happens)




	(3)

	depression regularly worse in the morning




	(4)

	early morning awakening (at least two hours before usual time of awakening)




	(5)

	psychomotor retardation or agitation (not merely subjective complaints)




	(6)

	significant anorexia or weight loss (e.g., more than 5% of body weight in a month)




	(7)

	no significant personality disturbance before first major depressive episode




	(8)

	one or more previous major depressive episodes followed by complete, or nearly complete, recovery




	(9)

	previous good response to specific and adequate somatic antidepressant therapy, e.g., tricyclics, ECT, MAO inhibitors, lithium








Reprinted with permission from the Diagnostic and Statistical Manual of Mental Disorders, Third Edition, Revised. Copyright 1987 American Psychiatric Association.


A final depressive subtype recognized by DSM-III-R is seasonal affective disorder (SAD). Patients with SAD have depressions almost exclusively in the winter months that typically remit in springtime. These depressions are usually characterized by increased sleep, increased appetite, and feeling slowed down, not agitated (Rosenthal et al., 1984). Since SAD has a unique form of treatment—light therapy—an accurate diagnosis is important.


The criteria for depression are mostly self-explanatory. However, a few key points are worth highlighting. The most important is the DSM-III-R equivalence of sadness (depressed mood) and lack of interest (apathy) as the mood disturbance. If a patient is very sad, the notion of a depressive disorder suggests itself quickly. It is less obvious when the patient complains of feeling flat, distant, removed, or disinterested. Yet this is the most prominent symptom for many depressed patients. With further probing, these apathetic patients will describe the same depressive symptoms (sleep, appetite disturbance, etc.) as those who are sad.


The second important diagnostic point is the cognitive deficit of depression. Although characterized as a mood disorder, depression is also a cognitive disorder. From indecisiveness to poor concentration to feeling that one’s brain is going at half speed, virtually all depressed patients have some change in cognition. Occasionally, this will be the presenting complaint. Therefore, if an indecisive apathetic person comes to therapy, the possibility of a depressive disorder must be considered seriously.


For the many therapists who are not experienced in interviews that focus on symptoms (as opposed to the more open-ended psychodynamic approach), the following questions are examples of how to elicit information needed to diagnose major depression.


Have you been feeling down, blue, or depressed lately? Does this feeling wax and wane a great deal within the course of the day or is this feeling present pretty much all of the time? How long has this feeling been going on?
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