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tion. Research shows that combined approaches are among the most effective ways to treat
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are becoming the everyday practice of psychiatrists, psychologists, and other mental health
professionals, identifying the right treatment plan can be notoriously difficult, and clinicians
are often left scrambling to answer questions about how to design and customize their treat-
ment strategies. In Integrating Psychotherapy and Psychopharmacology, readers will find these
questions fully addressed and the answers explained, and they’ll come away from the book
with a toolbox full of strategies for helping their patients improve symptoms, achieve remis-
sion, and stay well using a combination of drug and psychological treatments.
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Foreword

Both psychotherapy and medications are efficacious in the treatment of a wide range of
psychiatric disorders, and the two are often combined. Neither is a panacea, but each mono-
therapy often has its uses, and the combination often improves on either one alone. In most
instances, the empirically supported psychotherapies rival medications in the treatment of
the nonpsychotic disorders; medication tends to work a little faster (by a matter of weeks)
and to be a bit more robust (depending less on the skill of the therapist), whereas psychother-
apy tends to have a broader effect and is often more enduring. For the psychotic disorders,
medication treatment is usually primary, with psychotherapy playing an adjunctive role at
best. The personality disorders are simply hard to treat with either.

It remains unclear how best to integrate psychotherapy and medications when the two are
to be combined. That is the stated mission of this text. Schwartz and Sachdeva lead off with an
integrative approach to combining psychotherapy and medications, and de Oliveira follows up
with a description of a new cognitive behavioral approach called trial-based cognitive therapy
(TBCT). Subsequent chapters focused on depression (Koenig, Friedman, and Thase), bipolar
disorder (Sudak and Du), psychosis (Medalia, Opler, and Opler), anxiety disorders (Shearer,
Brown, Harmon, and Moore), eating disorders (Hay, Bacaltchuk, and Touyz), ADHD (Mori-
yama et al.), insomnia (Doghramji and Markov), addiction (St. Fleur and Johnson), perinatal
distress (Wenzel), sexual disorders (Sungur and Giindiiz), computer applications (Greist), and
psychosocial component in biological treatments (Greenberg and Dewan). All are marvelous.

The process is not always an easy one, as I will illustrate with respect to unipolar depres-
sion, the area that I know best. Both psychotherapy and medications are efficacious (in the
sense that each is better than its absence) and both tend to be specific (in the sense of exceed-
ing nonspecific controls) in the treatment of patients with more severe depressions, but it is
not clear that either is as efficacious as the published literature makes it out to be or as specific
as theory would suggest. The apparent efficacy of each monotherapy has been inflated by
publication bias (Cuijper, Smit, Bohlmeijer, Hollon, and Andersson, 2010; Turner, Matthews,
Linardatos, Tell, and Rosenthal, 2008), and neither exceeds nonspecific controls with patients
with less severe depressions (Driessen, Cuijpers, Hollon, and Dekker, 2010). Both mono-
therapies clearly work (publication bias only inflates the apparent efficacy of each by about
a third); they just do not work as well as the published literature would lead one to believe.
Similarly, it is not that patients with less severe depressions do not benefit from treatment
(most get better and more get better than would in its absence); it is just that when they do,
they do so for nonspecific reasons related to simply coming in for treatment.
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Combined treatment tends to improve on either monotherapy, but not by a lot. Each
monotherapy tends to produce response rates of around 60% (with about half of those pa-
tients meeting criteria for remission) and combined treatment typically only boosts those
rates by about 10%-15%. The two monotherapies clearly share overlapping processes or
else the benefits of putting the two together would more nearly sum. What is more likely to
be the case is that each monotherapy picks off patients that the other does not help; this is
an instance of moderation that enhances the overall proportion of patients who are helped
(Hollon et al., 2005). This is a pragmatic advantage for combined treatment.

The conventional wisdom is that combined treatment retains any advantage associated
with either monotherapy. If medications work a little faster than psychotherapy, then com-
bined treatment does as well. If psychotherapy has a broader effect on the quality of relation-
ships, then combined treatment does that too. The one aspect of response that may not follow
that general rule has to do with the long-term enduring effects produced by the cognitive
and behavior therapies. Patients treated to remission with cognitive therapy or behavioral
activation tend to be only about half as likely to relapse following treatment termination as
patients treated to remission with medications (Hollon, Stewart, & Strunk, 2006). However,
it is not clear that this holds when psychotherapy is combined with medications (Forand,
DeRubeis, & Amsterdam, 2013). Combined treatment clearly undercuts the enduring effects
of cognitive behavior therapy in the treatment of panic and the anxiety disorders and there
are concerns that the same may be true for depression. Moreover, there are growing concerns
that the antidepressant medications may suppress symptoms at the expense of worsening
the course of the underlying disorder (Andrews, Kornstein, Halberstadt, Gardner, and Neale,
2011). What typically has been interpreted as an enduring effect for cognitive behavior ther-
apy might turn out to be a long-term iatrogenic effect for psychotropic medications.

How this will all play out remains to be seen, but the pros and cons of combined treatment
may turn out to be more difficult to discern than was previously thought. The chapters in
this compilation should help the process along. They are bold, they are thoughtful, and they
cut right to the heart of the clinical situation. This text should prove to be a most valuable
addition to the clinical armamentarium.

Stephen Hollon

REFERENCES

Andrews, P.W,, Kornstein, S. G., Halberstadt, L. J., Gardner, C. O., & Neale, M. C. (2011). Blue again: Perturbational effects
of antidepressants suggest monoaminergic homeostasis in major depression. Frontiers in Psychology, 2, article 159.

Cuijpers, P., Smit, E, Bohlmeijer, E., Hollon, S. D., & Andersson, G. (2010). Is the efficacy of cognitive behaviour therapy
and other psychological treatments for adult depression overestimated? A meta-analytic study of publication bias.
British Journal of Psychiatry, 196, 173-178.

Driessen, E., Cuijpers, P., Hollon, S. D., & Dekker, J. J. M. (2010). Does pretreatment severity moderate the efficacy of
psychological treatment of adult outpatient depression? A meta-analysis. Journal of Consulting and Clinical Psychol-
ogy, 78, 668—680.

Forand, N. R, DeRubeis, R. J., & Amsterdam, J. A. (2013). Combining medication and psychotherapy in the treatment of
major mental disorders. In M. J. Lambert (Ed.), Garfield and Bergin’s handbook of psychotherapy and behavior change
(6th ed., pp. 735-774). New York: Wiley.

Fournier, J. C., DeRubeis, R. J., Hollon, S. D., Dimidjian, S., Amsterdam, J. D., Shelton, R. C., & Fawcett, J. (2010). An-
tidepressant drug effects and depression severity: A patient-level meta-analysis. Journal of the American Medical
Association, 303, 47-53.

Hollon, S. D., Jarrett, R. B., Nierenberg, A. A., Thase, M. E., Trivedi, M., & Rush, A. . (2005). Psychotherapy and medication
in the treatment of adult and geriatric depression: Which monotherapy or combined treatment? Journal of Clinical
Psychiatry, 66, 455—-468.

Hollon, S. D, Stewart, M. O., & Strunk, D. (2006). Cognitive behavior therapy has enduring effects in the treatment of
depression and anxiety. Annual Review of Psychology, 57, 285-315.

Turner, E. H., Matthews, A. M., Linardatos, E., Tell, R. A., & Rosenthal, R. (2008). Selective publication of antidepressant
trials and its influence on apparent efficacy. NEJM, 358, 252-260.



Preface

A paradigm shift is afoot today in mental health practices: namely, a resurgence of inter-
est in evidence-based psychotherapies and in combining them with selected psychotropic
medications. Traditionally, rivalries have grown up around “biological psychiatry” versus
“psychotherapy” with turf wars between psychiatry and psychology, as well as lack of con-
sensus as to which drug or which psychotherapy to use for a given disorder or patient. The
idea that patients should be treated either by psychiatrist—psychopharmacologists or by
psychologist—psychotherapists but not by both is rapidly falling out of favor and is seen as old
fashioned and not very enlightened. Mental health training programs and psychiatry residen-
cies throughout the United States, for example, are emphasizing psychotherapy training to a
much greater extent than in past years. Research in psychotherapy is increasing exponentially,
while the pace of innovation of new chemical entities is slowing. The realization is dawning
that the best outcomes may be provided for many patients, and for many psychiatric disor-
ders, by combining psychotherapy with psychopharmacology. Not only is this common sense
with a great deal of face validity, but there is a growing evidence base for this, much of which
is reviewed in this volume. There are even neurobiological underpinnings for combining
psychotropic drugs with psychotherapies, which I have reviewed elsewhere (Stahl, 2011).
The idea here is that if psychotropic drugs can alter downstream expression of genes, and so
can learning experiences such as psychotherapy, then maybe drugs and psychotherapy can
work together in combination to create an outcome, which is greater than the sum of its parts
(Stahl, 2011). To the extent that there is evidence for this across a wide berth of psychiatric
disorders, that evidence is reviewed in the chapters that follow.

Although “evidence-based medicine” has long been the standard for drug trials, for regula-
tory approvals of new drugs, and for treatment guidelines for selecting which drug for which
patient, the efficacy of psychotherapies has begun to follow this approach as well, namely
based upon randomized controlled trials. If “evidence-based psychotherapy” is somewhat in
its adolescence, combination of psychopharmacology with psychotherapy is in its infancy, as
the reader can determine from those sections reviewing the evidence base for combination
treatment in the various chapters in this book. Here we have an up-to-date status report on
the state of the art of drug treatment, psychotherapeutic treatment, and their combination,
an evidence base that is rapidly changing, and which the reader will want to know as this is
increasingly forming the basis of modern “best practices” in mental healthcare.

Specifically, this book includes a collection of internationally renowned investigators, cli-
nicians, and authors, who review the vast waterfront of mental disorders, one by one, with
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chapters organized into three sections: evidence for the efficacy of psychotherapy, for psy-
chopharmacology, and for their combination. I have had the pleasure to do a similar exercise
covering the wide range of anxiety disorders in depth in another book in this series with
Bret Moore (Stahl & Moore, 2012). Dr. Moore contributes with his coauthors a chapter on
anxiety disorders here as well. This book, however, is broader in scope and covers many other
disorders and conditions, as can be seen from the table of contents.

Just as there is no single drug for all patients, so there is no single psychotherapy for all
patients. Here, not only are a number of classes of psychotropic agents reviewed, so are numer-
ous specific, “manualized” (i.e., available in written manuals for standardization and training)
psychotherapies. There is even a chapter on psychotherapy by computer. “Prescriptive” psy-
chotherapies and evidence-based combinations of psychotherapies with drugs are the direc-
tions of current research and clinical practice. Hopefully, the reader will enjoy capturing this
approach, which can be difficult to find, particularly in one place anywhere else in the litera-
ture. Applying the evidence and the lessons presented here may even help the clinician capture
what is sometimes called the delightful synergy of “bad math,” where the combination of best
practices for psychotropic drug selection with the best practices for psychotherapy selection
for an individual patient with a specific mental disorder leads to 1 + 1 = 10 for effectiveness.

Stephen M. Stahl
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Series Editor Introduction

Psychopharmacology and Psychotherapy in Clinical Practice (PPCP) is one of Routledge’s
newest book series. Guided by the goal of informing students and practitioners on the latest
clinical and translational research in psychopharmacology, psychotherapy, and the integra-
tion of the two, PPCP recruits the world’s foremost experts in their respective fields. Integrat-
ing Psychotherapy and Psychopharmacology is the second of the series.

Editors Irismar Reis de Oliveira, MD, PhD; Thomas Schwartz, MD; and Stephen M. Stahl,
MD, PhD, bring together a highly impressive group of psychiatrists and psychologists and de-
liver a groundbreaking work that explores the importance, practice, and intricacies of integrated
treatment. These authors delve into the existing literature on combining medication and psy-
chotherapy for a variety of disorders and present the findings in a comprehensive, but easily un-
derstandable, fashion. This is a unique accomplishment for a book of this scope and focus. The
credentials of the editors are also of significance. Dr. de Oliveira is Professor of Psychiatry at Fed-
eral University of Bahia, Brazil, and developer of trial-based cognitive therapy (TBCT). TBCT
is quickly gaining popularity among psychopharmacologists as an adjunct to pharmacotherapy.
To date, the science supports its use. Thomas Schwartz is Professor of Psychiatry and Behavioral
Sciences and Director of the Adult Psychiatry Clinic at SUNY Upstate Medical University. He has
published numerous papers on combining psychotherapy and psychopharmacology in the ame-
lioration of psychiatric disorders. Stephen M. Stahl is one of the most prominent psychiatrists
and psychopharmacologists today. The author of over 450 articles and chapters and bestselling
author of Stahl’s Essential Psychopharmacology and The Prescriber’s Guide, Dr. Stahl brings his
vast knowledge and expertise to the book, which serves as its foundation.

As the editors aptly point out in the book’s preface, a paradigm shift is occurring within the
field of mental health. Familiarity with and use of evidence-based psychosocial interventions
among psychopharmacologists is becoming the rule and not the exception. Psychologists and
other mental health specialists who focus primarily on psychosocial treatments are gaining greater
clarity on how medications can enhance the effectiveness of evidence-based psychotherapies.

Indeed, the interest in the benefits and best practices of integrated treatment is relatively
new. However, much is being learned at a rapid pace. Spawned by recognized limitations in
either modality as a standalone approach, it is my belief that integrated treatment will con-
tinue to gain attention within the academic and practice communities. Integrating Psycho-
therapy and Psychopharmacology is a great model volume to lead the way.

Bret A. Moore, PsyD, ABPP
Series Editor
Psychopharmacology and Psychotherapy in Clinical Practice
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Integrating Psychotherapy and
Psychopharmacology

Outcomes, Endophenotypes, and Theoretical
Underpinnings Regarding Effectiveness

Thomas L. Schwartz and Shilpa Sachdeva

INTRODUCTION

This book strives to provide to the reader a compendium of information regarding spe-
cific psychiatric disorders and their amenability to be treated with integrated psychother-
apy and psychopharmacology approaches. Evidence-based information will be provided,
and in its absence, theoretical approaches and explanations will be given to explain why
integration and simultaneous use of these two treatment modalities should make both
biological and psychological sense to the practitioner and the patient. This introductory
chapter will first review some typical integrative studies and their outcomes, where a spe-
cific psychotherapy technique and/or a specific psychopharmacological intervention were
provided to patients with a defined psychiatric disorder. Clinical outcomes will be dis-
cussed briefly to set a tone for the following, psychiatric-disorder specific, chapters in this
book where more in-depth analyses will be forthcoming. More important than reviewing
initial hallmark outcomes, this chapter will briefly discuss endophenotypic neuroimaging
findings regarding treatment integration and will finally attempt to theoretically explain
why combining medications and psychotherapy makes sense from a neuroscience, or bio-
logical, perspective.

The chapters that follow will provide more in-depth information on key psychiatric disor-
ders such as schizophrenia, depression, anxiety disorders, sleep, and substance use disorders.
The final chapter will present itself as a foil to this introductory one, and the psychosocial
aspects of prescribing psychopharmacological agents will be discussed and explained. In this
way, the reader will have come full circle and will be able to appreciate the integrated treat-
ment approach that this chapter will introduce called psychopharmacopsychotherapy (PPPT).
PPPT should allow the prescribing clinician to engage in providing a greater amount of care,
making intuitive sense, theoretical sense, and evidence-based sense from a biopsychosocial
approach.
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OUTCOME-BASED STUDIES ON INTEGRATED TREATMENT

Regarding major depressive disorder (MDD), one of the most commonly diagnosed and
treated psychiatric disorders, there is likely the largest evidence base of completed studies
regarding psychotherapy, psychopharmacology, and integrated treatment (PPPT) available.
In deciding the course and type of treatment, numerous factors must be taken into account
by the clinician, including pivotally, the severity of the depression (Thase et al., 1997). The
greater the severity of MDD likely warrants more antidepressant medication utilization. Mild
to moderate symptoms could easily be treated by psychotherapy and/or psychopharmacol-
ogy independently. In fact, United Kingdom guidelines clearly denote that mild MDD should
be treated with psychotherapy only, but combining treatments may be considered as severity
increases (National Institute for Health and Clinical Excellence [NICE], 2009).

Some authors suggest strongly that depressed patients with personality disorders often
have a decreased response to psychopharmacology alone compared to those without any
Axis IT symptomatology (Reich & Vasile, 1993; Thase, 1996). Specifically, it has been shown
that patients with cluster A or cluster B personality pathology appear to have less satisfactory
results to medication management than those with cluster C symptoms (Wilberg et al., 1998;
Peselow, Sanfilipo, Fieve, & Gulbenkian, 1994). It also appears that MDD patients who have
suffered trauma or abuse in childhood will preferentially respond to psychotherapy plus an
antidepressant, while those without a trauma history appear to do well on an antidepres-
sant alone (Nemeroff et al., 2003). As it is often the norm that clinicians treat comorbidity
rather than single disorders, these integrated, combined approaches make intuitive sense
(Schwartz & Rashid, 2007).

It is important to delineate up front that a majority of the following studies were con-
ducted in patients with clear Axis I disorders and often with a relative lack of Axis I and Axis
IT comorbidity. Levels of psychiatric symptoms were often noted to be at a moderate degree,
as subjects with severe depression may not be competent or capable of receiving informed
consent or completing full study participation, and subjects with mild MDD symptoms may
not have been ill enough to enter an experimental drug study for MDD.

We begin our MDD review with a key example: Keller et al. (2000) observed that the
combined and integrated treatment of nefazodone (a serotonin agonist-reuptake inhibitor
approved antidepressant) and cognitive behavioral analysis (CBASP) was significantly more
efficacious than either treatment when used alone. This study was conducted with a stringent
design and statistical analysis (Keller et al., 2000). It should be considered a hallmark study
where integrated, evidence-based psychotherapy and pharmacotherapy, or psychopharma-
copsychotherapy (PPPT) for short, together yielded a superior outcome result for subjects.
This makes factual sense given this study’s outcome and makes intuitive clinical sense that
combining two active treatments should allow for better MDD response rates than one mo-
dality alone. Theoretically, understanding why PPPT works from a neuroscience and psycho-
social point of view will be discussed later in this chapter and throughout the book.

To broaden the discussion regarding MDD, a trial by de Jonghe, Kool, van Aalst, Dekker, and
Peen (2001) found that the combined PPPT (with psychodynamic supportive psychotherapy)
was more effective than pharmacotherapy alone in their treatment. The psychotherapy here
was short term, with sixteen 45-minute sessions, and the medication protocol included fluox-
etine, amitriptyline, or moclobemide. At 24 weeks, the mean success rate in the pharmaco-
therapy alone versus combined medication plus psychotherapy group was 40.7% and 59.2%,
respectively. This particular study was limited in that it did not have a psychotherapy-only
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arm, and patients were allowed to choose not to be involved in the pharmacotherapy-only
treatment arm. A second de Jonghe et al. (2004) study used short-term psychodynamic sup-
portive therapy alone or in combination with venlafaxine (SNRI), a selective serotonin nor-
epinephrine reuptake inhibitor (SNRI), nortriptyline (TCA), or nortriptyline plus lithium.
It found no distinction between psychotherapy alone compared to when PPPT was utilized
in regards to objective Hamilton Rating Scale data. However, subjective patient responses on
the Symptom Check List were significant for greater symptom improvement in the combined
treatment group. This particular study was limited in that it did not have a psychopharma-
cology-only arm, and patients were allowed to choose not to be involved in the combination
treatment arm due to fear of medication side effects.

A study conducted by Kool, Dekker, Duijsens, de Jonghe, and Puite (2003) observed that
for MDD, a PPPT approach was more effective than pharmacotherapy alone. They also
concluded that the combined therapy was more effective with patients with coexisting per-
sonality disorders. Bellino, Zizza, Rinaldi, and Bogetto (2006) studied MDD with comorbid
borderline personality disorder (BPD) subjects and compared the combination of fluoxetine
and interpersonal psychotherapy (IPT) with fluoxetine alone. Neither group showed a sig-
nificant difference in MDD remission rates, although combination therapy showed signifi-
cant positive differences in depressive symptoms, relationship satisfaction, and quality of life.

Regarding data in adolescents, the Treatment for Adolescents with Depression Study
(TADS) observed that response rates to cognitive behavioral therapy (CBT) and fluoxetine
PPPT were higher than with CBT alone or pharmacotherapy alone (Emslie et al., 2006).

The STAR*D (Sequenced Treatment Alternatives to Relieve Depression) trial and oth-
ers suggest that psychotherapy used as augmentation of pharmacotherapy (psychotherapy
added sequentially after incomplete antidepressant response) had a better impact on clinical
symptoms of MDD than medication alone (Harley, Sprich, Safren, Jacob, & Fava, 2008; Thase
etal.,2007). Furthermore, the REVAMP (Research Evaluating the Value of Augmenting Med-
ication With Psychotherapy) trial evaluated MDD patients with incomplete antidepressant
responses and placed subjects into one of several groups: (a) continued pharmacotherapy
plus augmentation with cognitive behavioral analysis system of psychotherapy (CBASP),
(b) continued pharmacotherapy and augmentation with brief supportive psychotherapy
(BSP), and (c) continued optimized pharmacotherapy (MEDS) alone, and determined that
neither augmentation psychotherapy modality nor continued psychopharmacology alone
significantly improved MDD outcomes from a superiority point of view (Kocsis et al., 2009).

This equivocal finding is a segue to a disclaimer that the evidence base in MDD, and
in other psychiatric disorders, clearly has both positive and negative findings. Sometimes
comparing trials has an “apples and oranges” effect. The REVAMP trial was attempting to
determine whether a strictly manualized CBASP would outperform a treatment as usual
supportive psychotherapy condition. Studies in previous paragraphs utilized CBASP as
combination treatment effectively. Other studies revealed success with psychodynamic psy-
chotherapy. Therefore, validation and evaluation of the stringency of these studies warrants
attention. The positive studies above and throughout this chapter are discussed initially to
set the stage for a more theoretical discussion later in this chapter regarding the concept that
psychotherapy plus pharmacotherapy makes biological and neuroscientific sense.

In regards to bipolar disorder, there is certainly less data and evidence base for combina-
tion treatment, or PPPT. Treatment guidelines often do not support using monotherapy,
unipolar antidepressants as front line treatment as they are utilized in MDD (American
Psychiatric Association, 2012). Oftentimes, mood stabilizing agents are used to treat both
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mania and depression. Finally, psychotherapy as a treatment for mania, alone or combined
with a pharmacotherapy, is often fraught with ineffectiveness, as manic patients tend to lack
insight regarding their behavior or even experience any motivation to change, since mania
is an illness of denial. A review by Hollon and Ponniah evaluated bipolar disorder, cognitive
behavioral therapy (CBT), and family-focused psychotherapy and found that these psycho-
therapies were effective adjunctives to medications for depressed phases only, and possibly
useful for preventing future bipolar episodes of either pole as well. Psychoeducation has
also been found to be effective in the prevention of mania/hypomania and possibly depres-
sion when added to consistent mood stabilization with psychopharmacology approaches
(Hollon & Ponniah, 2010).

Another group determined that, in regards to bipolar disorder, supportive psychoeduca-
tion given to the individual patient statistically lowered the chances of mania, mixed features,
and depression. Furthermore, when this type of therapy was applied to the patient’s family
and support system, it further reduced relapse into mania. Schmitz, Averill, Sayre, McCleary,
Moeller, and Swann (2002) reviewed patients with bipolar disorder and comorbid substance
misuse and randomly assigned 46 individuals to either 12 weeks medication monitoring
alone or in combination with CBT, and found that the latter allowed for greater medica-
tion adherence based on patient self-report, as well as, consistent blood level maintenance
of mood stabilizers. It is often assumed, and a well-noted clinical phenomenon, that when
medication adherence increases, outcomes likely improve or are maintained longer. Lam et al.
conducted studies with patients who were randomized to receive either “minimal psychiatric
care” alone or with the addition of CBT for relapse prevention for 6 months. The patients in
the experimental PPPT condition reported significantly greater compliance immediately af-
ter treatment and this extended to 18 and 24 months after CBT, although not at the 12-month
assessment in longer-term assessments (Lam et al., 2003; Lam, Hayward, Watkins, Wright, &
Sham, 2005). Many of these bipolar trials again focused on depression, not mania. Often-
times, outcomes were measured in terms of medication adherence, which again, clinically
should yield better maintenance of response and help in prophylaxis against relapse.

A more formal discussion regarding the treatment of anxiety disorder occurs later in this
book and an in-depth review is well covered by Stahl and Moore (2013) in a separate publi-
cation. Here, as an introduction to integrated anxiety disorder treatment, panic disordered
(PD) patients are the most often studied via CBT protocols, and it is considered a very ef-
fective standalone treatment. CBT can improve panic attacks, phobic avoidance, generalized
anxiety, and anticipatory anxiety (Oei, Llamas, & Evans, 1997; Steketee & Shapiro, 1995).
Oei et al. (1997) found that preexisting anxiety medication regimes did not affect long-term
outcome of brief intensive group CBT in panic disorder (PD) with or without agoraphobia.
Beurs, van Balkom, Lange, Koele, and van Dyke (1995) conducted a comparative outcome
study and found that the PPPT fluvoxamine (SSRI) plus exposure in vivo demonstrated
efficacy superior to that of any single modality treatment with double the effect size on self-
reported agoraphobic avoidance.

There have been several other systematic evaluations by Sharp et al. (1996) and Marks et al.
(1993) comparing CBT in combination with medications like fluvoxamine (SSRI) and al-
prazolam (benzodiazepine), and their findings suggest that both CBT and medications are
effective individually, although the combination of both is more effective. SSRIs plus ex-
posure and response prevention-based CBT are both established treatments for obsessive-
compulsive disorder (OCD). CBT here may be an effective augmentation treatment strategy
in treating OCD for patients who do not respond to SSRIs (Math & Janardhan, 2007). A small
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number of placebo-controlled trials have compared efficacy of medications and/or exposure
and response prevention therapy (ERP), and it has been shown that ERP therapy combined
with pharmacotherapy (a PPPT approach) to be superior to SSRIs alone in child and adult
populations. In adults, Foa et al. (2005) conducted a randomized controlled trial to study clo-
mipramine (TCA) alone, ERP alone, and their combination in 86 patients, and found that the
PPPT approach was superior to clomipramine alone on all outcome measures. Simpson et al.
(2008) conducted a randomized controlled trial in 108 patients to compare the effects of aug-
menting SSRIs with ERP or stress management training (another form of CBT) and found
that ERP was superior to stress management training in reducing OCD symptoms and that
augmentation to an SSRI with ERP was an effective strategy for reducing OCD symptom:s.
In the pediatric obsessive-compulsive disorder treatment study (POTS), sertraline (SSRI)
was compared to ERP and combination PPPT. PPPT was superior at one of two sites (POTS
team, 2004 ). Treatments for posttraumatic stress disorder (PTSD) broadly have been defined
as biological or psychosocial in nature. Randomized clinical trials for adult PTSD have been
conducted for various treatments, such as cognitive restructuring, imaginal exposure, in vivo
exposure, and various combinations of these in a CBT context delivered in groups and in-
dividually (Bradley, Greene, Russ, Dutra, & Westen, 2005). The long-term effectiveness of
medications in PTSD may be limited, as findings often suggest 30% complete remission after
short-term treatment compared to 65%-79% with CBT (Foa et al., 1999). Rothbaum et al.
(2006) studied whether a combination of sertraline (SSRI) with prolonged exposure therapy
would result in greater improvement than continuation with sertraline alone in patients with
chronic PTSD. They observed that sertraline itself led to a significant reduction in PTSD
severity over 10 weeks of psychopharmacology-only treatment but was associated with no
further reductions after 5 additional weeks of pharmacotherapy. In contrast, the other group
who received combined modalities (PPPT) did exhibit further, continued reduction in PTSD
symptom severity. Moreover, an augmentation effect was seen in patients with only partial
medication response, allowing a greater chance of remission (Rothbaum et al., 2006).
Depressive and anxiety disorders seem amenable to combined psychotherapy plus phar-
macotherapy, and there is clear evidence that an integrated approach often allows for more
favorable outcomes in certain patient populations. Schizophrenia is one of the most chronic
and debilitating psychiatric disorders, with typically less robust outcomes in regards to psy-
chopharmacology or psychotherapy approaches. Long-term maintenance on antipsychotic
medications has been considered to be the most important factor in preventing rehospital-
ization in these patients (Schooler et al., 1997). Mojtabai, Nicholson, and Carpenter (1998),
in their comprehensive meta-analysis, found that psychosocial and psychotherapeutic treat-
ments in patients with schizophrenia when combined with routine antipsychotic medication
management produced better clinical outcomes. Gottdiener and Haslam (2003) conducted a
different meta-analysis in which they studied psychodynamic psychotherapy, CBT and non-
psychodynamic supportive therapies and observed that all three were associated with sig-
nificant overall improvement in schizophrenia patients. Additionally, both psychodynamic
and cognitive treatments produced similar effect sizes and, also, individual psychodynamic
psychotherapy produced more significant improvements when used with medication man-
agement (PPPT). More specifically, cognitive remediation therapy has focused on improving
cognitive and executive functioning deficits in schizophrenia. Several researchers have found
specific improvements in cognitive abilities, and this has even been paired with evidence of
increased neuronal plasticity and better preservation of brain tissue volume (Medalia & Choi,
2009; Fisher, Holland, Subramaniam, & Vinogradov, 2010). Even in this more chronic and
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theoretically more genetic and biologically oriented disorder, schizophrenia patients seem to
respond to combined medication and psychotherapy approaches.

Attention-deficit hyperactivity disorder (ADHD) is quite different from schizophrenia, but
it is also considered a highly neurodevelopmental disorder, often with childhood onset, which
may persist into adulthood. Pharmacotherapy with stimulant medications has been the first-
line treatment of ADHD since the 1950s. Stimulants are very effective as a monotherapy and
are often heralded as one of the greatest psychopharmacological interventions when effect sizes
are evaluated (Klassen, Miller, Raina, Lee, & Olsen, 1999; AHCPR, 1999; Johnson, Safranek, &
Friemoth, 2005). However, stimulant use may not be sufficient by itself due to a variety of
factors, such as noncompliance and high prevalence of comorbidities (Wilens, Biederman, &
Spencer, 2002). A recent review of psychological treatments for ADHD in adults concluded
that the most effective treatment may be CBT modified for use in ADHD specific symptoms
(Vidal-Estrada, Bosch-Munso, Nogueira-Morais, Casas-Brugue, & Ramos-Quiroga, 2012).

In a study by Safren et al. (2005), 31 adults with residual ADHD symptoms and stable
psychopharmacology treatment for ADHD were randomized to CBT augmentation or con-
tinuing medication alone. There were significantly more treatment responders among pa-
tients who received adjunctive CBT (56%) compared to those who received medications only
(13%), supporting the hypothesis that CBT for adults with ADHD with residual symptoms
may be a feasible and efficacious PPPT approach.

In another study by Rostain and Ramsay (2006), 43 subjects with ADHD received medi-
cation with or without CBT. Treatment outcomes were assessed by comparing measures of
ADHD symptoms, social functioning, and also for comorbid symptoms, finding that com-
bined PPPT integrated treatment was superior. Additionally, in an Irish study, a brief CBT
group intervention was designed to treat adults with ADHD suffering from comorbid anxiety
and depression and found that it may also be an effective intervention for residual symptoms
(Bramham, Young, Bickerdike, Spain, McCartan, & Xenitidis, 2009). In another random-
ized, controlled 16-week, multisite trial in 303 adolescents with ADHD and substance use
disorder, OROS-methylphenidate did not show greater efficacy than placebo for ADHD or
for reduction in substance use in adolescents concurrently receiving individual CBT for co-
occurring substance use disorder (Riggs et al., 2011). This final finding again should remind
the reader that studies have limitations that must be considered and that researchers often
study patients with a single psychiatric disorder. Investigating these highly comorbid states is
often disappointing, in that outcomes for psychotherapy, medication management, or com-
bined modalities is often fraught with negative or less impactful outcomes. The reader should
also take away that integrating psychopharmacology and psychotherapy has been found in
certain studies, across several psychiatric conditions, to be additive and helpful in facilitating
improved outcomes even in some comorbid patients. It is unclear which modality should be
started first, or if combination at the outset is more important. Neuroscientifically speaking,
this may be important, as the authors will later discuss how both medications and psycho-
therapy may possibly restore dysfunctional neuroanatomic circuits to allow a greater reduc-
tion in psychiatric symptoms across disorders.

NEUROIMAGING STUDIES OF INTEGRATED TREATMENT APPROACHES

There exists a notion of how therapeutic effects of psychiatric treatments may act in psychi-
atric disorders where there may be symptom reduction by improvement in the efficiency of
information processing in hypothetically malfunctioning brain neurocircuits (Stahl, 2012).
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The pathology of most psychiatric disorders that consist of a myriad of heterogeneous symp-
toms likely cannot be explained by simple neurotransmitter imbalances. Treatment with a
single agent improving these alleged imbalances likely is not the cure for most patients re-
gardless of the disorder at hand. If this were the case, clinicians would need only one anti-
depressant, one anxiolytic, one mood stabilizer, and one antipsychotic. If it were this simple,
then there would not have been a need for any new psychotropic drug development since the
1950s. Obviously, this is not the case.

Researchers, and clinicians in the near future, may be able to utilize genetic studies and
neuroimaging techniques to provide themselves with more information regarding specific
neuroanatomic brain areas and whether they are functioning optimally or ineffectively—thus
allowing psychiatric symptoms to surface. These symptoms that the patient exhibits exter-
nally would be considered their phenotype. This type of nomenclature is needed in order for
this section to progress. In the introductory segments of this chapter, outcome-based studies
revealed that combining medications and psychotherapy (PPPT) may additively improve
outcomes (symptoms or phenotypes) across psychiatric disorders. Why is this? Medications
clearly are biological and effect changes upon biological entities such as neurotransmitters,
transporters, enzymes, etc. Changes here may change the electrical state of different brain ar-
eas, thus improving or normalizing their respective functions, but what does psychotherapy
do in the brain? Does psychotherapy allow some metaphysical psychological response to oc-
cur in our patients, or are there also correlated brain changes associated with psychotherapy
that might better explain why combining both modalities are additive in nature, neurologi-
cally speaking? The remainder of this chapter will start with a general, hypothetical overview
regarding the neuroscientific basis of integrating psychotherapy and pharmacotherapy and
then will move toward specific neuroanatomical and physiological models to explain the
clinical, phenotypical phenomena discussed in outcome studies referenced previously in this
chapter.

Recent neurobiological evidence has helped in clarifying that learning and environmen-
tal experiences, such as psychotherapy, change brain circuits and function, as does psycho-
pharmacology. Although our knowledge is still limited, initial findings have begun to give
researchers a better understanding of how psychotherapy and psychopharmacology may af-
fect the brain in similar, or different, ways. Either approach likely can alter brain structure
and function, producing phenotypic symptom changes for patients. A study by Greenough,
Black, and Wallace (1987) observed that rats raised in a social environment developed greater
synapses in comparison with rats raised in isolation. Kandel (1998) conducted innovative
experiments in sea snails, in which it was demonstrated that synaptic connections could be
permanently changed or strengthened through regulation of gene expression connected with
learning from the environment. He furthermore described evidence of new neural pathway
development when new learning occurred, hence postulating that psychotherapy may cause
changes in brain synapses as most forms of psychotherapy provide novel learning situations
for patients. In these animal laboratory models, learning is a behavioral and a psychological
process that creates new neuronal changes and connectivity in the absence of any pharma-
cotherapy agents.

As an overlap, long-lasting neuroanatomic changes can be produced by psychotherapy
or pharmacotherapy via changing gene expression and protein formation in brain neural
circuits, but also the environment itself (positive and negative life experiences) can produce
epigenetic changes in gene expression to alter the strength of synaptic connections. For exam-
ple, negative memories of childhood trauma may cause psychiatric symptoms by initiating
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unfavorable changes in circuits of the brain, and in turn good memories formed during
psychotherapy may favorably alter the same brain circuits, or more likely create new ones
that may be targeted by medications and, hence, produce relief from symptoms (Nestler,
2009; Sweatt, 2009; Baxter et al., 1992). Therefore, this section will attempt to focus upon
neurological changes due to either psychopharmacology or psychotherapy, but the situation
is further complicated by living environments and stress interactions at the level of the hu-
man genome. Kandel (1998) further commented on the plasticity and dynamic structure of
the brain, correlating it with the psychotherapeutic process where representations of self and
objects are observed to be variable over time. In this way, environmentally experienced activ-
ity may affect the development of dendrites, so their conformation to cognitive schemes may
create mental representations that can be experienced as positive and resilient in nature, or as
a risk for, and potential development of psychiatric symptoms (Gabbard, 2000).

Psychotherapy, particularly cognitive behavioral therapy (CBT), which is based upon
learning new skills and coping tools, may produce alterations in neuronal pathways. These
differences again would have to be mediated by changes in gene expression in the brain and
ultimately alter strength and numbers that could facilitate a phenotypic change (externally
exhibited symptoms).

To map out neural circuits and the neurocircuitry responsible for psychiatric symptom
development, functional neuroimaging techniques and studies are most often utilized. Base-
line functional neuroimaging in MDD has shown decreased activity in the dorsolateral pre-
frontal cortex (DLPFC), correlating with increased MDD symptom severity (Brody, Barsom,
Bota, & Saxena, 2001a). Frewen, Dozois, and Lanius (2008) reviewed recent literature about
neuroimaging in psychotherapy with the goal of linking psychotherapeutic intervention and
mechanism of change to specific neural correlates. For example, they linked the skill training
functions of CBT and interpersonal psychotherapy (IPT) that are designed to enhance cop-
ing, problem solving, and interpersonal functioning to improved or enhanced functioning
of the DLPFC. In this study, patients exhibited observed, external, phenotypic symptoms of
MDD, and imaging studies revealed the endophenotype of hypofunctioning DLPFC. This
endophenotype may be considered a biomarker of MDD and could possibly aid in diagnosis,
but in these studies it may serve as a measurement to determine whether the MDD brain can
return to normal functioning (a normal endophenotype) after treatment. Dichter, Felder,
Petty, Bizzell, Ernst, and Smoski (2009) used fMRI to study a group of patients with MDD
and treated with behavioral activation, and they found that there were significant improve-
ments in the patients after treatment with respect to increased responsiveness in the reward
centers of the brain, particularly in the anticipation of rewards. In contrast to the DLPFC
findings, these limbic findings are important because they link the cognitive aspects of MDD
with those of drive, initiative, and perhaps even enjoyment. In another study, midbrain se-
rotonin transporter (SERT) density increased after 12 months of psychodynamic psycho-
therapy for atypical depression (Lehto et al., 2008), suggesting that psychotherapy alone may
be able to change serotonin functioning and neurocircuitry.

In reviewing anxiety disorders, Etkin and Wager (2007) found that untreated posttrau-
matic stress disorder (PTSD), or social anxiety disorder (SAD) both had greater activity in
the amygdala and insula. Also, for PTSD, they described hypoactivation in the anterior cingu-
late cortex (ACC) and ventromedial prefrontal cortex (VMPFC), which might allow for phe-
notypic alterations in vigilance or emotional-contextual processing. PTSD-based emotional
dysregulation may be one of the main clinical manifestations of this neuroanatomic finding.
Existing treatment studies describe symptom recovery after normalization of regional blood
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flow to these previously affected areas. Absence of activation in the DLPFC, after CBT, in a
study of patients with spider phobia by Paquette et al. (2003) provided strong support to the
view that CBT reduces phobic avoidance neurologically. This is likely due to the hippocampal/
parahippocampal region involvement in deconditioning the DLPFC where hippocampal
structures may be strengthened and allow for decreased cognitive misattributions and cata-
strophic thinking at the level of the DLPFC (Gorman, Kent, Sullivan, & Koplan, 2000).

Regarding both anxiety and MDD, the amygdalae often play a critical role in the pro-
duction of symptoms and act as a key center for processing sensory information from the
environment and possibly being an initial site of molecular formation (long term potentia-
tion (LTP)) of memories based upon patient—environment interactions (Stahl, 2008). It is
postulated that when animals recover from depression or anxiety model conditions, they
develop new synapses that inhibit those synapses formed during stress or trauma (Swe-
att, 2009; Stahl, 2008). This, in turn, requires long-term potentiation (LTP) and glutamate
neurotransmission at N-methyl-d-aspartate (NMDA) glutamate receptors. This research
brings the reader back full circle, suggesting that a learning model is needed to recover from
psychiatric symptoms. This may explain not only that psychotherapy may hypothetically
change symptoms by altering learning-based neuronal circuits, but also how combination
with medications that facilitate NMDA neurotransmission could potentially increase the
efficacy of psychotherapy in changing neuronal circuits, and thus help in decreasing symp-
toms (Stahl, 2012; Deveney, McHugh, Tolin, Pollack, & Otto, 2009). In fact, several smaller,
investigational studies have suggested that increasing glutamate NMDA receptor efficiency
and activity with glycine agonists may promote improved and faster responses after a few
sessions of exposure based CBT.

So far, the authors have discussed functional neuroimaging changes after psychotherapy.
However, some differences between psychopharmacology and psychotherapy were outlined
in a randomized control trial of venlafaxine (an SNRI) versus CBT in MDD where both
groups of responders had decreases in metabolism in DLPFC, a commonality between these
two interventions. Subtle differences in responders to either medication or CBT were also
seen in the basal ganglia and/or cingulate cortex (Kennedy et al., 2007). Martin, Martin, Rai,
Richardson, & Royall (2001) had previously compared the effects of IPT and venlafaxine on
regional cerebral blood flow (CBF) using SPECT, in a 6-week study of patients with MDD
as well. Subjects in remission from venlafaxine and IPT observed that resting hypoperfu-
sion of the prefrontal cortex renormalized after MDD remission, and there were increases
in cerebral blood flow to right basal ganglia activity as well. Subjects in the IPT group alone
differentially exhibited an increase in right posterior cingulate activity. A longer, 12-week
study of similar design was conducted by Brody and colleagues (2001b), who used PET to
examine patients who received IPT or paroxetine (SSRI). A decrease in dorsal and ventral
prefrontal cortical metabolism with IPT treatment directly was reported here. In addition,
the authors described an increase in metabolism in limbic and paralimbic regions (in this
case, the right insula and left inferior temporal lobe) in both treatment groups compared to
controls, although there was a decrease in DLPFC activation with paroxetine only. Continu-
ing along this avenue of discussion, studies of MDD, CBT, and IPT were noted to promote
similar changes in cortical-subcortical neurocircuitry (Roffman, Marci, Glick, Dougherty, &
Rauch, 2005). This type of finding suggests that brain neuronal and neuroanatomic changes
may occur from medication or psychotherapy modalities. There is clearly some overlap in
these neurofunctional changes regardless of modality used, suggesting that integrated PPPT
should allow for additive, curative central nervous system (CNS) effects to occur. There are
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also some clear differences in effects as well; certain brain functional changes do not overlap,
making each modality a unique treatment.

Other studies also support that psychotherapy and psychopharmacology affect brain func-
tion in overlapping and also in unique ways, depending now upon the psychiatric disorder.
Levin, Lazrove, & van der Kolk (1999) studied eye movement desensitization and reprocess-
ing (EMDR) therapy in PTSD, and found increased CBF in ACC and in the left frontal lobe.
Another study examined group CBT versus citalopram (SSRI) for treatment of SAD via PET,
in which both groups exhibited a significant reduction of activity in limbic and paralimbic re-
gions and no change in activity in VMPFC in the CBT group, in contrast to patients receiving
only citalopram who exhibited activity reductions in this region after treatment. In addition,
CBT groups showed decreased CBF in the periaqueductal gray (PAG) area, and the citalopram
group exhibited thalamic reductions in CBF, potentially reflecting reductions in sensory input
to the amygdala (Charney & Deutch, 1996). However, VMPFC components of these mecha-
nisms remain unclear. It could be implied that CBT and citalopram therapy for SAD might
dampen limbic response, albeit by different mechanisms—thus, adding to data supporting
that combining treatment modalities may provide complimentary changes in brain function
to alleviate SAD symptoms (Furmark et al., 2002). In OCD, it is often found that hyperactivity
of the right caudate exists. Baxter et al. (1992) found that both fluoxetine (SSRI) and behav-
ioral exposure and ERP produce similar decreases in cerebral metabolic rates in the head of the
right caudate nucleus. Nakatani et al. (2003) studied behavioral therapy in treatment refrac-
tory OCD and found decreased cerebral blood flow in the right caudate after treatment as well.

Clinicians might consider the PPPT findings above, where some brain function changes
overlap and others are unique (or complimentary), to be similar to rational polypharmacy
approaches where psychopharmacologists combine different medications together to gain a
greater theoretical effect (Topel, Zajecka, Goldstein, Siddiqui, & Schwartz, 2011). Take, for ex-
ample, the treatment of initially resistant MDD where a patient is only partially better while
taking an SSRI monotherapy. Most guidelines and clinical practitioners would not advocate
combining two mechanistically similar SSRI antidepressants together. The first reason for
this is the risk of serotonin toxicity adverse effects, but second is common sense, in that if the
patient is not responding to a full-dosed SSRI using its specific mechanism of serotonin reup-
take inhibition, why would a second, nearly identical SSRI work? Most clinicians would likely
combine or augment with an agent that elevates monoamines other than serotonin. A com-
mon strategy here might be to add a norepinephrine—dopamine reuptake inhibitor (NDRI)
such as bupropion. This way, there is little overlap, and only complimentary mechanisms of
action impinging on the CNS to promote an antidepressant effect. Sometimes buspirone, a
serotonin-1la receptor partial agonist is added to the initial SSRI monotherapy. This is an-
other serotonergic approach, but it is not an SSRI mechanism and also might be considered
complimentary and not wholly overlapping in mechanistic nature. Adding a psychother-
apy simultaneously, or sequentially, may be like adding a partially overlapping and partially
unique mechanism of action that all psychopharmacologists should find some comfort in
understanding and utilizing in practice.

In summary, the authors have attempted now to convey in the first section of this chapter
that clinical outcomes of combining medications and psychotherapy (psychopharmacopsy-
chotherapy) may allow for additive clinical responses and improved phenotypic symptom re-
duction for a myriad of psychiatric conditions. In this second section, certain specific examples
of functional neuorimaging (endophenotypes) have been discussed to document clear neu-
roanatomic and neurofunctioning changes that might occur with either psychotherapy or
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pharmacotherapy, or integrated PPPT. Both modalities affect brain function. In some cases
there is overlap, and in others there are independent findings depending upon the disorder,
drug, or psychotherapy utilized. The next, final section of this chapter will attempt to stream-
line and theorize how PPPT might work in the generic brain across a myriad of psychiatric
disorders. As research endeavors of psychiatric genetics and psychiatric neuroimaging con-
tinue, several models will evolve with improving supportive evidence.

NEUROSCIENTIFIC MODELS OF PSYCHOPHARMACOPSYCHOTHERAPY

Consider psychotherapy as an epigenetic drug? A model proposed by Stahl (2012) would sug-
gest that both pharmacotherapy and psychotherapy may converge upon similar neurocircuits
to change brain functioning and alleviate psychiatric symptoms. The first two sections of this
chapter revealed that combining, or integrating, psychotherapy and psychopharmacology
approaches across a myriad of psychiatric disorders can increase effectiveness outcomes and
that functional neuroimaging may reveal where in the brain it is likely that these treatments
are imparting their effects. To better understand the findings in neuroimaging reviewed in
the prior section of this chapter, and to understand how theorists may create neurobiological
models, the reader must first understand the arbitrary testing methods set up to better delin-
eate these neurocircuits. Researchers can utilize neuroimaging such as functional magnetic
resonance imaging (fMRI) or positron emission scanning (PET) whereby they can measure
the activity (hyper or hypo) of specific brain areas. These brain areas are connected by neu-
rons, and these neurons have different receptors, transporters, and enzymes that may be fairly
localized as well. These neuroanatomic connections create neurocircuits or neural networks.
If there is an abnormality due to genetics, stressful environment, brain injury, etc., then a
circuit may fire too much or too little, causing the specific neuroanatomic area to function
excessively or in an underactive manner. This net change in activity, in either direction, likely
can yield descriptive symptoms that the patient reports or exhibits. To test these specific
circuits, researchers must come up with a stress test to make the specific neurocircuit work
harder so it can be easily identified on imaging. This can then be compared amongst patients
with psychiatric disorders and those without. Researchers can calculate the net differences in
brain function, and if significant, then a possible neuroimaging endophenotype biomarker
may be validated as pathognomonic for said disorder.

Some stress tests might include the n-back test, Stroop test, or fearful faces protocol. For
the first, patients are asked to concentrate on storing memory, calculating, and recalling
mathematical figures. This is a working memory and multitasking protocol that taxes the
DLPFC. The second involves monitoring words that are printed in varying colors and using
stored memory and language skills to report the color of the words that were typed, also for
DLPFC multitasking. Why are these two important? Poor concentration, executive dysfunc-
tion, and planning abilities may be noted in several DSM disorders. For example, poor atten-
tion or concentration is specifically listed for ADHD, PTSD, GAD, MDD, mania, delirium,
etc. (American Psychiatric Association, 2000). This would suggest that these phenotypic
presentations may have similar underlying brain imaging (endophenotype) findings (i.e.,
hypoactive DPLFC), where utilizing a Stroop test while under fMRI condition might allow
researchers to better diagnose active psychopathology, risk for future psychopathology, and
also to determine what treatments may rectify the endophenotypic findings and lower phe-
notypic psychiatric symptoms as an outcome measure. The fearful faces protocol determines
how active limbic structures are, specifically the amygdalae, which accounts for fight-or-flight
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reactions in mammals. While in an imaging device, patients are shown a myriad of faces,
some with neutral expressions, some with more intense emotions (fear, anxiety, irritability),
and the extent to which the amygdalae become hyperactive is imaged and measured. This
model does not measure cortical DLPFC function, but rather investigates the limbic system
to determine whether it is too active (i.e., in depression or anxiety).

By utilizing some of these neuroimaging stress-testing protocols, investigators now may
gain better insight as to how the brain is functioning in normal states, psychopathological
states, and after treatment with either psychotherapy, pharmacotherapy, or psychopharma-
cotherapy (PPPT). These types of studies may more concretely reveal why integration of both
treatment modalities may allow for additive clinical outcomes similar to those addressed
in the first section of this chapter. For example, the amygdala is likely a major brain center
for initial processing of information from the environment and an initial site of molecular
formation of memories (Stahl, 2008). The amygdalae keep track of personal experiences and
help keep track of positive and rewarding experiences and negative or aversive ones. Synapses
begin to form after real world experiences based upon fear or reward (Sweatt, 2009; Stahl,
2008). Animal models suggest that when subjects are placed into stressful environments, syn-
apses form, and they potentially learn phobic avoidance for the aversive environment. These
synapses are permanent and fire often to help the animal avoid the negative environmental
cues and exposures. To train an animal to unlearn, or extinguish, its fear about a previ-
ously negative or aversive environment, new synapses are formed via long-term potentiation
(LTP), allowing the animal to perceive that the environment is now neutral or even reward-
ing. In this way, new exposures allow new synapses, and summarily new learning occurs as
the animal replaces painful memories with positive ones over time. Old memories (synaptic
long-term potentiated synapses) are likely not truly replaced, but new memories and experi-
ences (new synaptic LTP) begin to take precedence over the older ones and gain strength.
This may be a fundamental working model of how psychotherapy works. Patients replace
previous negative interpersonal experiences with positive ones where clinicians utilize terms
such as corrective emotional experiences, holding environments, containment of affect, cogni-
tive restructuring of negative schema, interpersonal role modeling or transitioning, etc. Perhaps,
psychotherapy allows repeated exposure to neutral or positively rewarding situations and
environments; new synapses are formed and neural networks are fired, which promote social
affiliation instead of phobic avoidance and negative affect. Integrating medication manage-
ment and psychotherapy strategies might converge (depending on the particular medication)
at the level of the amygdalae, DLPFC, etc. The psychotherapy epigenetic environment may
exert effects on new neuronal synapses and learning simultaneously, while pharmacologic
agents act to mitigate neuroanatomic hyperfunctioning or hypofunctioning status of each
specific brain area or circuitry. This may be the final common pathway whereby PPPT works
to lower psychiatric symptom severity. With this working presupposition, creating a simple
working neuroanatomic model of psychopharmacopsychotherapy is warranted. This model
should draw together basic neuroanatomy and physiology, identifying CNS structures that
are theoretically related to psychiatric symptom development, and next it should look to
pilot studies that utilize psychiatric stress test models to determine if psychotherapy plus
psychopharmacology is truly additive in the way that it might correct brain physiology and
neurocircuitry firing to lower psychiatric symptoms.

A review by Liggan and Kay (1999) is informative and to some degree abstracted below.
These authors paint a picture that psychotherapy is a modality that employs learning regard-
less of doctrine or dogma. Learning is a neurobiological process in the CNS, and symptom
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reduction, by way of psychotherapy can change brain function to alleviate symptoms. For dis-
cussion, it makes sense to begin with Hebb’s rule. Hebb (1949) accurately postulated that the
brain could store information (learning) only if neurons could modify their connectivity. This
would require both the pre- and postsynaptic neurons to be actively engaged simultaneously
during environmental stimulus or change. This is the model of LTP noted above. The greater
the firing between two neurons, the greater likelihood that they will fire again, thus strengthen-
ing the connection. As neurons are multiply interconnected, neural networks are likely created,
and each of these representative networks intertwines with other networks. If these networks
begin to function excessively or erroneously and incorporate certain neuroanatomic brain
regions into their firing patterns, then psychiatric symptoms may occur (Stein & Ludik, 1998).
Neural networks may also be cortical maps. For example, if a patient witnesses a traumatic
event, or multiple events, then the patient’s factual sensory information neurons fire, amyg-
dala neurons fire, VMPFC cortical neurons fire, and so on. These sequential firings create a
cortical network and ultimately a map of firing neurons that represent the trauma. LTP or
long-term depression (LTD) via corrective, safe experiences (i.e., psychotherapy), may change
the character of the map or create a new map by using different firing patterns in the neuronal
systems involved. LTP may create new synapses and new neural network maps of safe events
(new learning), and LTD may help extinguish, or lower the likelihood, of older neural network
firing of maps that represent trauma or aversive experiences.

The authors previously mentioned imaging findings in the DLPFC and in the amygdala
for depressive and anxious states. There is ample evidence that these two brain regions relay
information and signals back and forth (Bear, 1996). The rate-limiting apparatus creating
plasticity and greater regional brain communication involves NMDA glutamate receptors
and cortical activity. This way, rudimentary fight or flight, aggressivity or passivity, or not, in-
formation is transmitted from primitive limbic structures to the cortex, which is activated by
way of NMDA receptor activation. Cortical association maps or neural networks are formed
to create longer-standing memories based upon environmental experiences. A patient with-
out psychiatric symptoms establishes good balance or tone between cortical and limbic CNS
structures. A normal amount of cross talk (neuronal network firing) may provide checks and
balances, which promotes behaviors that are related to resilient coping skills. As psychiatric
symptoms develop, a specific neuronanatomic brain area may be stronger, or weaker, regard-
ing neuronal network firing, and this imbalance may likely lead to the outward, phenotypic
expression of psychiatric symptoms noted.

Based upon this, there are likely two neuranatomic memory systems that are supported by
different neuroimaging findings (Squire et al., 1992). An explicit system uses higher cortical
areas (temporal lobes) with much reliance upon hippocampal functioning to retain factual
history about events. An implicit system is more primal, using the basal ganglia and limbic
structures. The implicit system has models implicating aversive and fear conditioning neural
circuitry (auditory thalamic areas projecting to the amygdala, auditory cortex, the amyg-
dala, and the hypothalamus) (Kapp, Pasco, & Bixler, 1984). This system does not appear to
be accessible for conscious memory recall like the explicit system, but rather promotes the
learning of skills, drives, or preservation, and may be driven more by classical conditioning.
The implicit system stores affective information and creates rules and prototypes for social
engagement whereby future experiences are often weighed against these predefined represen-
tations. This system likely acts unconsciously, always scanning the environment and making
predetermined judgments about social patterns and interactions, and it governs fairly fast
behavioral and reflexive responses. This system is shaped from an early age, where the explicit
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system evolves in the later childhood years. The explicit, factual memory system is more con-
scious and accessible by the person at any given time. These theoretical memory constructs,
on which many psychotherapy techniques hinge, likely map to more complex neuronal con-
structs (networks, neuroanatomic areas, etc.).

At one level, psychotherapy has direct access to explicit and factual memory, activating
and utilizing higher cortical and hippocampal areas of the brain. Throughout therapy, im-
plicit patterns are noticed, interpreted, or brought into awareness, and now both the explicit
(cortical) and implicit (limbic) systems are brought to interact and affect behavior change.
Medications may work in either system. It makes sense that psychological or psychotherapy
approaches all are learning based and impact these two systems, but how might psycho-
pharmacological approaches impact learning systems? Animal models suggest that alter-
ing neurotransmitter levels or availability (serotonin) can affect learning (Lavond, Kim, &
Thompson, 1993). More often though, glutamate activity at NMDA receptors is discussed
and implicated via LTP mechanisms, but serotonin, norepinephrine, and dopamine may also
play an active role (Park, 1998). Interestingly, these are the most modulated monoamines, as
the available psychopharmacotherapies mostly interact by raising or lowering monoamine
levels or activity by way of transporter or enzyme inhibition, receptor antagonism, or ago-
nism, etc. For example, and in regards to dopamine, in primate learning models, ascending
dopamine pathways may be divided into fonic or phasic categories. Tonic dopamine pathway
firing is felt to govern overall arousal and wakefulness, and to aid in attention and concentra-
tion. Phasic dopamine neuronal firing often occurs in situations where reward-based operant
learning occurs. Drive and motivation may come as a result of this dopaminergic network
firing. In primates, while learning a task, the phasic dopamine system is hyperactive. Effort
by the animal in learning a new task will have a higher endogenous dopamine reward, mak-
ing the animal work harder and learn more quickly. However, once a behavior is learned and
mastered and its novelty wears off, phasic dopamine activity lowers. The dopamine phasic
system allows for prediction error to occur in the animal. The animal can learn how accurate
it is when dealing with new situations and to create a list of possible behaviors that may occur
in that situation. Psychotherapy often allows patients to be given interpretations about their
actions, or to be made aware or mindful of their actions, and next they are urged to change
behaviors, or challenge their previous predictions (error prediction) and see if new ways
of behaving will improve interpersonal rewards. There is also direct dopamine interaction
with the glutamatergic NMDA learning apparatus here that is responsible for LTP. LTP oc-
curs after patterns of neuronal firing are repeated and synaptic connectivity increases. LTD
may be a method of lessening the firing of previously strengthened LTP synapses and neural
networks. Evidence suggests that dopamine involvement in this neurocircuitry is weighted
toward LTD. Perhaps as patients go through psychotherapy, where they try to change behav-
iors, beliefs, and attitudes that impair them via creating depression and anxiety symptoms,
increasing dopaminergic tone by way of antidepressants may allow greater extinguishing of
negative behaviors by lowering that behavior’s associated neural network. This may directly
link the neurochemistry of psychopharmacology to the neurochemistry of psychotherapy,
which again may be neuroimaged (as discussed in previous sections) and studied. In fact,
some neuroanatomical mapping has implicated the cortex, striatum, globus pallidus, sub-
thalamic nucleus, and thalamus in this type of learning.

Serotonin likely contributes to learning pathways as well. Many more serotonergic psy-
chotropics exist than dopaminergic ones. There are two proposed serotonin neural networks.
The first is important in MDD, where the median raphe projects to the hippocampus, which
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is rich in serotonin-1la receptors. This pathway likely dictates how an animal will respond
in aversive conditions. Lower activity here makes animals less resilient and more likely to
respond with learned helplessness, a model of human MDD. In this pathway, serotonergic
activity ultimately leads to downstream inhibitory actions in the hippocampus. The second
path projects from the dorsal raphe to the hippocampus, but its terminus is deeper in the
hippocampus and terminates upon serotonin-2a receptors. This system leads to downstream
hippocampal activation. Antidepressants that act by blocking the serotonin transporter el-
evate available serotonin in synapses and have been shown to activate serotonin-1a receptors
in the first circuit. In animal models, this is correlated to returning the animal’s serotonergic
circuitry to a nondepressed state. In this manner, nondepressed animals are stressed, depres-
sion ensues, and the animal is treated with an antidepressant. The serotonergic circuitry can
be observed to change from a normal to abnormal and back to normal state in the paradigm
outlined above. This is likely what occurred as well in the psychodynamic psychotherapy
study mentioned previously (Lehto et al., 2008), where serotonin reuptake properties were
altered similarly with psychotherapy. In this way, psychotherapy may facilitate both cortical
and limbic structures to change neuronal networks or maps, and introducing psychotropics
that manipulate neurotransmitters or receptors may facilitate neuronal plasticity as well, in
an additive manner further allowing neural networks to adapt or change. The net effect could
be external, phenotypic psychiatric symptom improvement.

In order to merge implicit/explicit learning theory and the neurobiological theories regard-
ing PPPT, functional neuroimaging is helpful to review. Some functional imaging studies in
the second section of the chapter described the endophenotypic effects of psychotherapy or
medication management. For depression, psychotherapy and SSRI treatments both indepen-
dently lowered right caudate activity, possibly indicating an impact in the implicit memory
system (Baxter et al., 1992). For PTSD, EMDR psychotherapy increased DLPFC activity and
lowered limbic activity, possibly showing the effect of EMDR impacting upon both explicit
and implicit memory neuroanatomic systems. Linking brain regional activity changes to neu-
rotransmitter changes was outlined also in a case prior to the Lehto et al. case. Viinamaki et al.,
in a more stringent case-control study, showed that psychodynamic psychotherapy in a mood
disorder patient (Viinamaki, Kuikka, & Tithonnen, 1998) allowed improved poor serotonin
transporter activity in the PFC over the course of 1 year of psychotherapy, and this was cor-
related to symptom reduction. This link again shows that psychotherapy can affect brain func-
tion and may possibly allow for brain changes by creating different neurotransmitter activity.
Clearly SSRI and SNRI facilitate serotonin reuptake directly. Adding one of these medications
to psychotherapy should directly amplify the effects of psychodynamic psychotherapy in an
additive or maximizing fashion. OCD also has neuroanatomic findings of altered brain func-
tion and volumetric changes that are linked in animal and human studies where data has
shown that both psychotherapy and pharmacotherapy modalities affect brain neurochemi-
cal outcomes. Focusing on serotonin, tricyclic antidepressant (TCA) binding and serotonin
platelet binding both increased when either treatment modality was utilized, again suggesting
overlapping and additive CNS effects while treating anxiety disorders (Baer, 1996).

CONCLUSION: OPERATIONALIZING PPPT FOR THE CLINICIAN

In a rational polypharmacy treatment approach (Schwartz & Stahl, 2010), psychopharma-
cologists typically will not add an SSRI to another SSRI. As was previously discussed, clini-
cians might feel this is a redundant polypharmacy augmentation, and if (a) the serotonin
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transporters are already inhibited, (b) increasing synaptic serotonin has occurred, and (c) de-
pression is not remitted, then adding a medication with a different serotonergic mechanism
of action (serotonin-2a receptor antagonism, serotonin-1a receptor partial agonism) would
be more complimentary in maximizing the impact on serotonergic neurocircuitry. In this in-
stance, instead of augmenting with an atypical antipsychotic (SHT-2a receptor antagonism),
a sedating antidepressant (trazodone with 5HT-2a receptor antagonism), or an anxiolytic
(buspirone with 5HT-1a receptor partial agonism), an astute clinician might add psycho-
dynamic psychotherapy which also affects serotonin functioning. This chapter has revealed
at least two studies where this mode of psychotherapy clearly impacted serotonin levels and
functioning and allowed for endophenotypic changes to be detected upon neuroimaging.
Psychopharmacologists could easily view providing their own psychotherapy or referring out
for psychotherapy as a serotonergic augmentation. Of course, psychotherapy should be held
accountable to a given dose and duration, just like a pharmacological trial. IPT and CBT are
often short term, with 12-20 consecutive weekly therapy sessions. This is akin to increasing
an SNRI across its full dosing range. If that SNRI fails to create an antidepressant response,
it is stopped and another medication is started. IPT and CBT have amassed many outcome
studies (Butler, Chapman, Forman, & Beck, 2006; de Mello, de Jesus, Bacaltchuk, Verdeli, &
Neugebauer, 2005), showing what an adequate trial consists of. If one of these short-term,
directive psychotherapies fails, then its brain mechanism of action likely has not changed
the neurocircuitry involved in the particular patient’s depression. The particular mode of
psychotherapy should be abandoned and another style of psychotherapy chosen. Perhaps,
a switch to psychodynamic psychotherapy may be warranted if CBT or IPT fails. Similar to
medications showing slightly different neurofunctioning effects, different psychotherapies
may also affect different brain areas as well. Psychotherapies can be moved through just like
a stringent dose and duration antidepressant trial can be conducted. In the opposite manner,
a clinician conducting only psychotherapy, after a good trial, must be aware if the therapy
is failing. In this case, again, a switch to a different form of psychotherapy, or a referral and
introduction of an antidepressant is likely warranted.

If psychotherapy is felt to be a learning process whereby the explicit memory system is ac-
cessed in order to create new LTP and firing patterns and ultimately to affect changes in the
implicit memory system secondarily, then many antidepressants could be viewed not as an-
tidepressants, but as cognitive or learning performance enhancers. It was previously discussed
that LTP and learning are not just glutamate dependent. Likely, dopamine input in the cortex
and serotonergic input in the limbic structures may improve LTP, as well as synaptic and
new neural network formation. Enhancing learning while engaged in psychotherapy could
likely improve psychotherapeutic outcomes and symptom reduction. Psychotherapists could
embrace any antidepressant as being an augmentation or performance-enhancing initiative
when sequentially administered after psychotherapy fails to provide a full remission.

Finally, many psychopharmacologists feel that they are too busy, or choose not to provide
psychotherapy services to their medication management only patients. More often, psychiat-
ric clinicians are, more and more, hired by and working under the direction of hospitals, or
subsidized clinics where the more costly psychiatrist is made to see four patients an hour,
while a clinical social worker provides supportive eclectic long-term psychotherapy weekly.
This leaves little, if any, time for psychotherapy in the psychiatric prescriber’s office, let alone
for active listening, or rapport building. Throughout this book, the editors urge the reader to
pay particular attention to care models that describe how a prescribing psychopharmacolo-
gist may actually provide some active psychotherapy despite busy schedules and demands. By
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doing this, an augmentation strategy is always being provided when prescribing, even when a
monotherapy only is being utilized.

If a psychopharmacologist cannot recall their training in psychotherapy, was never trained
in formal outcome-based psychotherapies, or has no time to read and become proficient in
some of the psychotherapies described throughout this book, there is hope. Psychopharma-
cologists could undergo a “vocational rehabilitation” in a few short steps that may return the
core psychotherapy skills once effectively utilized in residency training to the forefront of
daily clinical practice.

First, the psychopharmacologist must remind him- or herself that providing both psy-
chotherapy and psychopharmacology to a patient simultaneously makes sense based upon
the outcomes and neuroimaging data presented in this chapter. Almost all psychiatrists are
trained in providing both modalities in one setting, but drift toward a psychopharmacology
model only for the reasons noted above. A paper that should have gained more attention from
prescribers, insurance companies, and government agencies was published by Dewan (1999),
where an analysis was conducted to determine whether a psychiatrist providing both psycho-
therapy and psychopharmacology in one session (PPPT) was more costly than split therapy
whereby the psychiatrist prescribes and other psychotherapists provide psychotherapy. This
latter model is likely the most widely utilized in the United States and, given its propagation
by major private and public insurance carriers, must be felt to be more effective, cost less to
provide, or both. Dewan’s study showed, by using insurance companies’ cost data, that brief
psychotherapy by a social worker was the least expensive treatment when used alone to treat
a patient. When treatment required both psychotherapy and medication (PPPT), then com-
bined treatment by a solo psychiatrist costs about the same or less than split treatment with
a social worker psychotherapist, and it was usually less expensive than split treatment with
a psychologist psychotherapist. This small paper was printed in a competitive, high-ranking
journal and met with good reviews. However, it seems that this current split therapy practice
has gone mostly unchanged. This third variable, cost, should also be on the psychophar-
macologist’s mind. One can prescribe and provide psychotherapy, which is clearly effective,
changes brain function, and is cost effective in regards to the healthcare economy.

A second point revolves around the fact that it may be difficult to return to school, retrain,
and learn new psychotherapy skills to provide to patients in the fast world of a psychophar-
macology office. Psychopharmacologists must adhere to the old saying that “one is always
doing psychotherapy,” even in a 15- to 20-minute short visit. The key is to make those 20 min-
utes count. Patients should be seen as often as schedules and finances permit. This improves
the doctor—patient relationship, partnership, and rapport. The final chapter of this book will
provide the reader with ample evidence regarding how a prescriber may optimize his or her
relationship with a patient, enhance response rates, placebo rates, adherence rates, etc.

A model of providing manualized psychopharmacopsychotherapy (M-PPPT) might
be theorized, learned, and incorporated into clinical practice in the same amount of time
that it takes to read this introductory chapter. M-PPPT’s goal would be to develop a basic
psychotherapy treatment for use by psychopharmacologists when employing a medication
management only model for the treatment of MDD, or other psychiatric disorders. The psy-
chopharmacologist must be aware and want to maintain the psychotherapeutic stance while
in the daily practice providing psychopharmacology to patients. To be realistic, and honest,
some psychopharmacologists are burned out, never liked training or providing psychother-
apy, or find psychotherapy draining when compared to medication management sessions.
Burned out psychopharmacologists may blame their employer or the insurance companies
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for enforcing the fast medication sessions and split model psychotherapy, but some psy-
chopharmacologists use this as a rationalization because (a) they may not want to admit;
(b) nor embrace psychotherapy as a technique either (1) due to philosophical stance, (2) the
sometimes draining nature of psychotherapy, or (3) the learning curve of psychotherapy; or
(c) the fact that it is often more lucrative to provide a higher volume of shorter medication
management visits per day. M-PPPT interventions can be time limited and concise so that
psychiatric symptom reduction may be achieved within the course of usual medication man-
agement only practices. Interventions have an easy learning curve so that these applications
may be learned and utilized in practice immediately even if a stoic medications only approach
is held to.

M-PPPT has a goal to increase the psychopharmacologist’s awareness of the use of “com-
mon factors” felt to be universal to most employed psychotherapies (Greenberg, 2004). This
simplistic approach often is initially taught in nurse practitioner or psychiatric residency
training, or may be used later as a “vocational rehabilitation tool” for the veteran psycho-
pharmacologist. Using a checklist approach, a psychopharmacology session may be broken
down into sections, and both psychopharmacology and psychotherapy may be employed. It
is recommended that at the time of outpatient admission and diagnosis that a few weekly
medication plus psychotherapy sessions be used with gradual transitioning toward psycho-
pharmacology sessions every few weeks per usual as symptoms reduce. Public domain rating
scales are highly suggested. Rating scale use has been shown to improve outcomes (Zimmer-
man, Chelminski, Young, & Dalyrymple, 2011) in several psychiatric disorders and, more
importantly, if conducted prior to the office visit, many psychiatric symptoms may be re-
viewed by the clinician in the first few minutes, allowing most of the session to be dedicated
to psychoeducational informed consent and psychotherapeutic processes. A typical M-PPPT
checklist might involve the following:

Psychopharmacology Components

__Review previous note prior to session

__Check rating scales prior to session

__Ask about current positive or negative stressors
__Lethality risk assessment

__Review current pivotal target symptoms
__Review medication list

__Review side effects

__Review medical problems

__Check vitals

__Provide informed consent

__Positive and negative medication effects
__Rationale for psychotherapy as adjunctive treatment

Psychotherapy

__Provide psychoeducation about diagnosis and medication options
__Provide > 3 core psychotherapy skills

___motivation

__empathy

__openness

__collaboration



OUTCOMES, ENDOPHENOTYPES, AND THEORTETICAL UNDERPINNINGS 19

__warmth

__positive regard

__sincerity

__corrective experience
__catharsis

__establish goals

__establish time limit
__establish patient effort needed

Documentation

__Compile note
__Contact collaterals
__Consult state mandated databases (For example NY’s SafeAct or I-STOP Act)

This basic checklist is a manual. It covers the basic processes of a gold standard medica-
tion management visit, but at the same time, it works to motivate the psychopharmacolo-
gist to stay equally focused upon providing core psychotherapy techniques in session. As
a simple checklist, it works to alert the psychopharmacologist and bring to awareness the
need to work on basic psychotherapeutic approaches while in session. Implicitly, most psy-
chopharmacologists initially trained and learned that providing psychotherapy is helpful
to patients. At one time, these skills were likely intuitive and automatic (implicit). By using
a simple checklist, current psychopharmacologists who are wed to a prescription writing
only, hard-core, short visit, medication only approach might activate explicit memory sys-
tems, and via glutamatergic LTP, relearn and deploy these refreshed skills effectively. The
dopaminergic pathways may increase drive and improve error prediction while learning
M-PPPT; the serotonergic pathways may allow for better LDP away from the once aversive
(cost, stress, job description, authority) psychotherapy model. The clinician’s DLPFC may
activate more upon PET scanning, and his or her amygdala may appear less active, and
the clinician may emerge fairly quickly and competently a psychopharmacopsychothera-
pist again.
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Trial-Based Cognitive Therapy (TBCT)

A New Cognitive-Behavior Therapy
Approach

Irismar Reis de Oliveira

INTRODUCTION

Recent advances in neurobiology suggest that, similarly to drugs, psychotherapy changes
brain circuits. Therapeutic effects of both drugs and psychotherapy are thought to occur in
psychiatric disorders by improving the efficiency of information processing in malfunction-
ing brain circuits. As clinically effective treatments for psychiatric disorders, psychotherapy
and psychopharmacology in combination can be therapeutically synergistic in several psy-
chiatric conditions. Psychotherapy hypothetically induces epigenetic changes in brain cir-
cuits, enhancing the efficiency of information processing in malfunctioning neurons, and
improving psychiatric symptoms, just like drugs (Stahl, 2012).

For cognitive therapy (CT) theorists, cognition occurs in three levels of information
processing (Fig. 2.1). In the first and most superficial level are the automatic thoughts
(ATs), defined as perceptions that occur rapidly in response to a situation; are not subjected
to systematic, logical analysis; the person may be unaware of their presence or significance;
and they also may or may not be distorted (Beck, 2012). The second or intermediate level
of information processing comprises the underlying assumptions (UAs) or conditional
beliefs, used to guide our behavior, emotional expression, and understanding of how the
world operates. They are usually expressed as “if . . ., then . ..” statements (e.g., “If I go
out alone, then I will be helpless”) (Greenberger & Padesky, 1995). The third and deeper
level of information processing, conceptualized as core beliefs (CBs), sometimes also called
schemas, are global, rigid, and fundamental beliefs that people hold about themselves, the
world, and/or the future, and that influence the types of ATs that people experience in
specific situations (e.g., “I am incompetent” or “I am unlikable”). The goal of CT is to help
patients uncover and restructure unhelpful and negative cognitions in the three levels (ATs,
UAs, and CBs), reducing emotional distress and preventing relapse of psychiatric disorders
(Wenzel, 2012).

CT is one of the therapeutic approaches within the larger group of cognitive behavioral
therapies (CBT). It was developed in the 1960s by Aaron Beck at the University of Pennsylva-
nia, as an active approach to treatment that helps patients to recognize and modify the ATs,
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Figure 2.1 Interactions between cognitions and responses to cognitions (Copyright: Irismar Reis de Oliveira;
http://trial-basedcognitivetherapy.com).

UAs, and unhelpful CBs that exacerbate emotional distress (Beck, 1976). Fig. 2.1 illustrates
the interactions between different elements of the cognitive model and the reciprocal influ-
ences of each element over the others. The full arrows represent more direct effects, and the
interrupted arrows represent possible indirect effects in the chain of elements triggered by a
situation. The latter help explain why different situations provoke different reactions (inter-
rupted arrow between situation and automatic thought) in different people or in the same
people in different situations (de Oliveira, 2012a).

This chapter has three learning objectives: (a) introduce a new spinoff of CT called trial-
based cognitive therapy (TBCT), designed as a more structured format of CT, easy to be
learned by therapists and patients; (b) review studies of TBCT efficacy; and (c) discuss TBCT
usefulness as a potential psychotherapy model to be combined with psychopharmacology in
different psychiatric diagnoses.

Trial-Based Cognitive Therapy (TBCT)

TBCT is a new psychotherapeutic approach whose foundation is in CT and in the work of
Franz Kafka, developed at the Department of Neurosciences and Mental Health at the Federal
University of Bahia in Brazil (de Oliveira, 2011b). Its main techniques simulate court trials in
which the patient role-plays the different characters in a tribunal. In trial-based thought re-
cord (TBTR), the main technique used in TBCT, an investigation or inquiry is undertaken by
means of the downward arrow procedure (Burns, 1980), and the self-accusation/core belief
(e.g., “Tam aloser”) is uncovered and restructured. This is done by having the patient role-
play the different characters in a courtroom: After the inquiry (downward arrow), the pros-
ecutor presents the evidence supporting the accusation/core belief, and the defense attorney
presents the evidence not supporting the accusation/core belief. Subsequently, the jurors,
role-played by the patient and by the therapist, evaluate the pleas and state the verdict. Al-
though the use of a court metaphor is not new in psychotherapy (Freeman & DeWolf, 1992;
Cromarty & Marks, 1995; Leahy, 2003), TBCT integrates the most important techniques
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of CBT and other modalities of psychotherapies (e.g., Gestalt [Perls, 1973], acceptance and
commitment therapy [Hayes, Strosahl, & Wilson, 1999], compassion-focused therapy [Gil-
bert, 2010], metacognitive therapy [Wells, 2009]) in a manualized, transdiagnostic, case
formulation-based approach (de Oliveira, in press).

Case Formulation

Case formulation, also known as case conceptualization, is a key element in therapy, and may
be defined as a description of a patient’s presenting problems, which uses theory to make
explanatory inferences about causes and maintaining factors, as well as to inform interven-
tions (Kuyken, Fothergill, Musa, & Chadwick, 2005). However, sharing its components with
patients may be a complex and difficult task. As a highly individualized work, case concep-
tualization should be collaboratively built with the client, while educating him/her about the
treatment model.

A conceptualization diagram (CD) is shown in Figs. 2.2 and 2.3. In the first level of infor-
mation processing, a situation appraised by the patient as dangerous (AT box) elicits anxiety
(emotional reaction box) that may paralyze him/her (behavioral and physiological responses
box). Arrows returning to the emotional reaction, AT, and situation boxes inform the patient
about the circular nature of these interactions (confirmatory bias) that prevent him/her from
reappraising the situation and consequently changing the erroneous perceptions it triggered
(de Oliveira, 2012a).

The CD might also be useful to make the patient understand that behaviors used in spe-
cific situations that elicit less anxiety and consequently yield a sense of immediate relief (e.g.,
avoidance) may progressively become a safety behavior (arrow directed from the behavioral

TBCT Conceptualization Diagram (Phase 1)
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Figure 2.2 Conceptualization diagram showing an activated negative core belief (Copyright: Irismar Reis de
Oliveira; http://trial-basedcognitivetherapy.com).
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and physiological responses box from the first to the second level on the right side of the figure).
This means that perceptions in the first level may progressively become UAs or rules that are
now maintained by the safety behaviors (confirmatory bias) seen in the second level. Safety
behaviors then assume a modulatory function. Under the influence of the UAs that support
such behaviors, first-level appraisals, or ATs, may be repeatedly confirmed. Also, third-level
(unconditional) CBs may be activated if UAs are challenged (for example, during exposure),
or inactivated if UAs are not challenged (for example, by avoidance) (de Oliveira, 2012a).

Having sufficient practice in identifying and changing ATs by replacing them with more
functional alternative appraisals, the patient may progressively notice changes in the other
levels—for instance, activation of positive CBs. However, restructuring dysfunctional UAs
and negative CBs are considered important steps for more durable results in therapy (Safran,
Vallis, Segal, & Shaw, 1998).

Restructuring Dysfunctional ATs and Cognitive Distortions

ATs are rapid, evaluative thoughts that do not arise from deliberation or reasoning; as a result,
the person is likely to accept them as true, without analysis (Beck, 2012). It is not uncommon
for ATs to be distorted, resulting in dysfunctional emotional reactions and behaviors that, in
turn, produce more cognitive errors that maintain a vicious circle (level 1 in Figs. 2.2 and 2.3)
(de Oliveira, 2012a).

Table 2.1 includes 15 known cognitive distortions, their definitions and examples, as well
as spaces for the patients to write down their own examples (Burns, 1980; Beck, 1976; Beck,
2012; Dryden, David, & Ellis, 2010; Leahy, 2003; Leahy, Tirch, & Napolitano, 2011). Teaching
the patient to identify cognitive distortions is an important step to restructure such dys-
functional ATs. This may be done by means of the intrapersonal thought record (Intra-TR)
described below (de Oliveira, 2012a).

Cognitive Distortions Questionnaire (CD-Quest)

The CD-Quest (see Appendix) was developed as an operational instrument, to be routinely
used by patients to facilitate perceptions of the link between cognitive errors and their con-
sequent emotional states, as well as dysfunctional behaviors. Also, it was designed to help
therapists quantitatively assess and follow the clinical evolution of patients by means of its
scores. It comprises 15 items that assess known cognitive distortions in two dimensions: fre-
quency and intensity. The scores may range from 0 to 75, and the higher the score, the higher
cognitive distorted thinking.

In the first study conducted by our group (de Oliveira et al., 2011), the initial psychometric
properties of the CD-Quest in its Brazilian Portuguese version in a sample of university stu-
dents were assessed. Medical and psychology students (1 = 184; age = 21.8 + 3.37) were evalu-
ated using the following instruments: CD-Quest, Beck Depression Inventory (BDI-II, Beck
et al., 1996), Beck Anxiety Inventory (BAI, Beck et al., 1988), and the Automatic Thoughts
Questionnaire (ATQ, Hollon & Kendall, 1980). These self-report instruments were applied
collectively in classrooms. The CD-Quest showed good internal consistency (0.83—0.86) and
concurrent validity with BDI (0.65), BAI (0.51), and ATQ (0.65). Furthermore, it was able to
discriminate between groups possessing depressive (BDI > 12) and anxious (BAI > 11) indi-
cators from those not possessing such indicators (p < .001). An exploratory factor analysis by
means of principal components analysis with varimax rotation showed the presence of four



JUWE ] UBY) [NJSSI00NS IO ST AYS
9sNedaq dIN[Ie) B W [, “UIE | ULy} I9)IBUIS YOO ST Y

asned’9q I9yloIq Iap[2 Awr ﬂvo.ﬂhomo.:m m%&gﬁm Ioyle] %2:
(UL SIABI] pURqsy AW JLIBYM,, SHOeHe
1183y B 9ARY [ JTIBUM,, ($SOYSLID TBD AW JTIRYM

Juos1ad Surreoun pue ysyos

® parLIewr uos Aur jey) ey Auwr sty ssaurddeyun
Aur 10J aure[q o3 sauo ) axe syuared A

JJuapiooe ay) 10§ [qisuodsar sem [ Jydnoy) 3y
A[orerpauriur papnjouod [ 08 ‘OUr Je JUnjoo] sem ],
 SUOTIUAIUT Peq PBY Y MUY | ‘WIY MES | SB UOOS SV,
JSoveIsTW AUBW O dpeI

9ABY J UP[NOYS [,  ATBJAl JO PEIISUI UUY PILLIBW JARY
PINOYS 9H,,  TOYIOW 12)19q B U] 2ABY P[NOYS |,

*(9JIM [JINOJ STY SeM S

ey} SULIOPISUOD JOU) JIM PEQ B SEM [ 9SNEIIq W
193] pueqsny AN, *(sUoAue 01 noA yuey) Aes 10U pIp
IDTYSeD 31} Jey) SULIIPISUOD J0U) UI 0] NOA Yuet
Aes Jou pIp IaTYsed JY) asnedaq payoadsaIstp 1) I,
X3s Juem nok uaym awr 0} uonuayje Led L[uo

NOX,, /SUTeI JI “[IOM WOIJ JJO Aep & aAeY | oW} A1oAq,,
Kem sty payonoy

3q 01 a1 JoU Op | smowy oH,, 193(o1d a1} moy
1UPIp [ 1YSNOY) 3YS,, /PA[re) [ 18y} Sun{uIy) sH,,
P31y 2q 1M ] MOWY ] 0S ‘T01Id Ue Jno pajutod
uos1ad auo “pood sem 1om A pres dnoid a1y ySnop
UDAY[,, /)1 UBIUI JOU PIP Y MOUY [ “OPI[S & PJOd1I0D
ay dours nq ‘vonejuasard Auwr payr[ oy pres ssoq AN,
MBS WL ] UBDW J USI0P 3]

"y uejod 1,  wre [ Jouajur Moy saaoxd sty ], ‘g e 103 [
Sl

a)9[durod e s 2yg, ;uosiad ua)jo1 e SJH,, 19SO[ B W],
snoxdaduep aq 3snw Juryy os ‘souerdire jo

POYILLId) W |, 911} 9q ISNUL JI OS QU SIAO] S [99] |,
)1 op ued suofue {[eap S1q € J0u ST 239[[00

0y uton | Aonpisn( sem [ Inq wexd oy passed |
Jwrexd

Y} 10§ 9JLIJUIDUOD 0} J[qe 9q J UM T Jey) Josdn

08 9q [L1,, O1qBIeaqUN 3q [[IM SIY) pUe TIey [[IM ],

A191dwons 1a1p Awr mafq | os ‘pauuerd | uey
210U d) ], OIN(Ie] B UL, ] 210JOIST[} OYeISTU B JPBW [ |

» «

‘uonisod

snoagejueApesip e ur jjasAw aoe[d pue op | uey

19))9qQ Op 0} WIS OYM SISO M JfasAur aredurod |
ssuaddey Suryyowros

Jryeym  se yons suonsanb jasAwr Junyse doay |
*SIpNITIe PUR SIOTARYDQ] SIdYIO0

103 AyIqrsuodsa axe) T ‘A[os10AU0 10 (AITIqIsuodsar
uMO AU 19pTsu0d 0) Jur(rey ‘soouadtradxa pue sSur)
2A11e35U AW JO $30INOS SE SIAYIO 0] UOTIU))E AU 1031IP |

*90UIPIAY A10JBUWLIUOD OU

10 9[NI] wogj (2A11s0d J0 2ATIE3OU) SUOISNOUOD MEIP |
"a1e A[[ea1 £o1]) se Jou

pue 2q 03 WAy} pajdadxa [ Aem ) 2q  P[NOYS, SIpNITIIL
umo Aur pue ‘siotaeyaq s d(doad ‘sjuaas jer JresAur a3

‘suoneue[dxa a[qrsnerd 1ap0

SULIOPISU0D JNOYIIM J[osAI (0] PIIOAIIP Ik I0) UINDUOD
SJUDAD [BUIIXD PUE SIOIABYIQ SIDUIO B[] JWNSSE |
JOUOAIIAD | TOAIU, | ‘SKBMIE SE UDNS SPIOM JO SUBIWI
Aq AJop1m woy) zI[eIoudd pue sased Pajeost el |
*32UIPIAI JUIDLYNS JUTARY INOYIIM

(suonuayut 10 $)YSNOY} AW mowy| L34} Jey} 10) SIAYIO
Jo suonjuaur 10 SIYSNOY) 3} MOWY | ey 2A31[q |

-amo1d sjoym

3} 235 0} [IeJ pUE S[IEJIP M3J B 10 dUO 0) uorjua)je Aed |
‘saanyisod oy Surzrwrurur 1o/pue saanedou

o) SurkjruSewr ‘suonEN)IS UL ‘SIAYIO J[OSAUT dJen(eAd |
"SIYI0

10 JjesAur uo oanedau AJrensn ‘aqef [eqo[S ‘paxy e ind |
syuawSpn( pue sopninje Aw opmg

WA 39 [ pue AI[LaI 199J21 SUOT)OWId AUT dAIT[A] |
Junod jou op A3t} Jer) Junsisur

‘5JU2Ad 10 $0UALIAdXD 2an1s0d JUuNodsTp pue AJienbsip |
“J1 pue)s 0}

3[qe 9q Jou [[Im [ Jey) [nyme 0s oq [im uaddey [[im jeym
1B} 2A21[2q pue suLId) aaneSau ur amyng oy 3o1paid |
“WNNURUOD € UO JO PEI)ISUI SALI0F).d

SWAIIXd 0M) A[UO 0juT WA SUMYY ‘SULId) SUNY)ou-I10
-[Te ut A[uO JU2Ad Uk 0 U0sIad € ‘UOT)BNIIS B MITA |

suostredwod Irejun

H1IRYM

(J[2sauo 10 s1o130) Surwe[g

suorsnouod 0} Jurduwn(

(501 aney, ‘syydno  ‘sysnur

» «

OS[e) SJUdWALIS P[NOYS

Surzieuosiog

SurzierouadoaQ

Surpear pury

(uorsta auuny
pue I9)[y [eIuawW paf[ed
0S[B) UOTDBIISQB JALIIIIS

UOT)RZIITUTW /UOTIedYTUSeI
Surpqe

Suruosear [euorjoury
aantsod a1y
Suijirenbstp 10 Sununoosiq

(Surzrydoxseyes
Pa[[es os[e) 3urye) auniiog

(Sunyury pazirejod 10 OuyMm

pue yoe[q ‘SUnpou-I0-[[e paed
os[e) Sunjuryy snowrojoydIJ

(4t

It

~

&

T

sajdurexa Ay

sadurexy

uonuyaQq

uon.I0)sIp 2AnTuUS0)

‘sajduwrexa pue ‘SUONIUYIP ‘SUONI0ISIP aANTUS0D) [°Z 29,



TRIAL-BASED COGNITIVE THERAPY 29

factors that together explained 56.6% of data variance. The factors consisted of the follow-
ing types of cognitive distortions: (a) Factor I: dichotomous thinking, selective abstraction,
personalizing, should statements, what if . . . , unfair comparisons; (b) Factor II: emotional
reasoning, labeling, mind reading, jumping to conclusions; (c) Factor III: fortune telling, dis-
counting positives, magnification/minimization; and (d) Factor IV: overgeneralizing, blam-
ing. It was concluded that the CD-Quest was characterized by good psychometric properties,
justifying the need for larger studies designed to determine its predictive validity, expand its
construct validity, and measure the degree to which it is a useful measure of change achieved
by patients in cognitive behavioral therapy.

Case Illustration (Mary-Ann)

Mary-Ann, aged 52, is a married teacher with a 9-year history of panic attacks; severe
agoraphobia; phobias of closed spaces, planes, thunder, and crowds; and alcohol abuse.
She stopped working and had been on sick leave for a year, after many previous interrup-
tions due to frequent panic attacks at work. Her panics, agoraphobia, and alcohol intake
increased progressively, making her more and more reclusive, as well as increasing the use
of alcohol.

Fig. 2.3 illustrates Mary-Ann’s CD, and Fig. 2.4 shows one of her Intra-TRs. Her ATs
(e.g., “T'll pass out” during panics, and “T’ll be out of breath if I enter closed rooms”) prob-
ably resulted from her long-lasting activated CBs “I'm vulnerable” and “I'm helpless.” Pos-
sible relevant aspects in her childhood that might have contributed to the development of
negative CBs were her mother’s extremely anxious and demanding attitudes and behaviors,
with no demonstration of validation, affection, or encouragement when Mary-Ann was
fearful and teary, while her father, besides frequently abusing alcohol, was absent and rarely

Mary-Ann's TBCT Conceptualization Diagram Before Treatment (Phase 1)

Situation

= - %
1. Downstairs, coming to Automatic thought

theropy session
ik ! 1. I'll pass out if | take

2. Using the escalators ",
the elevator! (100%) ﬁ Emotion 1
- 2. I should have taken ok i
Behavicral andior

Fnrrneenay > | the elevator fIOG%J 1. Anxlous (100%)

2. Sad (100%) :
\| i physiological response
1. Decide to take the

Level 1 \—)

escalators
Underlying assumptions (UAs):
If I take the elevator, then | will be breathless, will have @

2. Tearful
heart attack and die.

y

LE\."el 2 Sa‘!ety behaviors:
0_‘_ ;mr'a‘once. | take the escalators. Need someone’s presence to
Modulation by underlying \ come to therapy.
assumplions
\ Relevant childhood data for:
Level 3 1) negative core beliefs
; Y Unsupportive and critical mother,
L] ! | Absent father who abuses alcohol.
. g 2) positive core beliefs
— " o ;i"__"-------'-"" Encouraging and supportive teacher,
ctivated negative nactive positive
core belief U core belief ¢ Many Friends.

o |mno-ma| :.

Figure 2.3 Mary-Ann’s conceptualization diagram showing ATs, UAs, and an activated negative core belief
(Copyright: Irismar Reis de Oliveira; http://trial-basedcognitivetherapy.com).
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Mary-Ann's Intrapersonal Thought Record (Intra-TR)

Situation
1. What is happel

<
B Automatic thought (AT)

Before going fo mall with my . e .
¥ ? 2 s going y ,
daughter 2a. What is going through my
12 mind? 5
Tl have a panic attack! \  Emotion L}
kY 5 2b. How much (%o) do 1 believe 3a. What emotion do I feel? 1 Behavior and
this thought”? %% Fear ' physiological response
\ 3b, How strong (%) is it? 4a. What do | do?
5. What are the pros of the behavior? 0% Impulse to drink a beer.
Relief. I forger my difficulies. i it P
oA . 4b. What do [ notice ¢ body?
. What are the cons of the behavior? \—) ™ an;.v F_:;__e:_“:.l::_ ::Jm} s
Tdo not improve. Aleohol dependence. 1 do not learn. — -

7. What cognitive distortion does the AT seems to be?
Fortune telling, catastrophizing.

8, Evidence supporting the AT: { panic, never go out alone, can't even take a bus alone to work,

9. Evidence not supporting the AT: My panics decreased. I'm less anvious after learning my normal phvsiological reactions to anxiety,
I can create my sympioms by hvperventilating and not becoming anxious.

Conclusion
10, The above evidence makes me lude that:
This AT is a distortion, creation of my mind, and my E:

symptoms are normal physiofogical reactions.

- - : 11a. What emotions do | feel now?
10b. How much (%) do I believe this conclusion?

Positive: hope Behavior and

B0% Negative: fear phy : reSponse
11b, How strong (%) are they? 12a. What do I intend to do?*
Posi = 1 dor not drink and go to mall with my

danghier:

MNegs

13, How much (%) do | believe the AT now? 30% i o
14. How am 1 feeling? 12b. What do I notice in my body now?
* The same: My freart still races; less sweating.
= A little better:

* Much better: X *Action plan to help the patient succeed in reaching his'her goal

Figure 2.4 Mary-Ann’s Intra-TR (Copyright: Irismar Reis de Oliveira; http://trial-basedcognitivetherapy
.com).

Table 2.2 Questions to be answered by the patients when they fill in the Intra-TR.

Q1 What is happening? Situation box
Q2a What is going through my mind now? Automatic thought box
Q2b How much do I believe it?
Q3a What emotion do I feel? Emotion box
Q3b How strong is it?
Q4a What do I do? Behavioral and physical response box
Q4b What do I notice in my body?
Q5 What are the pros of this behavior? Advantages of the behavior
Q6 What are the cons of this behavior? Disadvantages of the behavior
Q7 According to the cognitive distortions sheet, what Cognitive distortion
distortion does this AT seem to be?
Q8 Is there evidence that supports the AT? Evidence supporting the AT
Q9 Is there evidence that does not support the AT? Evidence not supporting the AT
Ql0a What does the above evidence make me conclude? Conclusion box

QI10b How much do I believe the conclusion?

Qlla  What positive and negative emotions do I feel now? New emotion box

Q11b  How strong are the emotions now?

Q12a  What do I intend to do? Action plan box

Q12b  What do I notice in my body now?

Q13 How much do I believe the AT now? Final evaluation of the AT

Q14 How am I now? Final global evaluation
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participative regarding the children’s education and family issues. On the other hand, as a
positive source of support, Mary-Ann’s teacher was mindful, supportive, and encouraging
during her entire elementary school years. Mary-Ann was spontaneous, caring with her
peers, easily made friendships, and made durable and good friendships during her child-
hood and adolescence.

The catastrophic ATs, derived from CBs such as “I'm vulnerable,” elicited great anxiety and
fear, and were relieved, as well as maintained, by the activation of UAs (see level 2 of the CD
in Fig. 2.3) and consequent safety behaviors (e.g., avoidance and alcohol use). Unfortunately,
such compensatory strategies derived from UAs like “If I'm alone, I will have a stroke and
may be invalid for the rest of my life,” although producing immediate relief, backfired by ac-
tivating and strengthening her negative UAs and CBs “I'm vulnerable” and “I'm dependent”
(level 3 of the CD in Fig. 2.3) and generated great distress at every attempt to expose herself
or go out alone.

Mary-Ann had 10 weekly sessions of TBCT, and also was prescribed escitalopram 10mg/
day. Sessions 1-5 helped her overcome panic attacks and agoraphobia. She had no more panic
attacks after session 4, and resumed physical exercises, walking in the street and going to malls
first with her daughter and then alone. Moving from another state to the therapist’s city for
treatment seems to have helped her abstain from alcohol by reducing drinking opportunities.
Her worst fear, however, remained taking the elevator and being in closed spaces. In session
4, merely hearing the suggestion from the therapist that she could try to take the elevator in
the therapist’s presence made her cry and say that this was something unthinkable for her.
However, in session 6, the therapist used the consensual role-play (CRP) technique to help
her better understand and challenge her fear of elevators.

Intrapersonal Thought Record (Intra-TR)

The Intra-TR was developed to help patients in restructuring and modifying dysfunctional
ATs (in session and as homework), and in reducing stress related to such ATs (Fig. 2.4). Its
main strength is to include the same components as the first level of the CD, to which the pa-
tient was introduced in session 1, and is supposed to be familiar with. The patient is asked to
respond to specific questions, reducing the vagueness when looking for alternative thoughts
and feelings. When the patient memorizes the Intra-TR questions (Table 2.2), it is easier for
him/her to respond to them in daily real life situations. Fig. 2.4 illustrates one of Mary-Ann’s
Intra-TRs filled in during session 3.

RESTRUCTURING UAS AND CHALLENGING SAFETY BEHAVIORS

Behavioral experiments are amongst the most powerful strategies for bringing about change
in CBT (Bennett-Levy et al., 2004), providing a meeting ground for communication between
knowledge derived from the rational mind and emotional mind (Padesky, 2004). Behavioral
experiments are especially used to change UAs. These level 2 cognitions are expressed as
conditional beliefs such as “If I go out alone, then I will have a heart attack and may die.”
Consequently, the sufferer usually avoids feared situations. In session 4 (see case illustration),
Mary-Ann was helped to understand that exposing herself to feared situations (for example,
going out alone to work) was necessary to overcome unpleasant emotions and behaviors.
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Color-Coded Symptom Hierarchy (CCSH)

A strategy that may help patients to increase the chances of doing behavioral experi-
ments is providing a hierarchy of symptoms to which they are supposed to be exposed in
order to obtain symptom remission (de Oliveira, 2012a). After collecting a detailed list
of symptoms (Table 2.3), such as OCD or social phobia symptoms, in which the patient
scores each one according to the CCSH shown in Fig. 2.5, the therapist informs him/her
that there will be no focus on blue symptoms, but s/he will choose two or three green
symptoms to practice exposure as homework during the week. In general, the therapist
uses CRP (see below) to help patients accept to exposing themselves to yellow symptoms,
usually during therapy sessions. These are symptoms patients resist confronting when
they are alone, and CRP seems to make this challenge acceptable, at least in the therapist’s
presence, but sometimes also as homework. The therapist explains that the patient will
NEVER need to challenge red (the most feared) symptoms. This information tends to
make the patient more willing to comply with the technique because there is no pressure
to confront the most anxiety-provoking items. So, if the therapist decides to use CRP for
red symptoms, s/he explains that the intent is not to convince the patient to go through
with exposure but to understand what is going on—e.g., why the patient is fearful or am-
bivalent (de Oliveira, 2102a).

Therapist and patient keep track of individual and global symptom scores weekly. The
patients notice that the scores continue to decrease (both those to which s/he exposed him/
herself and those which s/he did not). Patients are very surprised to realize that even red
symptom scores decrease, making exposure acceptable because they gradually become yel-
low or green. Showing the patient a global score chart (Fig. 2.6) helps him/her track weekly
progress and notice scores change.

0 Exposure is comfortable or indifferent
1 Exposure is a little uncomfortable

2 Exposure is uncomfortable

3 Exposure is very uncomfortable

4 Exposure is so distressful that | do it only if really
necessary

= Symploms 0 and 1 are not a reason for concem

* Symploms 2 and 3 should always be challenged

« Symptoms 4 are challenged in session or with the therapist's help
« Symptoms 5 are NEVER challenged

Figure 2.5 Color-coded symptom hierarchy (CCSH) card to facilitate exposure implementation (Copyright:
Irismar Reis de Oliveira; http://trial-basedcognitivetherapy.com).
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Figure 2.6 Mary-Ann’s chart showing weekly progress (total score and the number of things she wasn’t able
to do), based on the CCSH.

Consensual Role-Play (CRP)

The CRP is a seven-step method to help patients deal with ambivalence and help them make
decisions, increasing the chance of the patient in confronting situations made difficult by UAs
and repeatedly reinforced safety behaviors (de Oliveira, 2012a). CRP typically takes 30—40
minutes, and can be repeated as often as necessary regarding particular decisions. The thera-
pist tells the patient that what s/he learns is more important than the decision itself, thus
freeing the patient to ventilate concerns and not try to please the therapist.

Technique Description

Fig. 2.7 illustrates, from steps 1 through 7 (de Oliveira, 2012a), how the patient is:

Step I: encouraged to list the cons/disadvantages and pros/advantages of implementing
the desired/necessary, but unpleasant/feared, action/behavior.

Step 2: helped to make the dissonance (ambivalence) between “reason” and “emotion”
explicit (Padesky, 2004), by assigning percentage weights to advantages and disadvantages of
implementing the action according to reason and emotion. The therapist informs the patient
that one should not assume that reason is better than emotion or vice versa, and that the goal
is to reach a consensus between them. Although in anxiety disorders, the goal is to stimulate
the patient to empower a rational stance over emotion (e.g., fear), there are circumstances for
which the goal is to make patients express and liberate emotion. If patients cannot separate
reason from emotion (e.g., in alexithymia), the therapist asks them to distinguish between the
internal voices that say “go” and “don’t go” (e.g., “Do you sometimes notice an internal voice
that says, ‘You should meet your friends at the pub’ speaking to another voice that says, ‘You
know that if you go you will resume drinking?””).
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Step 3: encouraged to use the empty-chair approach (Carstenson, 1955) to reach a consen-
sus between “the rational self” (chair 1) and “the emotional self” (chair 2) in a + 15-minute
dialogue, making emotion speak to reason and vice versa.

Step 4: requested to review with the therapist what was learned from steps 1 through 3.

Step 5: asked to use a third chair as the “consensus self” (chair 3) and reassess the percent-
age weights of advantages versus disadvantages in order to reach a consensus between his/her
rational and emotional selves.

Step 6: asked if s/he is ready to implement the unpleasant/feared action/behavior.

Step 7: helped, if the answer is “yes,” to design an action plan to raise the chances of suc-
cess in implementing the behavior, so s/he can organize what to do, anticipate obstacles, find
solutions, and follow up the outcomes; or, if the answer is “no,” to design an action plan to
help him/her gather information and decide later.

Case Illustration (Mary-Ann, Continued)

In session 6, after collecting disadvantages and advantages of taking the elevator (Fig. 2.7),
Mary-Ann gave a 70% weight to advantages of taking the elevator (versus 30% for disad-
vantages) according to reason, but 95% weight to disadvantages (versus 5% for advantages)
according to emotion (step 2). By means of the empty-chair approach (Greenberg, 2011),
the therapist asked Mary-Ann to reach a consensus between “reason” and “emotion” in a
15-minute dialogue (step 3) during which she switched from one chair to the other as “Mary-
Ann Reason” (the one who said, “You can take the elevator”) and “Mary-Ann Emotion,” (the
one who said, “No, you can’t take the elevator”). After this step, the therapist asked Mary-Ann

Desired or feared action: Take the elevator

Step1 — 5 Disadvantages/Cons Advantages/Pros
1. Being suffocated 1. Get used to it
2. Not being able to quit (arrested) 2. No need to take the escalator
3. Falling down 3. Become normal
4. Becoming too anxious 4. Being free to choose
5. Too crowded 5. Not being late to work
6. Having a panic attack 6.
7. &
Emotion =95 % Sl Emotion=5% =100%
Step2 ——+
Reason=30%  {emmmp Reason = 70 % =100%

Point-counterpoint

g (Empty-chair approach) ‘ i_1 5

min
Step 4 40% | 60 % «— Consensus
Step5 —————— [ Debriefing |
Step6 — ‘ Decision |1<% :i?trj:ady
Step7 @ — ‘ Action plan |

Figure 2.7 Mary-Ann’s consensual role-play (CRP) to help her understand and make the decision to take the
elevator (Copyright: Irismar Reis de Oliveira; http://trial-basedcognitivetherapy.com).
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to sit in the consensus chair and assess the weight of advantages versus disadvantages, com-
ing to a consensus between rational and emotional perspectives. Mary-Ann was able to give
a 60% weight for the advantages of taking the elevator versus 40% weight for the disadvan-
tages (step 4). Next (step 5), after a debriefing of what Mary-Ann learned from steps 1—4, the
therapist asked her if she was ready to make a decision (step 6). She said she wasn’t ready to
take the elevator, and the decision was that she would not do that, so the therapist proposed
an action plan to help her gather information that might enable her to decide another time
(Fig 2.8). If she had made the decision to take the elevator as a behavior experiment (home-
work), the therapist would have helped her organize an action plan to increase the chances
of success (step 7).

In session 7, CRP was also used, and she said she was not ready to enter an elevator.
However, in session 8, though anxious, Mary-Ann spent 40 minutes in an elevator with the
therapist. Most of session 9 was also dedicated to exposure to the elevator. In session 10,
she stated that elevators seemed to be an issue no more, and asked the therapist to help her
resist alcohol, as she would soon return to her city, where not using alcohol was a challenge.
Another CRP was implemented to help her decide to abstain for 2 more months, after which
she would decide whether she wanted to stop drinking permanently or not. Treatment was
concluded, and she returned to her city.

Since then, after 6 months, Mary-Ann resumed work, had no more panic attacks, and
was able to go out alone and exercise. As she lives in a small village, she had no more op-
portunities to take elevators but could be in closed spaces without much anxiety. Although
she did not stop drinking, she reduced the frequency of alcohol use to parties and occasional
weekends.

Action Plan: Take the elevator

Proposed actions:
a. searching for elevator risks on the Internet
b. beginning with panoramic elevators in the mall with my daughter and then by myself
c. continue other exposures (going out alone, locking myself in a room alone home) that make me feel
stronger
d.
Possible obstacles to actions:
a. I do not have access to the Internet where I am staying
b. not sure if there is an elevator with panoramic view there
C. none
d.
Solutions to obstacles:
a. call my friend Rita and ask her to do the search
b. if not panoramic view, ask my daughter to take me to another mall a little farther
c. no problem
d.
Follow-up:
a. Rita sent me an Internet search informing that the risk of having an elevator accident was much lower
than riding a car

b. [ didnt go to the mall because my daughter wasn t available
c. No problem

d.

Figure 2.8 Mary-Ann’s action plan (step 7 of CRP) to help her gather information to make the decision to take
the elevator in the future (Copyright: Irismar Reis de Oliveira; http://trial-basedcognitivetherapy.com).
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RESTRUCTURING NEGATIVE' CORE BELIEFS (CBS)

The activation of certain underlying negative CBs may carry out a primary role in the
manifestation of cognitive, affective, and behavioral symptoms. Besides aiding the pa-
tient to identify and modify dysfunctional thoughts and emotions, helping the patient
to restructure dysfunctional CBs is fundamental in order for therapeutic results to be
consistent and long lasting (de Oliveira, 2012b; Wenzel, 2012). One difficulty in restruc-
turing more superficial levels of cognition is that, frequently, the more functional alter-
native thoughts that are generated to challenge the dysfunctional ATs are disqualified by
thoughts (also automatic) of the type “yes, but . . .” derived from the activated negative
CBs (de Oliveira, 2007). I present here a novel approach to changing beliefs, namely, the
trial-based thought record (TBTR; de Oliveira, 2008; de Oliveira, 2011d) or, in short, “the
trial.”

Trial-Based Thought Record (TBTR) or “the Trial™

Although the defense attorney technique has been traditionally used in cognitive therapy
(Freeman & DeWolf, 1992; Cromarty & Marks, 1995; Leahy, 2003), the trial technique (de
Oliveira, 2008) was designed to deal with “yes, but ...” ATs elicited by activated negative CBs
(de Oliveira, 2007), having received this name for two reasons: On the one hand, it involves
a simulation of a law trial, and, on the other hand, it was inspired from the work of the
same name, The Trial, by the Czech writer, Franz Kafka (Kafka, 1925/1998). In this book, the
character, Joseph K., for unrevealed reasons, is arrested by law officials, and ultimately con-
demned and executed without ever being allowed to know for which crime he was accused
(de Oliveira, 2011Db).

Starting with the idea that Kafka was perhaps proposing self-accusation as a universal
principle (De-Oliveira, 2011b, 2011c, 2012b), which is often implicit and out of awareness,
and, therefore, does not allow for an adequate defense, this technique hypothesizes that self-
accusation could be understood as a manifestation of a negative CB, when activated. There-
fore, the rationale for developing the trial technique would be to foster awareness on the
patients’ part of negative CBs regarding themselves (self-accusations). In this way, unlike
what happens to Joseph K. in Kafka’s novel, the idea is to stimulate patients to develop more
positive and helpful CBs throughout the therapy.

Also, as being overwhelmed by intense emotional reactions and not knowing how to cope
with their intensity, is one of the most troubling experiences for patients (Leahy et al., 2011),
since its original format, the trial has evolved as a technique designed to help patients un-
derstand and deal with the overwhelming emotional burden produced by the activation of
negative CBs.

The trial incorporates in a structured format and sequence several techniques al-
ready used in cognitive therapy and other approaches: empty-chair (Carstenson, 1955),
downward arrow (Beck, 1976; Burns, 1980), examining the evidence (Beck, 2012;
Greenberger & Padesky, 1995), defense attorney (Freeman & DeWolf, 1992; Cromarty &
Marks, 1995; Leahy et al., 2011), thought reversal (Freeman & DeWolf, 1992), upward ar-
row (De-Oliveira, 2011a; Leahy, 2003), developing a more positive schema (Leahy, 2003),
positive self-statement logs (Beck, 2012), and writing letters (Pennebaker & Beall, 1986)
(See Table 2.4).
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Technique Description

Step 1—inquiry (Table 2.4, column 1). Initially, the patient is asked to present an uncomfort-
able situation or problem. The therapist asks what goes through the patient’s mind when
he/she notices a strong feeling or emotion. This phase of the technique is designed to pur-
sue the ATs linked to the current emotional state, and is recorded in column 1. To uncover
which is the activated negative core belief (or one to be activated) responsible for the ATs and
the current emotional state, the therapist uses the downward arrow approach (Burns, 1980;
de Oliveira, 2011a). For example, the therapist asks what the ATs that were just expressed
mean about the patient, assuming they are true. The answer, normally expressed as “Tam...”
phrases, corresponds to the activated negative CB. In the example in Table 2.4, the patient
expressed the belief “I am imperfect.” The therapist then explains that the procedure (the
trial) begins in a similar way to an investigation or inquiry with the aim of discovering the
validity of the accusation (in this case, self-accusation) that corresponds to the negative CB.
The therapist then asks how much the patient finds this belief to be true and what emotions
are felt. The percentages indicating the credit that the patient gives to the negative CB and
the corresponding emotional response intensity are recorded in the lower part of column
1, in the space where one reads “Initial.” The space where one reads “Final” will be filled in
when the session is over, after the conclusion of the task called “Preparation for the appeal.”
Here (see step 7 below) one assesses how much the patient believes the negative CB (e.g., “T'm
imperfect”), after its deactivation and the activation of the positive CB (e.g., “I'm normal”).

Step 2—prosecutor’s plea (Table 2.4, column 2). Columns 2 and 3 of the trial have been
designed to help the patient put together information that supports (column 2) and also
information that does not support (column 3) the negative CB. Column 2 corresponds to
the prosecutor’s first plea, where the patient is stimulated to identify all the evidence that
supports the negative CB, taken as self-accusation. What is normally seen is that the patient
tends to produce more ATs, generally cognitive distortions, instead of evidence. I therefore
suggest that the therapist not correct the patient, because later on, during the jury evaluation
(column 7), the patient will be guided to take this aspect into consideration, noticing that the
prosecutor tends to produce predominantly cognitive distortions. The information gathered
and recorded in column 2 has the objective of making evident the internal arguments that
the patient uses to support negative CBs.

Step 3—defense attorney’s first plea (Table 2.4, column 3). In column 3, the patient is ac-
tively stimulated to identify all the evidence that does not support the negative CB. If the
therapist perceives that the patient is bringing opinions more than evidence, s/he can subtly
suggest that the patient give fact-based examples. Although patients generally improve after
the conclusion of column 3 (percentage reduction corresponding to how much they deem
the negative CB to be true, and the intensity of the emotional response), some do not improve
or improve very little because of a lack of credibility of the alternatives brought to challenge
the dysfunctional ATs.

Step 4—prosecutor’s second plea (Table 2.4, column 4). Column 4 is devoted to the thoughts
such as “yes, but . ..” that the patient uses to disqualify or minimize the evidence or rational
thoughts brought by the defense in column 4, causing them to have less credit. As the example
in column 4 illustrates, by using the conjunction “but,” the therapist actively stimulates the
expression of other dysfunctional ATs, which maintain the negative emotional reactions and
dysfunctional behaviors. The mood of the patient tends to return to the level s/he presented
in column 2, during the first manifestation of the prosecutor. The therapist can then use
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such oscillations to show the patient how his/her mood depends on how s/he perceives the
situation, positively (defense attorney’s perspective) or negatively (prosecutor’s perspective).

Step 5—defense attorney’s second plea (Table 2.4, columns 5 and 6). Columns 5 and 6 are
the central aspects of this technique. The patient is conducted to invert the propositions of
columns 3 and 4, once again connecting them with the conjunction “but.” This is done by
asking the patient to read each sentence in column 4, followed by the conjunction “but,” and
then copying down each corresponding sentence of column 3 in column 5. For instance, Ida
read, “She checks on other items” (column 4), added “but,” and copied down the sentence
“she’s not checking on her driving license and has not lost control,” obtaining: “She checks on
other items, but she’s not checking on her driving license and has not lost control.” After read-
ing the resulting reversed sentence, the patient is stimulated to record the new meaning, now
positive, brought about by this strategy, being asked by the therapist to go further by means of
the adverb “therefore.” Ida’s corresponding conclusion registered in column 6 was: “It means
that she can stop herself from checking; therefore, she’s capable.” After concluding all the
items, the usual result of this strategy is the change of perspective of the situation to a more
positive and realistic one, causing the patient to reduce the force of the dysfunctional ATs.

Step 6—jury’s verdict (Table 2.4, column 7). Column 7 contains the analytical part of the
trial, presented under the form of a jury deliberation. Taking the juror’s perspective, the main
question to be considered is: Who had the least cognitive distortions? Here, in almost the
totality of cases, the patients acquit themselves of the accusation, represented by the negative
CB, after they identify the cognitive distortions made by the prosecutor and notice that the
defense attorney makes no cognitive distortions.

The credit the patient attributes to the negative CB and the intensity of the correspond-
ing emotion are evaluated at the end of each character’s performance, being recorded in the
lower part of all the columns. Such percentages demonstrate the oscillation of the patient’s
emotions when his/her attention is focused on negative perceptions (prosecutor) or positive
ones (defense attorney).

Finally, the trial is used to activate (or even develop) new positive CBs through the above-
mentioned upward arrow technique (de Oliveira, 2007; de Oliveira, 2011a), in contrast with
the downward arrow (Burns, 1980) used in column 1. For this, the therapist asks: “Supposing
the defense attorney is right, what does this say about you?” In the example of Table 2.4, the
patient brings up the new positive CB “I am normal.”

Step 7—preparation for the appeal (Tables 2.5 and 2.6). Table 2.5 is the homework record
that the patient will be asked to fill in, being encouraged to gather on a daily basis, during the
week, the elements that support the positive CB. The homework is assigned as a preparation
for the appeal requested by the prosecutor when the patient acquits him/herself of the ac-
cusation, or, rarely, requested by the defense, when the patient does not consider him/herself
innocent at the end of the trial. Also, the patient indicates daily how much he or she finds the
new CB to be true.

Table 2.6 was adapted to fit in two or more positive CBs, when several trials and appeals
have been carried out. Notice that the time taken by the patient to do homework will be the
same, regardless of how many positive CBs s/he might be nurturing in the diary. A fact, a piece
of evidence or element that supports a new positive belief may support others, and in this
way the patients always keep watch over the activity of the previously restructured negative
CBs that, frequently, become active again if they are left outside the attention span. Therefore,
this form allows patients to strengthen several new positive CBs simultaneously (de Oliveira,
2012b). The fundamental aspect at this stage is that the patient take time outside the session
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to pay attention to the facts and events that support the positive CBs, and this implies that the
defense attorney be chosen as an ally.

Another homework assignment, after the patient is considered not guilty of the
accusation(s), is writing an assertive letter to the prosecutor, explaining why s/he will no
longer submit him/herself to the prosecutor’s demands. Although writing letters is a thera-
peutic strategy used in different psychotherapy models (Pennebaker, 2012), in TBCT, this
technique is also derived from the work of Franz Kafka, Letter to My Father (Kafka, 2008).
Kafka’s father never received this letter, but writing it seems to have been important for Kafka
(Murray, 2004).

Research Carried Out

In the first article describing the trial (de Oliveira, 2008), a modified version of the seven-
column dysfunctional thought record (DTR; Greenberger & Padesky, 1995) was proposed to
change negative CBs by way of combining a strategy involving sentence reversion (Freeman
& DeWolf, 1992) and the analogy to a law trial (Cromarty & Marks, 1995; Leahy, 2003). The
patients (n = 30) took part in a jury simulation and showed changes in their attachment to
negative CBs as well as in the intensity of corresponding emotions after each step during a
session (investigation, prosecutor’s allegation, defense attorney’s allegation, prosecutor’s re-
ply, defense’s rejoinder, and jury’s verdict). The results of this work showed significant mean
reductions between the percentage figures after the investigation (taken as baseline), the de-
fense attorney’s allegation (p < 0.001) and the jury’s verdict, from the beliefs (p < 0.001), as
well as from the intensity of emotions (p < 0.001). Significant differences were also observed
between the first and second defense allegations (p = 0.009), and between the second defense
allegation and the jury’s verdict with respect to the CBs (p = 0.005) and to the emotions
(p = 0.02). The conclusion was that the trial could, at least temporarily, help the patients in a
constructive way to reduce the attachment to negative CBs and the corresponding emotions
(de Oliveira, 2008).

In a randomized clinical study (de Oliveira, 2012), the trial was studied in 36 patients
with social anxiety disorder (SAD), in which the experimental group was treated with the
trial (n = 17), and the contrast group (n = 19) was treated with a conventional model of
CT that included the seven-column DTR (Greenberger & Padesky, 1995), associated with
the positive data log (PDL; Beck, 2012). Both groups received psychoeducation regarding
the cognitive model and types of cognitive distortions, and discussed with the therapist the
individualized case conceptualization diagram. The objective of both treatments was to re-
structure the CBs in order to reduce the symptoms of social phobia. Exposure was not ac-
tively stimulated in either of the groups. When a mixed ANOVA was carried out, significant
reductions were observed (p < 0.001) in both approaches on scores in the Liebowitz Social
Anxiety Scale (LSAS; Liebowitz, 1987), the fear of negative evaluation scale (FNE; Watson &
Friend, 1969), and in the Beck Anxiety Inventory (BAIL; Beck, Epstein, Brown, & Steer, 1988).
Nevertheless, the one-way ANCOVA, taking the baseline data as covariables, showed that
the trial was significantly more effective than the contrast group in reducing the FNE (p =
0.01), and social avoidance and distress (p = 0.03). The data on quality of life of this study
(Powell et al., 2013) showed that the trial was significantly better at posttreatment (bodily
pain, social functioning, and emotional role) and at follow-up (emotional role) relative to the
contrast group. Also, a significant treatment effect on the emotional role domain at 12-month
follow-up denoted a sustained effect of the trial relative to conventional CT, suggesting that
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this study provides preliminary evidence that this approach is at least as effective as CT, spe-
cifically when the standard seven-column DTR and the PDL are used, in improving several
domains of quality of life in SAD.

In a trans-diagnostic replication (de Oliveira et al., 2012) of the preliminary study (de
Oliveira, 2008), 166 patients were submitted to the trial to assess their adherence to their nega-
tive CBs and corresponding emotions, the trial first use being assessed. Significant reductions
existed in percent values after the first and second defense attorney pleas, as well as after the
jury’s verdict and initial preparation for the appeal (p < 0.001), relative to the investigation
phase. Significant differences also emerged between the defense attorney’s first and second
pleas and between the defense attorney’s second plea and the jury’s verdict, as well as prepa-
ration for the appeal (p < 0.001). There was no significant difference between percentages
presented by patients submitted to the trial used in the empty-chair format relative to the
conventional (static) format. Similarly, there was no difference between outcomes, regardless
of therapists’ level of exposure (experience) to the trial. It was concluded that this approach
might help patients reduce attachment to negative CBs and corresponding emotions, con-
firming the results of the preliminary study (de Oliveira, 2008). The sample size of this study
was recently extended to 259 patients (de Oliveira, Duran, & Velasquez, 2012), confirming
its findings regarding CBs and emotion change, but further indicating that the empty-chair
format may be more efficacious than the conventional static format in reducing the intensity
of corresponding emotions, and that significantly more patients treated with the empty-chair
format concluded all the steps of the technique.

Case Illustration (Ida)

Ida (see also de Oliveira, 2011d), married, in her 30s, diagnosed with borderline personality
disorder and obsessive-compulsive disorder (OCD), initially also presenting with a major
depressive episode, had been anxious, angry, and aggressive for 3 years. She had difficulty
dealing with subordinates (she was a manager in a company) and went on sick leave. Her
depression worsened. Ida could not resume work and stopped her master’s degree studies.
She mutilated herself and made suicide attempts due to depressive symptoms and a severe
anxiety that did not reduce with different antidepressants, used alone and in combination,
and high doses of benzodiazepines.

Her benzodiazepines were tapered and replaced with quetiapine, 400 mg/day, while she
had weekly cognitive restructuring of beliefs such as “I'm a failure, incompetent, inadequate”
by examining evidence for and against them. Though her anxiety decreased, external events
reactivated her beliefs, and she mutilated herself again.

Six months before the session yielding the trial session demonstrated below, Ida started
repeatedly verifying her purse, daily, for hours, checking 13 items by touching and reading
each word in the documents and cards. Intensive exposure, ritual prevention, and cognitive
restructuring therapy (two to three weekly sessions to a total of 18 sessions) stopped her
checking within 2 months. The trial illustrated in Table 2.4 was a successful attempt to re-
structure the CB “I’'m imperfect,” while Table 2.5 shows her homework diary.

Trial Demonstration Session?

Table 2.4 summarizes the use of the trial in one of Ida’s sessions during which the thera-
pist asked her to remove the student card from her purse, after allowing her to check the
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documents only for 5 minutes, instead of the 1 hour she needed. Ida was unable to do it
because of her high anxiety level. The dialogue below is a transcription of a session, modified
to keep Ida’s confidentiality and to make the text more didactic.

Step 1—inquiry (Table 2.4, column 1)

THERAPIST (T): Ida, we’ve already seen from the conceptualization diagram that these ATs are
activated by negative UAs and CBs. For instance, if you remove the student card from
your purse, what do you think will happen?

PATIENT (P): I'll feel too anxious and will not stand it.

T: This is your UA. Anyhow, you are already very anxious. Not allowing yourself to continue
checking the documents, what does it mean about you?

P: It means that ’'m imperfect, and the idea that ’'m imperfect is unbearable for me.

T: Can you identify this as a CB, activated by this exposure in which you not only are not al-
lowing yourself to check, but are also trying to remove the student card to keep it away
from you? To what extent to you believe this CB “I'm imperfect” now?

p: I believe it 100%.

T: I’d like to propose to you that we consider this belief you have just uncovered as a kind of
self-accusation and put this CB “I am imperfect” on trial. Believing it 100%, what does
it make you feel?

P: Anxious.
T: How strong is your anxiety now?
P: 100%.

Step 2 — prosecutor’s first plea (Table 2.4, column 2)

T: Perhaps it would be important for us to activate your internal prosecutor, so that she can
put forward the arguments that she has to show that this accusation is really correct: “
am imperfect.” I’d like to ask you to sit in this chair and bring the arguments you have,
as a prosecutor, that you are imperfect. Would you please imagine yourself sitting in the
chair in front of you and refer to yourself as Ida or “she”?

. Yes, of course. She has lost control of her whole life.

Yes.

: She’s unable to absorb information quickly. She’s slow at reasoning.

: “She’s unable to absorb information quickly” And you also said that she’s slow at reasoning. . ..

- T - I -

: Yes, she’s slow at reasoning. She’s not succeeding in acting with perfection with respect to
interacting with people and controlling her environment. . . .

T: And all these things indicate that she is imperfect. . ..

P: Yes, she is imperfect. Yesterday she realized that all the techniques in that book on cognitive
therapy you suggested that she read, she wanted to remember them all, but there were
some that she couldn’t remember, she had to reread it. . . .

T: She wanted to remember all the techniques . . . ? There are more than 80 techniques in that
book! And she wanted to remember all the techniques?

P: Yes, without needing to reread them.
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. And she couldn’t, is that it?
: Yes.

: And this is an argument you have that she is imperfect. That is, “She was unable to remem-

ber all the techniques from the book, without having to reread it.”

: I have another argument to prove that she is imperfect: she’s not able to study these

days . . . because she can’t do two things at the same time (dedicate herself to the treat-
ment exercises and study as well). In her head, she can only do one thing at a time, and
she used to being able to do several things at the same time.

: OK. Can you go to that chair in front of you and be Ida? So, having listened to what has

been put forward here by your internal prosecutor: You lost control of your whole life,
you are unable to absorb information quickly, you are slow at reasoning, you are not
succeeding in acting with perfection with respect to interacting with people and control-
ling your environment, you were unable to remember all the techniques from the book
without having to reread it, and you have not been able to study these days because you
can’t do two things at the same time. When you hear these arguments from the prosecu-
tor, how much do you believe you are imperfect?

: 100%.
: And how intense is your anxiety?
: 100%.

: I suppose these seem to be the arguments that are sustaining this self-accusation “I am

imperfect.”

: Right.

Step 3—defense attorney’s first plea (Table 2.4, column 3)

: I’d like to ask you to sit in this other chair now and be a defense attorney. As a defense at-

torney, do you think these accusations against Ida are fair?
No.

: And why isn’t the accusation fair?
- Because . .. Oh, God! Let me see.

: You are not obliged to answer all the pleas brought by the prosecutor. You may answer

them, but you may also put forward other things.

: She’s not checking on her driver’s license and hasn’t lost control.

: What else?

: The OCD score decreased today.

: OK. Good. “The OCD score decreased today,” right?

: Yes. We checked and it had decreased between Wednesday and today. A third piece of evi-

dence is that she can remember some of the techniques without needing to reread the book.

: OK, without needing to reread . .. the book. ..

: Yesterday, a friend of hers commented in front of her husband that Ida knew a lot about

computer service management. She used to work with Ida.

: What else? What more do you have as arguments, facts, or pieces of evidence to be put

forward to defend Ida?



TRIAL-BASED COGNITIVE THERAPY 45

4 v o4 8 49 3T =3 %

: Oh, T have one more argument: She’s filling out the beliefs chart.
: OK. She had stopped for a while, hadn’t she?

: Yes, but she went back to filling it out as usual.

: So, she’s filling out the evidence chart.

: Right.

OK. Now we have sufficient arguments for the defense, don’t we?
Yes.

: Would you please go back to the defendant’s chair? Listen to what the defense attorney

said about you: “You are not checking on your driver’s license, you haven’t lost control,
the OCD score decreased today, you can remember some techniques without having to
reread the book, yesterday a friend of yours commented in front of her husband that you
knew a lot about computer service management, and you are filling out the evidence
chart” In view of these pieces of evidence that have been put forward by your internal
defense attorney, to what extent do you believe that you are imperfect?

: 80%.

: So, it has decreased to 80%. And the anxiety?
: It has decreased to 80% too.

: They go together. Do you know the next step?

Step 4—prosecutor’s second plea (Table 2.4, column 4)

=g 7

—
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It is the prosecutor. The right to response, right?

Exactly. So, can you come back to the prosecutor’s chair? What does the prosecutor do
now?

: This is easy. She disqualifies the arguments of the defense attorney.

: This is easy because it is automatic, and it is like this. The defense attorney said: “She’s not

checking on her driver’s license and has not lost control,” but . . .

. ... she checks on other items.
: OK. “The OCD score decreased today,” but . ..

...she’s not cured.

: “She can remember some techniques without rereading the book,” but . ...

...she can’t remember them all.

: “Yesterday, a friend of hers commented in front of her husband that she knew a lot about

. »
computer service management,” but. ..

... this is meaningless since she’s on sick leave.

: “She’s filling out the evidence chart,” but . ..
: ... her belief in her imperfection is active.

: Can you go back to Ida’s chair? The prosecutor has just said: You check on other items,

you are not cured, you can’t remember all the techniques, knowing a lot about computer
service management is meaningless because you are on sick leave, and your belief in your
imperfection is active. To what extent do you believe you are imperfect, after hearing
these arguments?



46

p:
T:
P:

T:

IRISMAR REIS DE OLIVEIRA

90%.

It has gone up to 90%, and what happened to your anxiety?
90%.

They go together.

Step 5—defense attorney’s second plea (Table 2.4, columns 5 and 6)

T:

-

Now, let’s see what we can do with this. You can imagine that the defense attorney has the
right to speak again. . . .

: Exactly.

: I would like you to come to this chair now. As you seem to have no more arguments as a

defense attorney, I'd like to give you good news. You don’t need them. All you have to do
is use the same strategy used by the prosecutor—that is, use the conjunction “but.” Can
you read the first prosecutor’s plea? I'll tell you what to do afterwards.

: “She checks on other items.”
: Please, add the conjunction “but” and just copy what you said before as a defense attorney.
: “...she’s not checking on her driving license and has not lost control.”

: Can you read the whole sentence, please, including both the prosecutor and the defense

attorney’s pleas?

: She checks on other items, but she’s not checking on her driving license and has not lost

control.

: What does it mean about Ida?

: This means that she’s able to stop checking on the items.

: Would you add the word “therefore” after this and conclude what this means about Ida?
: Therefore . . . therefore, she’s capable.

: Please, do the same for all the items—that is, read what the prosecutor said, add the con-

junction “but,” copy what you said before, and conclude with the meaning of the new
sentence.

: She’s not cured, but her OCD score decreased today. This means that she will be cured.
: Therefore . ..

: ...she will be fine.

: Right. Please, go on.

: She doesn’t remember all the techniques, but she can remember some of the techniques

without rereading the book. This means that she’s able to learn; therefore, she has no
reason to be concerned about that.

OK.

: I’s meaningless because she’s on sick leave, but yesterday a friend of hers commented in

front of her husband that she knew a lot about computer service management. It means

that, since she has the knowledge, she can go back to being a good manager; therefore,
she will be fine.

Yes.
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Her belief in her imperfection is active, but she has filled out the evidence chart. It means
that she is succeeding in seeing the other side of her imperfection; therefore, she’s a nor-
mal person.

OK. Please, go back to the defendant’s chair. Listen carefully what the defense attorney said
about you: Youre not checking on your driver’s license, and you have not lost control. It
means that you're able to stop checking on the items; therefore, you're capable; your OCD
score decreased today. It means that you will be cured; therefore, you will be fine; you can
remember some of the techniques without rereading the book. It means that you’re able to
learn; therefore, you have no reason to be concerned about that; yesterday, a friend of yours
commented in front of her husband that you knew a lot about computer service manage-
ment. It means that, since you have the knowledge, you can go back to being a good man-
ager; therefore, you will be fine; you have filled out the evidence chart. It means that you're
succeeding in seeing the other side of your imperfection; therefore, you're a normal person.

Right.

As you listen to these arguments put forward by your internal defense attorney, to what
extent do you believe you are imperfect?

It has decreased to 70%.
And what happened to your anxiety?
70%.

Step 6—jury’s verdict (Table 2.4, column 7)

T:

OK. This is important because we are now going into another phase, which is the phase of
the jury. So, we are actually going to be acting as members of the jury. As jurors, it is ex-
tremely important that we be objective and impartial. Please, let’s go to the jurors’ chairs.
We are the only ones admitted to this room, as juror number 1 (you) and juror number 2
(me). The judge, the prosecutor, the defense attorney, and Ida should wait until we decide
the verdict, right? Don’t forget: No one but the jurors is allowed to enter this room. Ida
is not allowed to enter this room.*

: Right.

: Please, here you have the most important jury’s document: the distortions sheet. You know

it well. So then, let’s go to the prosecutor’s pleas: “She has lost control of her whole life.”
Do you see any distortion here?

: Yes, this is overgeneralization. The prosecutor here, in this case, is committing the distor-

tion of overgeneralization. Ida lost control, but there was no way of exerting control
because she did not have the knowledge to do this. It is not of her “whole life.” So, here
the prosecutor is overgeneralizing.

: “She does not absorb information quickly.” What do you say?

: The prosecutor is discounting . . . because there are moments when she can read quickly.
: “She has slow reasoning.”

: I think that the prosecutor is also discounting here.

: “She’s not succeeding in acting with perfection with respect to interacting with people and

controlling her environment.”
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pP: Here, to a certain extent, I think that the prosecutor is mind reading what people think
about Ida. ... Yes, I think it is mind reading.

T: “She can’t remember all the techniques.”
pP: That is an actual fact! I did not remember all the techniques.

T: Would you please tell me why you say that? Ida is not allowed to enter this room and you
have just said “I.” Would you please tell her to leave this room?

P: You are right. Let me rephrase that: “She can’t remember all the techniques.” Anyhow, I
think it is an actual fact; she can’t remember all the techniques.

T: OK, but do you think she would be able to learn absolutely everything? Is this something
you perceive to be possible? Do you think that people learn all the techniques and re-
member absolutely everything?

P: I don’t think so. But before, she used to read a whole book and absorb a good part of it—
practically the whole book. Now she can’t. So, actually, the prosecutor is not doing any
distortion. It is a piece of evidence.

: Does it mean she is imperfect because of this?
: No. In actual fact, the cost of learning everything is very high.
: Very high, indeed. “She’s not managing to study these days.”

: This is not true. She is studying a few hours every day. This is not what she thinks she
should, but she’s studying. This is all-or-nothing.

T: “She can’t do two things at the same time, and she used to be able to do various things.”

P: Actually, this is a real piece of evidence too. The prosecutor in this case is not committing
any distortion. She can’t do these things at the same time.

T: She’s not managing now, at this moment. But what is her objective right now, what is her
priority?

P: It’s her treatment. So she’s really trying to dedicate herself to the therapy.

—

: Let’s go to the defense attorney pleas: “She’s not checking her driver’s license and has not
lost control.”

: This is not a distortion. This is true.

: “The OCD score decreased today.”

: This is not a distortion either because Ida saw it.

: “She can manage to remember some techniques without rereading the book.”

. This is also true.

= 9 <4 "~ 4

: “Yesterday, a friend of hers commented in front of her husband that she knew a lot about
computer service management.”

P: This is also real evidence; her friend made a comment.

: “She’s filling out the evidence chart.”

: This is also real evidence; the chart is here, and Ida fills it out daily.
: What happened during the prosecutor’s right to response?

: In the prosecutor’s right to response, she rebutted all the arguments, all the pieces of evi-
dence (that are real) put forward by the defense attorney. She discounted all the evidence
brought by the defense attorney.
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: Can we consider discounting for all these items?
: Yes.
: And what happened during the defense attorney’s right to response? Can we say that the

defense attorney used the same arguments we considered as true, and that she just added
meanings to them? Please, take a look. What do you see here?

: They are all true.
: In other words, the defense attorney committed no cognitive distortions.

: The prosecutor made several cognitive distortions. She was not fair, really. The defense attor-

ney was fairer, more consistent in her arguments, because they were based on evidence. ...

: Exactly. Would you say that this is more balanced? Please, take a look at the prosecutor’s

and the defense attorney’s columns. What verdict should we take to the judge?

: Not guilty.

: T'll go back to the judge’s chair and you will announce the verdict, right?

OK.

: Have the jurors reached a verdict?
: Yes, your honor.
: And what is it?

: Your honor, the verdict is not guilty, based on the fact that the prosecutor made many

distortions and the defense attorney didn’t make any distortion.

: Would you please go to the defendant’s chair?

: You have just learned the sentence: not guilty. How much do you believe now you are

imperfect?

: 55%.
T:

And the anxiety?
It has also decreased to 55%.

Step 7—preparation for the appeal (Tables 2.5 and 2.6)

T:

Ida, the court is now closed. Let’s go back to our therapeutic setting. I would like to ask you
a question: If this is true (what was said by the defense attorney and what was confirmed
by the jury), what does it mean about you?

: It means I am not imperfect. It means 'm normal.
: And what is the importance of learning these things, Ida?

: Dr. Oliveira, this is very important because I saw that I don’t need to be perfect: I need to

be normal, right? So . .. I have proof today that I am capable of being normal. With this,
I really can pick up the student card and put it inside a book (I don’t even need to keep
it close to me). I can put it here in the notebook.

: What is your level of suffering now, for example, when you are doing this?
: Much lower. . . .
: Would you say then that your belief “I am imperfect” in a certain way is less active now ... ?

: It is much less active now. The trial proved to me that I don’t need to be perfect, but rather,

normal; and the prosecutor was very unfair, insistent and overbearing today. . . .
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T: And you even answered some of the prosecutor’s demands—for example, “She can’t re-
member all the techniques in the book.” Would you say that a normal person needs to
remember everything all the time?

P: No, it is not necessary.
T: Would you say, then, that your expectation level diminished a bit?

p: Exactly, it decreased, because it is actually my high expectation level that leads to a level of
suffering for perfection. I think it takes too much out of me. I can do it, but the price is
very high.

T: Actually what we aim for here is that you be able to work continuously with the defense
attorney because the prosecutor is always demanding a rehearing, isn’t she?

P: Yes.

T: That’s why it is important for you to work daily on the evidence chart together with the
defense attorney.

p: Exactly.

T: If we had to start this here today, do you have at least one or two pieces of evidence that
prove that you are normal?

P: I am happy here! The student card ... One piece of evidence is that today I only looked once
at the driver’s license, and that means that I succeeded in conquering the driver’s license.

T: You did. Anything else?
P: Now I have managed to conquer the student card.

T: OK. I am going to leave another item for you to finish this evening. And I would really like
you to always register here in the parentheses, each time you finish, to what extent you
believe this new belief: “I'm normal.” To what extent do you believe this now, Ida?

P: 60%.

: And how much do you believe this belief you are imperfect?

P: 40%.

: How is your anxiety level?

: 40%.

: Great! I have something else to propose to you, but before I would like to ask you whom do
you choose as your ally from now on, the prosecutor or the defense attorney?

—

-

: The defense attorney for sure!
: So, would you like to remember what the defense attorney concluded about you today?

. Of course.

= 9 4

: Please, take a look at this record we have just filled out during the trial. I will ask you to copy
down all the pleas of the defense attorney from the third and sixth columns. However,
instead of using “she,” please, copy them in the first person. Please, write it down in the
evidence-based meaning card. [The therapist gives a card to Ida.] Would you please start
copying the sentence 1 in column 3?

P: [Copying] 1.1 don’t check my driver’s license, and I haven’t lost control.

—

: T will ask you to add the expression “It means that,” and copy the sentence you wrote in
column 6.
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Evidence-Based Meaning Card
(What the Evidence Means About Me)

/ [ am normal \

1. Idon't check my drivers license and I haven t lost control. It
means that I can stop myself checking, therefore, I'm capable.

2. My OCD score fell today. It means that I can cure myself,
therefore, I will be fine.

3. [ can remember some techniques without having to reread the
book. It means that I can learn, therefore, I have no reason to
be concerned.

4. I'm completing the evidence chart. It means that I see the other
side of my imperfection (that is, that I'm normal), therefore, 1

Kwiﬁ be fine. /

Figure 2.9 1da’s Evidence-based meaning card, derived from the defense attorney’s pleas, copied by the
patient from columns 3 and 6 of the TBTR in Table 2.4, in the first person, to help her remember the
conclusions she reached role-playing the defense attorney (Copyright: Irismar Reis de Oliveira; http://trial-
basedcognitivetherapy.com).

P: It means that I can stop myself from checking; therefore, 'm capable.

T: Fine. Would you please complete the card with the other sentences? After that, I will ask you
to read all the sentences to me. Also, this is something I will ask you to read whenever you
feel distressed. Please, always carry this card with you (Fig. 2.9). We call it an evidence-
based meaning card because the defense attorney used evidence instead of the distortions
used by the prosecutor.

Summary of the Session

T: [After Ida completed the evidence-based meaning card and read all the sentences] Ida, how
would you summarize this work that we have been doing here today?

P: Ithink that we are continuing with that work of taking the items and working with them....
This has been improving, and we saw from the chart that with this discipline of taking the
item and not checking on it, we are going to beat the OCD (and not the contrary; it will
then no longer control me), and this gives me a very strong feeling of relief, of hope, of
diminished anxiety. I was having difficulty (at that moment when we took an item out of
my purse) in putting it away and not looking at it anymore, but the trial showed me that
I can do it, because I managed to prove that I am normal, that I don’t need to be perfect.
And we found the accused not guilty; consequently, it was easier for me to put the item
away and not look at it any more. That was very positive.

T: And how much do you expect that this will help you today; in other words, to what extent
do you believe that you will really succeed in not looking at the item you have just taken
out of your purse?
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p: I believe 90%. Perhaps I will have to look at it when I take it out of here; then I will have to
police myself not to spend too much time looking at it and put it in another place where
I won’t look. I managed to do it with the driver’s license, and I am going to succeed with
the student card too.

T: Anything else you would like to add?
p: No.
T: That’s fine, then, Ida. I think you did an excellent job here, didn’t you?

P: Yes, very good. The work has gone very well this week.

Guidelines to the Use of the Trial

Here are some of the rules therapists should follow in order to make the TBTR work opti-
mally (de Oliveira, 2012b):

1. Make sure that sentences are relatively short so that the patient has no problem when
reversing them (long sentences are difficult to understand by the patient after sentence
reversal);

2. Make sure that the defense attorney’s arguments in column 3 (Table 2.4) are not exclu-
sively limited to responding to the prosecutor’s plea in column 2; stimulate the patient to
explore different aspects and areas of his/her life (other than the accusation);

3. When the trial is conducted in more than one session, do not stop it just after the pros-
ecutor’s plea; always try to stop the trial after the defense attorney’s plea (columns 3, 5,
and 6);

4. If the patient considers him/herself guilty—an extremely rare outcome, when the tech-
nique is used properly—this is not a problem; the defense attorney should ask for an ap-
peal so that the trial can be repeated in the following session as an appeal; in this case, it is
essential that homework be that the patient gather evidence that confirms the positive CB
(choosing the defense attorney as an ally);

5. If the patient decides (another extremely rare case, meaning that he or she might have
misunderstood the purpose of the technique) that s/he will continue working with the
prosecutor instead of the defense attorney for homework assignment, interrupt the trial
and ask him/her for advantages and disadvantages of such a decision;

6. When the prosecutor interrupts the defense attorney’s plea with “yes, but . . .” thoughts,
tell the patient that the prosecutor should wait for his/her turn. You may turn to the empty
prosecutor’s chair and tell him/her that s/he must wait for his/her turn to speak. Also, if the
patient tends to use the defense arguments when playing the role of the prosecutor, s/he
should be praised for thinking positively, but, in any case, must return to the prosecutor’s
plea);

7. Sometimes the negative CB is so activated that the patient, acting as the defense attorney
or a juror, not only does not succeed in generating evidence in favor of the accused, but
uses “yes, but” thoughts. In this case, ask him/her: Who is speaking now? If the patient
recognizes the prosecutor acting, gently ask him/her to speak in the defense attorney’s
perspective, reminding him/her that this is the defense attorney’s turn;

8. Sometimes, the patient has no evidence or argument as a prosecutor against the defense
attorney’s plea after the therapist reads the sentence and says “but. . ..” In this case, draw
a line and, when inverting the sentences, just copy the sentence and ask the patient what it
means about the accused;
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9. Finally, in some severe Axis I disorders and in some personality disorder patients, even
when the defense attorney is repeatedly successful in acquitting the patient, self-accusation
returns (negative CB easily activated); in this case, the trial-based metacognitive awareness
(TBMA or trial I, where the patient sues the prosecutor, accusing him/her of incompetence
[never won a lawsuit], abuse [pursues the patient everywhere], and harassment [humiliates
the patient]) is used, with more durable results.This is a step of the therapy when the patient
is informed and trained in taking some perspective (metacognition). The prosecutor has
much less or no more credibility for him/her at this stage (de Oliveira, 2011c¢).

COMBINING TBCT AND PSYCHOPHARMACOLOGY

TBCT is a modality of CBT and, as such, may be used in combination with medications.
There is abundant evidence in the literature demonstrating the efficacy of CBT alone or in
combination with pharmacotherapy for many psychiatric disorders. This is shown in detail
in specific chapters in this book.

Here, I demonstrate how TBCT may be used by psychopharmacologists to help reluctant
patients adhere to medications—or, sometimes, reduce or stop them, when necessary—and
to use this approach to challenge ATs, UAs, and CBs that often undermine the patients’ com-
pliance to prescribed medications.

Case Illustration (Martha)

Martha is a 45-year-old single female dentist who presented for consultation because of her
difficulty dealing with several specific phobias (e.g., thunder, heights, planes, crowds) and
low mood. Her main complaints involved a long-lasting fear of planes and, more recently,
sadness, lack of energy, fatigue, somnolence, and difficulty concentrating. She presented three
low-mood episodes in the past 5 years, but had never complied with the antidepressants
prescribed by her psychiatrist because of worries regarding side effects. Her attendance to
consultations was erratic and dependent on symptom intensity. She had recently started a
new relationship with Paul, who lived in a different state. Although Paul had visited her fort-
nightly, she was unable to travel to visit him as well, and engaged in self-deprecation because
of that. Martha’s ATs (“Paul will leave me,” “There is no hope”), UAs (“If I take the plane, it
will crash, or at least I will lose control and go crazy up there”), and CBs (“I'm weak,” “I'm a
failure,” “I'm not good enough”) grew 1 month previously to consultation because Paul told
her he would not be able to keep visiting her as frequently as before. She accepted the psychia-
trist’s proposal to help her deal with the fear of traveling and reluctance to take an SSRI by
using a time-limited course of weekly TBCT sessions. After introducing the cognitive model
by means of the CD, and educating her on the cognitive distortions (Table 2.1 and appendix),
the psychiatrist was able to help her challenge the ATs by means of the Intra-TR, the UAs with
the CCSH and CRP (the latter was first used to help her decide to take the SSRI and then to
take the plane to visit Paul), and restructure the negative CBs using trials I and II. Her mood
symptoms remitted by session 5. Besides traveling by plane 3 months after starting therapy
(session 8), Martha was complying with the SSRI 6 months after treatment termination.

Discussion

It is not possible to know for sure what helped this patient the most: psychotherapy, psy-
chopharmacology, or the combination of both. Combining TBCT and an SSRI may have
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helped Martha achieve remission and allow for the optimization of the therapy itself. That is,
TBCT may have helped the patient to make the decision to comply with the medication, and
the medication may have improved her mood and anxious symptoms, generating a possibly
synergistic virtuous cycle.

As discussed by Wenzel in Chapter 11, in this book, pharmacotherapy may relieve pa-
tients of bothersome symptoms that have the potential to interfere with making good use
of psychotherapy (e.g., fatigue, sleep disturbance), and the resolution of these symptoms
can help patients assume readiness for psychotherapy. On the other hand, psychotherapy
may help patients identify and address self-defeating attitudes and behaviors that hinder
compliance with prescribed medications. Thus, pharmacotherapy and psychotherapy are
likely to exert bidirectional influences on one another in the mechanism by which each
modality exerts its effects, as well as in the issues that are discussed at the time of the
appointments.

There is a debate regarding whether combination therapy should ideally be delivered
as split treatment (more than one professional) or provided by a single psychiatrist (Koe-
nig, Friedman, & Thase, Chapter 3 in this book). When provided as a split treatment,
it is not infrequent that collaboration does not occur between the prescriber and the
therapist, and the difficult-to-treat patients may continue “difficult to treat” (Greenberg
& Dewan, Chapter 14 in this book). TBCT is a case-formulation, evidence-based ap-
proach that might be easily learned by new therapists (e.g., psychopharmacologists) and
patients alike because of its very structured presentation format and easy-to-remember
techniques. TBCT’s techniques can be used flexibly by psychiatrists, according to the pa-
tients’ needs. In the above example, they were also used to help the patient comply with
the prescribed medication.

CONCLUSION

The present chapter introduces TBCT, a new psychotherapy approach whose foundation
is in cognitive therapy but also incorporates elements of several other evidence-based psy-
chotherapy models. It illustrates how to teach the cognitive model to the patients by means
of a CD. The CD-Quest and the Intra-TR help patients identify and challenge negative ATs.
The CCSH and the CRP, strategies shaped to help patients make decisions involving the
confrontation of safety behaviors, facilitate the modification of dysfunctional UAs. The
TBTR (trial I) is used by the therapist to help the patient identify and change negative CBs,
preparing him/her for more in-depth cognitive and emotional work with trial II, in which
metacognitive, acceptance, and compassion training is further developed. Finally, TBCT
may be used by clinicians in a combined psychotherapy—psychopharmacology treatment
format.

NOTES

1. TBTRis also called “trial I” because two other techniques used in TBCT, not included in this chapter, are referred
to as “trial II” and “trial III.” Here, TBTR will be referred to as “the trial.”

2. This is a transcription of one of Ida’s sessions during the OCD work phase. The filling in of the corresponding
forms “the trial” and “preparation for the appeal” are in Tables 2.4 and 2.5, respectively.

3. To Herbert Deinert (1964), Kafka’s parable “Before the Law” (and its context, the chapter “In the Cathedral”) is the
central piece of Katka’s novel The Trial.
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Appendix

Cognitive Distortions Questionnaire
(CD-Quest)

Irismar Reis de Oliveira, MD, PhD

All of us have thousands of thoughts a day. These thoughts are words, sentences, and images
that pop into our heads as we are doing things. Many of these thoughts are accurate, but many
are distorted. This is why they are called cognitive errors or cognitive distortions.

For example, Paul is a competent journalist who had his 10-page work assessed by John,
the editor of an important local newspaper. John amended one paragraph and made a few
other suggestions of minor importance. Although John approved Paul’s text, Paul became
anxious and found himself thinking: “This work is not good at all. If it were good, John
wouldn’t have made any corrections.”

For Paul, either the work is good or it is bad. This kind of thinking error is sometimes
called dichotomous thinking. As this thought returned to Paul’s mind several times from
Friday to Sunday (3 days), and Paul believed it at least 75%, he made a circle around number 4
in the fourth column of the grid below.

1. Dichotomous thinking (also called all-or-nothing, black-and-white, or polarized think-
ing): I view a situation, a person or an event in “either—or” terms, fitting them into only
two extreme categories instead of on a continuum.

EXAMPLES: “I made a mistake; therefore my performance was a failure”; “I ate more than
I planned, so I blew my diet completely.”
Paul’s example: This work is not good at all. If it were good, John wouldn’t have made any
corrections.

Frequency: No Occasional Much of the time ~ Almost all of time
(It did not occur)  (1-2 days during ~ (3-5 days during (67 days during

Intensity: the past week) the past week) the past week)
Ibelieved it... 0
A little (up to 30%) 1 2
Much (31% to 70%) 2
Very much (more 3
than 70%)

Please, turn the page and assess your own thinking style.

*Copyright: Irismar Reis de Oliveira; http://trial-basedcognitivetherapy.com.
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Cognitive Distortions Questionnaire
(CD-Quest)

Irismar Reis de Oliveira, MD, PhD

Please, make a circle around the number corresponding to each option below, indicating
cognitive errors or distortions that you have made during this past week. When assessing each
cognitive distortion, please, indicate how much you believed it in the exact moment it oc-
curred (not how much you believe it now), and how often it occurred during this past week.

DURING THIS PAST WEEK, I FOUND MYSELF THINKING THIS WAY:

1. Dichotomous thinking (also called all-or-nothing, black-and-white, or polarized think-
ing): I view a situation, a person or an event in “either—or” terms, fitting them into only
two extreme categories instead of on a continuum.

EXAMPLES: “I made a mistake; therefore my performance was a failure”; “I ate more than
I planned, so I blew my diet completely.”

Frequency: No (It did Occasional Much of the time Almost all of the time
not occur) (1-2 days during (3-5 days during (67 days during the
Intensity: the past week) the past week) past week)
Ibelieved it... 0
A little (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

2. Fortune telling (also called catastrophizing): I predict the future in negative terms and
believe that what will happen will be so awful that I will not be able to stand it.
EXAMPLES: “T will fail and this will be unbearable”; “I'll be so upset that I won’t be able

to concentrate for the exam.”
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Frequency: No (It did Occasional Much of the time Almost all of the time
not occur) (1-2 days during (3-5 days during (6-7 days during the
Intensity: the past week) the past week) past week)
Ibelievedit... 0
Alittle (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

3. Discounting the positive: I disqualify positive experiences or events, insisting that they do
not count.
EXAMPLES: “I passed the exam, but I was just lucky”; “Going to college is not a big deal;
anyone can do it.”

Frequency: No (It did Occasional Much of the time Almost all of the
not occur) (1-2 days during (3-5 days during time (6-7 days

Intensity: the past week) the past week) during the past week)
Ibelieved it... 0
A little (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

4. Emotional reasoning: I believe my emotions reflect reality and let them guide my atti-
tudes and judgments.
EXAMPLES: “I feel she loves me, so it must be true”; “T am terrified of airplanes, so flying
must be dangerous”; “My feelings tell me I should not believe him.”

Frequency: No (It did Occasional Much of the time Almost all of the time
not occur) (1-2 days during (3-5 days during (6—7 days during the
Intensity: the past week) the past week) past week)
Ibelieved it... 0
A little (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

5. Labeling: I put a fixed, global label, usually negative, on myself or others.
EXAMPLES: “I'm a loser”; “He’s a rotten person”; “She’s a complete jerk.”
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Frequency: No (It did Occasional Much of the time Almost all of the
not occur) (1-2 days during (3-5 days during time (6—7 days during

Intensity: the past week) the past week) the past week)
I believedit... 0
Alittle (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

6. Magnification/minimization: I evaluate myself, others, and situations, placing greater
importance on the negatives, and/or placing much less importance on the positives.

EXAMPLES: “I got a B. This proves how bad my performance was”; “I got an A. It means
the test was too easy.”

Frequency:  No (It did Occasional Much of the time Almost all of the time
not occur) (1-2 days during (3-5 days during (6—7 days during the
Intensity: the past week) the past week) past week)
Ibelieved it... 0
Alittle (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

7. Selective abstraction (also called mental filter and tunnel vision): I pay attention to one
or a few details and fail to see the whole picture.

EXAMPLES: “Michael pointed out an error in my work. So, I can be fired” (not consid-
ering Michael’s overall positive feedback); “I can’t forget that a small peace of infor-
mation I gave during my presentation was wrong” (not considering its success and
the audience’s great applause).

Frequency:  No (It did Occasional (1-2  Much of the time Almost all of the time
not occur) days during the (3-5 days during the (67 days during the
Intensity: past week) past week) past week)
Ibelievedit... 0
Alittle (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5

than 70%)
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8. Mind reading: I believe that I know the thoughts or intentions of others (or that they
know my thoughts or intentions) without having sufficient evidence.
EXAMPLES: “He’s thinking that I failed”; “She thought I didn’t know the project”; “He
knows I do not like to be touched this way.”

Frequency: No (It did Occasional Much of the time Almost all of the
not occur) (1-2 days during (3-5 days during time (67 days during

Intensity: the past week) the past week) the past week)
Ibelieved it... 0
A little (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

9. Overgeneralization: I take isolated negative cases and generalize them, transforming
them in a never-ending pattern, by repeatedly using words such as “always,” “never,” “ever,”
“whole,” “entire,” etc.

EXAMPLES: “It was raining this morning, which means it will rain during the whole
weekend”; “What a bad luck! I missed the plane, so this will interfere in my entire vaca-

», ¢

tion”; “My headache will never stop.”

Frequency: No (It did Occasional Much of the time Almost all of the
not occur) (1-2 days during (3-5 days during time (67 days during

Intensity: the past week) the past week) the past week)
I believedit... 0
A little (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

10. Personalization: I assume that others’ behaviors and external events concern (or are
directed to) myself without considering other plausible explanations.
EXAMPLES: “I thought I was disrespected because the cashier did not say thank you to
me” (not considering that the cashier did not say thank you to anyone); “My husband
left me because I was a bad wife” (not considering that she was his fourth wife).
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Frequency: No (It did Occasional Much of the time Almost all of the
not occur) (1-2 days during (3-5 days during time (67 days during

Intensity: the past week) the past week) the past week)
Ibelieved it... 0
Alittle (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

»C

11. Should statements (also “musts,” “oughts,”“have tos”): I tell myself that events, people’s
behaviors, and my own attitudes “should” be the way I expected them to be and not as
they really are.

EXAMPLES: “I should have been a better mother”; “He should have married Ann instead

», «

of Mary”; “I shouldn’t have made so many mistakes.”

Frequency: No (It did Occasional Much of the time Almost all of the
not occur) (1-2 days during (3-5 days during time (6-7 days during

Intensity: the past week) the past week) the past week)
I believedit... 0
Alittle (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

12. Jumping to conclusions (also called arbitrary inference): I draw conclusions (negative
or positive) from little or no confirmatory evidence.
EXAMPLES: “As soon as I saw him I knew he would do a lousy work”; “He looked at me
in a way that I immediately knew he was responsible for the accident.”

Frequency: No (It did Occasional Much of the time Almost all of the
not occur) (1-2 days during (3-5 days during time (6—7 days during

Intensity: the past week) the past week) the past week)
Ibelieved it... 0
A little (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5

than 70%)
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13. Blaming (others or oneself): I direct my attention to others as sources of my negative
feelings and experiences, failing to consider my own responsibility; or, conversely, I take
responsibility for others’ behaviors and attitudes.

EXAMPLES: “My parents should be blamed for my unhappiness.”; “It is my fault that my
son married a selfish and uncaring person.”

Frequency: No (It did Occasional Much of the time Almost all of the time
not occur) (1-2 days during (3-5 days during (67 days during the
Intensity: the past week) the past week) past week)
Ibelieved it... 0
A little (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

14. What if?: T keep asking myself questions such as “What if something happens?”
EXAMPLES: “What if my car crashes?” “What if I have a heart attack?” “What if my
husband leaves me?”

Frequency: No (It did Occasional Much of the time Almost all of the time
not occur) (1-2 days during (3-5 days during (67 days during the
Intensity: the past week) the past week) past week)
I believed it... 0
A little (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5
than 70%)

15. Unfair comparisons: I compare myself with others who seem to do better than I do and
place myself in a disadvantageous position.
EXAMPLES: “My father always preferred my elder brother because he is much smarter

», «

than I am”; “I can’t stand that she is more successful than I am.”

Frequency: No (It did Occasional Much of the time Almost all of the time
not occur) (1-2 days during (3-5 days during (6-7 days during the
Intensity: the past week) the past week) past week)
Ibelievedit... 0
A little (up to 1 2 3
30%)
Much (31% to 2 3 4
70%)
Very much (more 3 4 5

than 70%)




Integrating Psychopharmacology and
Psychotherapy in Mood Disorders

Major Depression

Aaron M. Koenig, Edward S. Friedman, and Michael E. Thase

INTRODUCTION

Depression is one of the world’s greatest public health concerns (Murray & Lopez, 1996), and
in industrialized nations it is the leading cause of disability (Kessler et al., 2006). Theoretical
and clinical approaches to the treatment of depression have changed greatly since the psy-
choanalytic models that dominated the psychiatric landscape in the mid-twentieth century.
Seminal developments in the 1950s and 1960s included recognition that several distinctly
different types of medication had antidepressant effects, which ultimately shaped the influ-
ential monoamine hypotheses of depression and helped to redefine treatment for decades to
come. Concurrently, the pioneering work of Beck (cognitive therapy), Klerman and Weisman
(interpersonal psychotherapy), and others led to the introduction of several time-limited,
operationalized forms of psychotherapy specifically developed to treat depression. As our
understanding of the etiology, pathophysiology, and risk factors for depression have grown,
additional pharmacological and psychosocial therapies have continued to be introduced.

Comprehensive psychiatric treatment across a broad spectrum of psychiatric illnesses has
come to encompass both psychotherapeutic and pharmacologic interventions, often referred
to as “combined” treatment. Combined treatment can be offered simultaneously (at the same
time) or additively, which can be further delineated by the order of implementation (psy-
chotherapy first augmented by medication, or pharmacological treatment supplemented by
therapy). Combined treatment can also be “split” (provided by two or more providers) or
“integrated” (same psychiatrist providing both), with the former approach being more com-
mon as a result of modern-day cost and supply issues.

Much of the existing literature that discusses the benefits and limitations of combined treat-
ment is based on clinical opinion or theoretical speculation, and lacks a strong empirical basis.
However, a growing number of clinical trials over the past two decades have demonstrated
that combined treatments may be superior, in certain circumstances, to either type of inter-
vention used independently. Even with this evidence, pharmacotherapy is still the most com-
mon treatment modality for many psychiatric disorders, particularly the mood disorders, as
insurance providers often place limits on the number of sessions of psychotherapy due to
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cost concerns. To reverse this trend, a larger empirical evidence base demonstrating the utility
and necessity of combined treatment will be necessary. This chapter is designed to provide
a framework to help the psychiatric practitioner understand the benefits and limitations of
combination treatment in the management of adult patients with depression.

Historical Perspective

Following the introduction of the first effective antidepressant medications, acceptance of
medication as standalone or additive treatment (in addition to psychotherapy) was not
widely accepted by the psychoanalytic community that then dominated the field of psychiatry.
Freudian theory posited that “suppression of symptoms” through pharmacotherapy would
interfere with access to psychic conflict, thereby preventing resolution of the underlying dy-
namic causes of a clinical disorder. This disdain for pharmacotherapy was especially true in
the management of “neurotic” conditions such as depression, though there was some recog-
nition of the value of medications in certain populations with more pernicious and disabling
conditions such as schizophrenia. In patients with schizophrenia, for example, medications
helped to target unpredictable behavior and disorganized thinking, both of which would in-
terfere with the conduct of psychotherapy. During the 1960s and 1970s, behavior therapists
similarly argued that pharmacological relief of symptoms would interfere with the learning
of new behaviors or result in state-dependent learning. The use of psychotropic medications
thus was seen by behaviorists as a “last resort” for the most severe and refractory cases. Many
patients also remained hesitant to take medications, perhaps regarding this intervention as an
affirmation of failure or weakness, or as being more stigmatizing than psychotherapy.

Paykel’s Handbook of Affective Disorders, originally published in 1982 (Paykel, 1982), was
one of the first textbooks to include a chapter on combining medications and psychotherapy.
The chapter, written from the perspective of psychotherapists confronting the growing domi-
nance of psychopharmacology at that time, noted the paucity of evidence for combining
psychotherapy and medications. It enumerated possible negative effects of drug therapy on
psychotherapy, including the beliefs that introducing medications might engender transfer-
ence reactions within the therapeutic process, undercut defenses, alter patient expectation,
and ultimately reduce the efficacy of therapy. The authors also speculated on benefits of
medication, including the possibility that medications might stabilize ego functions and thus
enable better psychotherapy participation.

In the setting of increasing evidence from RCTs that both pharmacotherapy and targeted
forms of psychotherapy were efficacious as monotherapies, the use of combined treatment
began to gain wider acceptance during the 1990s (Friedman, 1997). The American Psychiat-
ric Association’s (1993) practice guidelines for major depressive disorder at the time, based
on systematic review of the literature and expert consensus, recommended specific situations
that would justify the use of combined treatment, including when either treatment alone
was only partially effective, when the clinical circumstances suggested two discrete targets
of therapy (such as symptom reduction addressed by medication and social/occupational
problems addressed by psychotherapy), or when the prior course of illness was chronic. By
the middle of the decade, consumers were rating combination therapy highly (Seligman,
1995)—particularly in comparison to pharmacotherapy alone as provided by primary care
physicians—despite limited empirical validation (Friedman, 1997).

During recent years, the evidence base for combining psychotherapy and pharmacother-
apy has continued to grow. With regards to healthcare trends, the pendulum has swung to the
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opposite position. Pharmacotherapy is now the most common treatment modality for mood
disorders, primarily due to the fact that insurance providers are increasingly limiting the du-
ration and scope of psychotherapy, but also due to an increase in general patient acceptance
of pharmacotherapeutic interventions. At the center of this trend has been the issue of cost,
since it is generally more costly to treat an episode of depression with the combination of
psychotherapy and pharmacotherapy, rather than pharmacotherapy alone. Thus, the routine
prescription of combined treatment, without evidence of clear benefits, can sometimes not
be justified or warranted.

INTERPRETING THE LITERATURE

Measuring the Efficacy of Antidepressants and Psychotherapy

Before embarking on a discussion of particular treatment strategies, it may be useful to briefly
examine the methods used to assess the efficacy of treatments. For over 40 years, the random-
ized controlled trial (RCT) has been the gold standard modality for evaluating medical thera-
pies. The major strengths of RCTs are that random assignment helps to ensure that treatment
groups are comparable, the use of standardized protocols helps to ensure that an experiment
is replicable, and the inclusion of one or more comparison groups provides the context for
assessing the impact of an intervention. For pharmacotherapy studies, a double-blind placebo
control group is the standard means to determine treatment efficacy—the outcome of the
placebo control group reflects the impact of all factors except those directly resulting from the
pharmacologic effects of the medication. There is not an ideal analogue for a placebo in studies
of psychosocial interventions. For example, a “pseudotherapy” condition does not really func-
tion as a placebo if the clinician providing the intervention knows it is a “dud.” As a result, in-
vestigators sometimes use a waiting list or assessment-only control group in early studies and
a three-arm design (with psychotherapy, active drug, and placebo) for more advanced studies.
The major inherent limitation of RCTs is that the study protocol—with inclusion and exclu-
sion criteria that may rule out a large majority of depressed people seeking treatment—Iimits
generalizability to the patients seen in everyday clinical practice. For this reason, two types of
RCTs are now recommended: an initial series of highly controlled studies to establish whether
or not the treatment works (i.e., efficacy research designs, which emphasize the internal valid-
ity of the experiment), followed by larger, more inclusive studies conducted in “real world”
settings (i.e., effectiveness research designs, which emphasize generalizability).

The impact of an acute intervention for depression should be apparent within a few
months, and thus studies of the initial phase of treatment typically last between 4 to 12 weeks
for pharmacotherapy and between 8 to 16 weeks for psychotherapy. The traditional outcome
of interest is termed “response,” which has been defined as at least a 50% reduction in symp-
tom burden (Frank et al., 1991). Many individuals who experience at least a 50% reduction
in symptom intensity will no longer meet criteria for a major depressive episode and will
also perceive qualitative improvement. A number of reliable and valid assessment scales are
available to quantify symptom burden, including older standards such as the Hamilton Rat-
ing Scale for Depression (HAM-D) (Hamilton, 1960), the Montgomery Asberg Depression
Rating Scale (MADRS) (Montgomery & Asberg, 1979), and the Beck Depression Inventory
(BDI) (Beck et al., 1961), as well as newer measures such as the depression subscale of the
Patient Health Questionnaire (PHQ9) (Kroenke, Spitzer, & Williams, 2001) and the Inven-
tory of Depressive Symptomatology (IDS) (Rush et al., 1986). Clinician-administered rating
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scales are rarely used in day-to-day practice, and in this setting self-administered scales such
as the BDI and PHQ are ideal. An abbreviated, self-reported version of the IDS, known as
the QIDS-SR (Rush et al., 2003), has the additional advantage of being in the public domain,
which means that it can be administered without cost.

Recently, investigators and clinicians have been using the more restrictive term “remis-
sion” to describe treatment success (Keller, 2003; Thase, Sloan, & Kornstein, 2002). Remission
describes a virtually complete relief of depressive symptoms, such that the person who has
remitted would have a level of symptom burden essentially indistinguishable from some-
one who has never been depressed (Frank et al., 1991; Rush et al., 2006). Remission can be
thought of as the “gateway” to recovery (or a period of sustained remission, lasting at least 2
months or longer). Remission is also a necessary, though not sufficient, state for resolution of
the psychosocial and vocational impairments that are often associated with a depressive epi-
sode. In practice, however, it may take months or even years for normalization of functional
status (Mintz et al., 1992). The construct of remission is now well-validated, and responders
who do not remit have been shown to have a higher risk for subsequent relapse (Judd et al.,
1998; Paykel et al., 1995; Thase et al., 1992) and poorer social and vocational functioning
(Miller et al., 1998). Specific symptom severity scores to define remission have been validated
for each of the commonly used rating scales (e.g., a HAM-D score of < 7,a MADRS score of
< 10, or a QIDS-SR score of < 5) (Rush et al., 2003; Zimmerman, Posternak, & Chelminksi,
2004). The major advantage of using remission—rather than response—to define a success-
ful outcome in research studies is that a larger amount of improvement is required, which
increases certainty that the patients who are said to have benefited from an intervention have
truly experienced a positive outcome.

Over the past few years, there has been some controversy regarding the effectiveness of
antidepressants (see, for example, Kirsch et al., 2002; Turner et al., 2008). Results of the early
clinical trials of antidepressants in the 1960s shaped the expectation that an effective medi-
cation could be expected to deliver a response rate of approximately 67%, as compared to
a placebo response rate of around 33%. The advantage for the active drug in this scenario
was large, whether expressed as an absolute value (a 34% “rate difference”), a relative benefit
(100% or twofold advantage), an odds ratio (OR = 4.1), or as the Number Needed to Treat
for benefit (NNT = 2). The effect of treatment can also be described by computing standard-
ized difference scores or effect sizes (abbreviated as d) on measures such as the HAM-D or
MADRS, which are most commonly calculated by dividing the difference score between the
active treatment and placebo by the pooled standard deviation (Cohen, 1977). In the scenario
described above, a 33% advantage in response rate corresponds to a roughly 6-point differ-
ence on the HAM-D. As the standard deviation of the HAM-D at posttreatment is usually
about 10 points, d would equal about 0.6.

It is not difficult to detect large effects in RCTs, and, in the studies conducted in the 1960s
and 1970s, investigators only needed to enroll about 30 to 50 patients per arm in order to have
an acceptable level of statistical power (or at least an 80% chance of obtaining a statistically
significant finding). The situation in recent years has been different, however, as there is now
strong evidence that effect sizes observed in placebo-controlled studies of antidepressants
have grown progressively smaller across the past few decades. In fact, average drug versus
placebo differences in response rates more typically range from 10% to 15% in contemporary
studies, with NNT values ranging from 7 to 10, and effect sizes on the order of d = 0.3 or 0.4.
Differences of this magnitude are judged to be moderate or even small effects, and are on the
margin of what can be considered to be clinically significant (Cipriani et al., 2006).
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In an era in which such modest drug—placebo differences are the norm, investigators must
plan to enroll much larger samples in order to maintain acceptable statistical power. Indeed, a
study would need to be quite large—on the order of 300 patients per arm—to have adequate
statistical power to detect a 10% difference in response rates (Thase, 2002). As few studies
enroll more than 150 patients per arm, it should come as no surprise that about one half of
contemporary studies fail to detect significant differences between placebo and antidepres-
sants with proven efficacy. Statisticians refer to this type of outcome as a Type 2 error (or
failure to confirm a statistically significant difference because of inadequate power), with the
high rate of Type 2 errors being emblematic of a loss of “signal detection” or decreased “assay
sensitivity.” Although there are a number of reasons for this trend, a steady increase in the
average placebo response rate over the past 30 years accounts for at least part of the problem
(Walsh et al., 2002). As the chemical composition of placebo has not changed, the growing
placebo response rate likely reflects both higher expectations of benefit by study subjects, as
well as changes in the population of depressed people who enroll in clinical trials (with a shift
to less severely or pervasively ill study participants).

This difficulty in signal detection also extends to comparisons between active antidepres-
sant medications or between psychotherapy and an antidepressant. Specifically, the drug ver-
sus placebo difference may be thought of as the upward boundary of signal detection, and it
is proportionally more difficult to discern a difference between two effective therapies than
it is to find an effect between an active therapy and a placebo (Thase, 2002). Thus, unless
adequately powered to find modest between-group differences, comparative studies are es-
sentially destined to find that there are “no significant differences” between two therapies. It
is even more difficult to test “non-inferiority” (or to confirm with a high degree of certainty
that two treatments have equivalent effects), as non-inferiority studies typically need to en-
roll at least three times as many subjects as a study designed to determine whether treatment
A is superior to treatment B. The field has thus been stymied by the inability to differentiate
between therapies that are truly comparable and those that may have modest, but still clini-
cally meaningful differences.

Measuring Combined Antidepressant and Psychotherapy Efficacy

It has long been assumed that psychotherapy and pharmacotherapy have additive or even
synergistic effects in the treatment of depression (American Psychiatric Association [APA],
1993). In this regard, an additive effect refers to two treatments, together, resulting in bet-
ter outcomes than would be expected from either treatment alone, with a synergistic effect
describing an outcome that amounts to a response beyond what is expected from the sum-
mation of the monotherapies. After several decades of research on this topic, two conclu-
sions can be drawn: Psychotherapy and pharmacotherapy have, at best, only partially additive
effects, and there is no solid evidence that combining these treatments actually results in
synergistic effects. However, to better understand these realities, we must first examine how
combination treatment trials are performed.

Most studies that examine the efficacy of depression treatments involve relatively short-term
trials (Frank et al., 1991), and, given the heterogeneity of major depressive disorder, the sample
compositions of particular studies can vary remarkably with respect to the proportion of par-
ticipants with severe, chronic, recurrent, comorbid, or treatment-resistant depressive episodes.
Thus, a study that samples a relatively acute, milder, and less complicated patient population
is unlikely to yield the same results as a trial of a more severe and complex group of patients.
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Another problem stems from overestimation of the likely effects of treatment. Specifically, it is
now known that so-called “nonspecific effects” of treatment are generally larger than the specific
effects of particular antidepressants and psychotherapeutic modalities in modern clinical trials
(Thase, 2002). After taking into account the magnitude of placebo-expectancy effects, the spe-
cific effects of treatment are relatively modest (with Cohen’s d effect size values ranging between
0.2 and 0.5), which means that studies need to be relatively large in order to have the statistical
power to reliably detect between-group differences (Thase, 2002). For example, although it is
true that most early studies comparing cognitive therapy (CT) and pharmacotherapy, singly
and in combination, indicated that combining these modalities did not result in statistically
significant additive effects (Friedman, 1997), it is also true that these studies only had the power
to detect relatively large additive effects. Whereas most studies comparing psychotherapy and
pharmacotherapy, singly and in combination, have had 30 or fewer patients in each arm of
the experiment, a study designed to reliably detect a small additive effect would need to enroll
more than 250 patients in each treatment condition (Kraemer & Thiemann, 1987). To our
knowledge, only one such large, adequately powered study has ever been conducted (Keller
etal.,2000). It is also true that a small overall additive effect in a study of a heterogeneous group
of patients may conceal a mixture of outcomes, ranging from no additive effect among the less
severe or less complicated patients to a large effect in particular subgroups (Friedman et al.,
2006; Jindal & Thase, 2003; Pampallona et al., 2004; Hollon et al., 2005).

The varying ideologies of different schools of psychotherapy, each with competing con-
cepts of etiology, diagnosis, and treatment of mental illness, have also complicated the eval-
uation of the efficacy of combining treatments. Each psychotherapeutic orientation faces
unique challenges when pharmacotherapy is incorporated into the treatment approach. In
addition, clinicians invariably bring their own theoretical bias to the treatment setting, which
can influence the therapeutic process during combination treatment. Some practitioners are
oriented, by preference or training, to provide a specific form of psychotherapy, such as psy-
choanalysis, cognitive behavioral therapy (CBT), or interpersonal therapy (IPT). To these
clinicians, psychotherapy is seen as the primary treatment modality, with pharmacological
agents being used adjunctively. For psychoanalysts, challenges include maintaining their
theoretical orientation while simultaneously evaluating for psychiatric disorders that may
benefit from adjunctive medication, relative inexperience with medications, and lack of role
models for combined treatment. In CBT, the focus of combined treatment is the synergistic
use of each modality to maximize the overall effects of the intervention. For example, a CBT
therapist might focus on a patient’s negative thoughts and dysfunctional beliefs about taking
a medication, with the goal of improving compliance. This may further improve cognitive
distortions, which in turn can lead to improvement in the patient’s ability to utilize therapy
techniques and achieve desired behavioral outcomes. For a pharmacologically oriented psy-
chiatrist, psychotherapy may be seen as a modality that augments the benefit of a medication.
Although there may be disagreements about which approach is the most clinically efficacious,
most psychiatrists agree that optimally, the combination of modalities should be comple-
mentary and improve overall patient care.

Another critical factor to consider in evaluating combined treatment efficacy is patient ex-
pectation. Conversations with friends and relatives who have been in treatment, stories in the
media, portrayals of psychiatric treatments in the movies, and direct consumer advertising
by drug companies all shape expectations and attitudes. In addition, a patient’s unconscious
conflict about the treatment and its related outcome may influence response. For example,
patients may not respond to therapy if they think that medication “corrected” their problem,
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nor may they respond to medication if the idea of “talk therapy” is more psychologically
tolerable to them. These factors may manifest in the clinical setting as therapy or medication
noncompliance, repeated emergence of intolerable side effects, or defensive and negative at-
tachment to treatment that prevents clinical improvement.

Moving Toward a Biological Understanding

Dualistic theories separating mind and brain are being replaced with more integrated mod-
els, with Kandel proposing a new framework to conceptualize mind-brain interactions. This
framework includes the principles that all mental processes derive from the brain; genes and
their protein products determine neuronal connections and functioning; learning can pro-
duce alterations in gene expression; and altered gene expression changes neuronal connec-
tions that contribute to maintaining maladaptive behaviors. Viewed from this perspective,
psychotherapy and pharmacotherapy produce long-term symptom change by altering gene
expression and structurally changing the brain.

Neuroimaging, as well as other neurobiological techniques, has been used to study simi-
larities and differences between the actions of psychotherapy and pharmacotherapy on brain
pathways in depression. Investigators have analyzed patients treated with SSRIs and CBT, and
have shown that CBT is associated with characteristic metabolic changes in the frontal cortex,
cingulate, and hippocampus, as opposed to the characteristic changes in the prefrontal cor-
tex, hippocampus, and subgenual cingulate regions that result from treatment with an SSRI.
Some interpret these findings to indicate that CBT and medications have different primary
anatomical targets of action, with cortical “top-down” effects characterizing psychotherapeu-
tic impact and subcortical “bottom-up” factors accounting for the effects of medication. This
imaging data lends support to the theory that combination treatment may be synergistic in
its benefits, with each modality affecting a different anatomical pathway of the brain.

Other imaging studies using PET and fMRI have examined differences in brain regional
activation in depressed and anxious subjects relative to controls, and in patients before and
after treatment. Ressler and Mayberg (2007) note that the brain regions most reproducibly
found to be dysregulated in common emotional disorders are the prefrontal cortex (PFC)
and subgenual cingulate cortex (Cg25), which seem to be involved in emotional experience
and processing, as well as the subcortical hippocampus and amygdala, which are involved in
emotional memory formation and retrieval. Cg25 is involved in the production of sad emo-
tions and in antidepressant response, and is also activated during transient sadness. After re-
covery from depression, its activity remains decreased compared to baseline. Overactivation
of the amygdala has been observed in depression (Ressler & Mayberg, 2007), and studies that
implicate Cg25 have found significant amygdala decreases with response to CBT treatment
for social phobia. As the field of functional neuroimaging evolves over the coming decades,
the additional data that will be generated will invariably help to inform a more precise under-
standing of the efficacy of these interventions in the real-world clinical setting.

EVIDENCE BASE

Antidepressant Medications and Modern Psychotherapies

Antidepressants are effective for treating the full spectrum of depressive disorders, from dys-
thymic disorder and acute major depressive episodes to more classical episodes of melancholia
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(A.P.A.,2010; Bauer et al., 2007; Thase & Kupfer, 1996). Although once mostly prescribed by
psychiatrists, the widespread availability of safer classes of antidepressant medications, as
well as changes in healthcare delivery, have resulted in a large increase in the number of de-
pressed individuals who receive treatment from primary care providers. (Bauer et al., 2007;
Depression Guideline Panel, 1993) Of course, depressive episodes may also be treated effec-
tively with focused forms of psychotherapy, such as CBT or IPT. For individuals presenting
with a nonpsychotic major depressive episode of mild to moderate severity, the initial choice
of therapy often depends on the preference of the patient and the discipline of the provider.
Psychologists and social workers are more likely to recommend psychotherapy or counsel-
ing before considering a trial of medication, while primary care physicians are more likely
to prescribe antidepressant medication instead of referring out for therapy. Psychiatrists will
usually prescribe medication, although they may combine it with psychotherapy.

The so-called “depression-focused psychotherapies” currently dominate the psychothera-
peutic landscape, and have done so since the early 1980s. Cognitive therapy (CT), first intro-
duced by Beck, Rush, Shaw, and Emery (1979), is the best-studied psychological treatment for
major depression, followed by interpersonal therapy (IPT), which retains a reasonable evidence
base, and behavioral therapy (BT), with a more limited evidence base. These newer therapies
have emerged at a time when there has been a growing interest in the field for document-
ing treatment efficacy. The development of manuals to specify therapeutic methods and guide
learning has enhanced their reproducibility and has also permitted independent assessment of
fidelity and adherence to treatment protocols. The developers of these newer therapies have
also been ready and willing to conduct controlled clinical trials demonstrating the efficacy of
their interventions, leading to a large volume of efficacy research, as well as studies of relative
efficacy in comparison with pharmacological treatments. In contrast, many of the leaders of
the psychodynamic tradition have not placed a high value on this type of research. The appar-
ent unwillingness of dynamically oriented academicians to conduct such studies has ultimately
undermined their power base within academic psychiatry, where a premium is placed on level
of research funding and number of high-impact publications in scholarly journals.

Combining Psychotherapy and Antidepressant Medications

Given that both a wide range of antidepressant medications and depression-focused psy-
chotherapies have been found efficacious in the treatment of depression, it is logical that
efforts have been made to combine the two. The rationale for this strategy includes the hopes
that combined treatment might increase the overall degree of symptom relief, increase the
breadth of response (with both symptom relief and improvement in social functioning), and
also increase the patient’s adherence to treatment (since receiving psychotherapy increases
the likelihood that a patient will start and comply with necessary antidepressant treatment)
(Hollon et al., 2005). A positive effect in any of these areas might justify the decision to use
combined treatment. The difficulty in making this decision, however, lies in the uncertainty
that remains with respect to which patients are most likely to benefit from a combined treat-
ment strategy.

CBT Plus Medication Management

Many of the early studies that examined the combination of antidepressant medication and
CBT found no advantage for this combination when compared with either treatment as



74 AARON M. KOENIG, EDWARD S. FRIEDMAN, AND MICHAEL E. THASE

monotherapy (Murphy et al., 1984; Hollon et al., 1992). Subsequent meta- and mega-
analyses (Conte et al., 1986; Thase et al., 1997), addressing the problem of small sample
sizes in earlier studies, concluded that combination treatment did provide an advantage over
either monotherapy. This was especially true for more severely depressed and more chronic
patients (Friedman et al., 2004; Pampallona et al., 2004). Friedman and Thase (2007) con-
cluded that adding CT to pharmacotherapy increased the likelihood of response in depressed
patients, showing a clinically meaningful effect that was at least as large as the average dif-
ference between antidepressant and placebo in contemporary RCTs. A large study by Keller
and colleagues (N = 681), using nefazodone as the medication and the Cognitive Behavioral
Analysis System of Psychotherapy (CBASP) as the talk therapy, demonstrated that the com-
bination of nefazodone and CBASP was significantly superior to either treatment alone in a
large sample of chronically depressed patients (Keller et al., 2000). The difference in response
rate between the combined treatment group and either monotherapy group was > 25% for
study completers. This difference is quite impressive and, as a result, the study rekindled
interest in combining medication and psychotherapy to produce more favorable outcomes.

The cognitive-biological model provides a theoretical basis for combining pharmaco-
therapy and psychotherapy (Wright & Thase, 1992). This model takes a systems approach,
appreciating that multiple influences—including cognitive, behavioral, interpersonal, social,
cultural, and biological—contribute to the development and expression of a psychiatric dis-
order. In theory, efficacy of combination treatment may result from targeting different vul-
nerability factors. From this perspective, interventions designed to improve a problem in
one system may also contribute to improvement in others, in mutually reinforcing ways. For
example, a cognitive intervention to ensure medication compliance intervenes on the cogni-
tive and biological systems in a synergistic manner: A positive behavioral outcome results in
improved medication compliance, which leads to a greater degree of biological stabilization
of the illness, thus making it more likely that the patient will continue to take their medica-
tions in the future.

As mentioned previously, one recent and compelling area of research supporting such
a model comes from state-of-the-art functional imaging studies. Drevets (2003) examined
patients with mood disorders and identified a region in the subgenual prefrontal cortex that
was 40% decreased in volume in patients with depression. Mayberg (2003) also identified
this region as a common target of pharmacotherapy, since it is the area in the brain with the
highest concentration of serotonin. When investigators (Goldapple et al., 2004) analyzed
patients treated with either an SSRI medication (paroxetine) or CBT, they found that CBT
was associated with characteristic metabolic changes in the frontal cortex, cingulate, and
hippocampal regions of the brain, as opposed to the characteristic changes in the prefrontal
cortex, hippocampus, and subgenual cingulate regions that result from treatment with an
SSRI. These exciting data help to support the theoretical position that combination treatment
may be synergistic in its benefit, with each modality affecting a different brain region.

These intriguing discoveries also accompany new work examining the role of genomics
in helping to determine which treatments are most beneficial to specific groups of patients.
For example, Lesch and colleagues (1996) reported on an insertion—deletion polymorphism
of the serotonin transporter gene that affects transcriptional activity and accounts for dif-
ferences in serotonin transporter density among individuals. Of the 27 variants of this gene,
one polymorphism in the promoter region has a long and short allele variation; the latter
allele is less functional than the former allele. Caspi and colleagues (2003) studied the genetic
profile in 1,057 consecutive births in New Zealand over 26 years, and at age 26, 17% of the
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members of this cohort reported a major depressive episode. While neither life stress nor
5-HTT transporter genotype predicted depression onset, subjects with the short form of
the allele demonstrated increased depressive episodes in the context of greater stressful life
events, whereas those with the long form of the allele had lower rates of depression in the
context of steady levels of life stress. In a study that combined neurobiological and genomic
observations, Pezawas and colleagues (2005) identified the cingulate—amygdala pathway as
the structural and functional site for the differences produced by these polymorphisms. They
suggest that variation in this system may provide a susceptibility mechanism for depression,
with individuals who express this genetic vulnerability demonstrating biased information
processing of emotionally laden stimuli. Other studies have also correlated this polymorphic
variation with antidepressant response (Kugaya et al., 2004; Yu et al., 2002). This genomic
and functional brain imaging data suggests that CBT-biologic interactions may reveal more
specific and measurable benefits of combination treatment strategies.

Wright and Thase (1992) have elaborated on several assumptions that derive from the
cognitive-biologic model and may be used to inform treatment. First, cognitive processes
modulate the effects of the external environment on CNS components involved in emotion
and behavior. For example, stressful life events can modulate neurotransmitter function, ac-
tivation of CNS pathways, and neuroendocrine tone. Second, dysfunctional cognitions are
the product of both psychological and physiological influences. Third, biological treatments
can alter cognitions. Fourth, cognitive and behavioral interventions can modulate biological
processes. Fifth, environmental, cognitive, behavioral, emotional, and biological processes
should be conceptualized as components of a whole system. As a consequence of these as-
sumptions, a clinician combining CBT and pharmacotherapy might attempt to integrate
these components into a comprehensive case conceptualization, in order to enhance the ef-
ficacy of their intervention.

Similar to this framework, McCullough’s Cognitive Behavioral Analysis System of Psy-
chotherapy (CBASP) was developed to address problems encountered in the treatment
of patients with chronic forms of depression, including dysthymia (McCullough, 2000).
CBASP (and CBT adapted for treatment resistant and chronic depression) are usually pro-
vided in the context of optimized pharmacotherapy. Traditional CBT, when modified for
treatment-resistant and chronic depression, addresses prolonged hopelessness and helpless-
ness, persistent anhedonia and anergia, strongly entrenched dysfunctional beliefs, repeated
interpersonal ineffectiveness, and the importance of maintaining pharmacotherapy (Anto-
nuccio et al., 1984; Cole, Brittlebank, & Scott, 1994; Thase & Howland, 1994; Fava et al., 1997;
Wright, Basco, & Thase, 2006). McCullough conceptualizes chronic depression as the product
of dysfunctional cognitions of helplessness, hopelessness, and failure that are linked to a
detached and maladaptive interpersonal style, which is ultimately reinforced by habitually
poor social problem solving. Crucially, the patient’s history of medication failure reinforces
his belief in the inevitability of a prolonged course of illness. Such perceptual distortions lead
to behaviors that are incompatible with a patient’s desired outcomes (such as giving up on
medication adherence, which reduces the likelihood of achieving or sustaining a prolonged
remission of symptoms). CBASP helps such patients reestablish interpersonal connections
and learn new and adaptive coping styles, ultimately leading to a better chance for recovery.
Keller and colleagues (2000) compared CBASP to the serotonin—norepinephrine reuptake
inhibitor nefazodone, used alone and in combination. They found that each monotherapy
yielded a response rate of 55%, while the combination produced an 85% response rate at the
end of 12 weeks of treatment. This study, most notably, supported the use of combination
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treatment in the difficult to treat depressed population. More recently, however, an NIMH-
sponsored study of CBASP augmentation in chronic depression did not replicate the Keller
et al. study results (Trivedi et al., 2008).

IPT Plus Medication Management

The efficacy of IPT has been studied in a number of RCTs involving outpatients with nonpsy-
chotic MDD, and there is now reasonably broad empirical support for the use of IPT in the
treatment of MDD. Overall, these effects are similar in magnitude to acute phase antidepres-
sant pharmacotherapy, although the time course of symptom reduction appears to be slower.
IPT may be less effective for patients with prominent anxiety, certain types of personality
pathology, and more pronounced interpersonal difficulties. Such patients may do better if
treated with the combination of IPT and pharmacotherapy.

Combined treatment has demonstrated additive benefit compared with either IPT or ami-
triptyline alone (Weissman, 1979; DiMascio et al., 1979). Two other trials have also examined
the combination of IPT and pharmacotherapy (Blom et al., 2007; Schramm et al., 2007). In
the first trial, in which 193 outpatients with mild to moderate MDD were randomized for
up to 16 weeks to receive IPT alone, nefazodone alone, IPT plus placebo, or IPT plus nefazo-
done, no significant treatment differences were found on the primary dependent measure,
the HAM-D. On the MADRS, the combination of medication with psychotherapy was more
effective in reducing depressive symptoms compared with medication alone, although the
differences between the combination and either IPT alone or IPT plus placebo were not sta-
tistically significant. It should be noted that the lack of a placebo control group in this study
limits interpretation of the findings, as it is possible that the outcome of the nefazodone-
alone condition would not have surpassed a placebo-only condition.

A second controlled trial of IPT tested the benefit of an intensive, hospital-based therapy
program in 124 inpatients with MDD (Schramm et al., 2007). A total of 124 depressed in-
patients were randomized to receive either 5 weeks of treatment as usual (antidepressant
pharmacotherapy and milieu therapy) or treatment enhanced by individual and group IPT
sessions. For patients treated with adjunctive IPT, intent-to-treat analyses revealed that ad-
junctive treatment provided a significantly greater reduction of depressive symptoms at week 5
as compared with the treatment-as-usual group. Response rates were 70% for the group that
received adjunctive IPT, compared with 51% for the treatment-as-usual comparison group.
Although not statistically significant, a smaller trend in remission rates was also evident (49%
versus 34%). A secondary analysis indicated that the advantage provided by adjunctive IPT
was largely accounted for by superior outcomes in the subset of patients with chronic depres-
sive syndromes (Schramm et al., 2008).

In addition to these RCTs, further evidence of the potential utility of combining IPT
and pharmacotherapy is found in a meta-analysis of individual patient data conducted by
Thase et al. (1997). This report compared the outcomes of nearly 600 patients treated with
the combination of imipramine or nortriptyline and IPT versus those of patients treated
with either IPT or CBT alone. Results indicated a modest advantage for combined treat-
ment overall, with a significant interaction between pretreatment severity and treatment
outcome. Specifically, the advantage of combined treatment over psychotherapy alone was
relatively small (roughly 10% difference in remission rates) among the patients with milder
depression, but large (roughly 30%) among the subset of patients with more severe, recur-
rent depression.
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As both IPT and CBT have been shown to be effective acute phase therapies, direct com-
parisons of these interventions are also of particular interest. Markowitz et al. (1998) ran-
domly assigned 110 HIV-seropositive men with depressive disorders to one of four treatment
conditions: IPT, CBT, or supportive psychotherapy with or without imipramine monother-
apy. At the end of the 17-week protocol, IPT and supportive therapy with active imipramine
were equally effective. On most analyses, IPT was also more effective than CBT. The authors
speculated that IPT may be a better fit than CBT for the real-world concerns of depressed
HIV-seropositive patients.

Results of several studies have also suggested that IPT alone may be less useful for par-
ticular groups of depressed patients. The first potential indicator of poorer response to IPT
is a high level of anxiety, which was identified in three different trials conducted by a group
at the University of Pittsburgh (Brown et al., 1996; Feske et al., 1998; Frank et al., 2000).
The second, a perhaps conceptually related indicator, is complicated bereavement. In a small
study of older patients with “bereavement-related depression,” Reynolds et al. (1999) found
that IPT plus pill placebo was significantly less effective than treatment with nortriptyline
alone, with the group receiving IPT showing no better response than the group that received
pill placebo alone. The combination of IPT and nortriptyline did not enhance outcomes
compared with pharmacotherapy alone, but the group receiving combined therapy did have
a lower dropout rate.

A third potential indicator of poor response to IPT monotherapy is subsyndromal minor
depression or dysthymia. In one of the largest studies of psychotherapy of depression ever
undertaken, Browne and colleagues (2002) evaluated the outcomes of 707 primary care adult
outpatients with chronic dysthymic disorder, with or without a history of MDD. Patients
were randomly assigned to IPT alone, sertraline alone, or the two strategies in combination.
Results indicated that the patients who received sertraline had significantly better outcomes,
with response rates among completers at month 6 of 47% (IPT alone), 60% (sertraline alone),
and 58% (combination). Similar results were found in a study by Markowitz and colleagues
(2005), which was conducted in 94 outpatients with dysthymic disorder. In this trial, IPT
and sertraline were again compared, both alone and in combination with pharmacotherapy,
with a fourth arm, brief supportive psychotherapy (BSP), also included to control for the
potential nonspecific effects of therapeutic support. They found that patients who received
sertraline—whether alone or in combination with IPT—improved significantly more than
those who received IPT or BSP alone.

A fourth potential indicator, medical complexity, is suggested by the results of the Car-
diac Randomized Evaluation of Antidepressant and Psychotherapy Efficacy (CREATE) study
(Lesperance et al., 2007). This 12-week RCT enrolled 284 patients from nine academic cen-
ters, and used a 2 x 2 factorial design to randomly assign patients to receive 12 weekly sessions
of IPT plus clinical management or clinical management only, in combination with either
citalopram or pill placebo. Whereas citalopram was found to be superior to placebo in terms
of symptom reduction and remission rates, IPT was no more effective than clinical manage-
ment, whether it was combined with citalopram or placebo.

Psychodynamic Psychotherapy Plus Medication Management

Psychoanalysis serves as the foundation for long-term and short-term therapies for a wide
range of mental disorders, and is the origin of many “common factor” concepts such as
the therapeutic alliance (Gabbard, 2004a, 2004b; Groves, 1996). A voluminous and rich
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theoretical and clinical literature attests to the effectiveness of psychoanalysis and psychody-
namic psychotherapy for MDD (Coynes 1986; Busch, Rudden & Shapiro, 2004). There are
also a limited, but growing number of studies that examine the combination of psychody-
namic modalities with antidepressant medications.

A series of studies conducted in the Netherlands examined a manual-based model of brief
dynamic psychotherapy (BDP) in outpatients with MDD (de Jonghe et al.,2001,2004; Dekker
et al., 2005). In the first trial (de Jonghe et al., 2001), 167 outpatients with mild to moderate
forms of MDD were randomized to receive 6 months of treatment with either 16 sessions of
BDP plus antidepressant medications or antidepressants alone. The antidepressant protocol
was flexible, and permitted three steps across 6 months of randomized treatment: fluoxetine,
followed by amitriptyline and the MAOI moclobemide, if necessary. In terms of both ac-
ceptability of treatment and outcome, the investigators found significant differences that
favored combined treatment over pharmacotherapy alone. Response rates after 6 months of
treatment were 59% for patients who received combined therapy and 41% for patients who
received only pharmacotherapy. A second report (Kool et al., 2003) from this trial indicated
that the advantage of combined treatment was largely explained by the outcomes of patients
with comorbid personality disorders, who tended to respond poorly to pharmacotherapy
alone. The added benefit of combined treatment was small among the subset of patients who
did not have personality problems.

A second study by this group examined whether combination therapy demonstrated ad-
vantages over BDP alone (de Jonghe et al., 2004). Using a similar 6-month protocol, 191
patients with mild to moderate MDD were randomized to receive either BDP alone or BDP
in combination with antidepressant pharmacotherapy. The pharmacotherapy protocol in the
study was updated to include four steps: the SNRI venlafaxine, an SSRI, nortriptyline, and
nortriptyline plus lithium. Fewer significant differences were evident in this study, though the
combined therapy group was found to have more improvement on the patient self-reported
measure of depressive symptoms. Results of these trials were pooled with those of a third
smaller study (Dekker et al., 2005) to conduct a meta-analysis of individual patient data
comparing the three strategies (dynamic psychotherapy alone, pharmacotherapy alone, and
combined treatment) (de Maat et al., 2008). In this pooled data set, combined therapy was
found to be superior to pharmacotherapy alone in terms of ratings by patients, therapists,
and independent evaluators. Combined treatment was superior to psychodynamic psycho-
therapy alone on only the patient-reported outcome measure. There was also a strong trend
on the independent observer-rated HAM-D, but little difference on the therapist-rated vari-
able. A fourth study by this group (Dekker et al., 2008) focused on the speed of response to
treatment with BDP versus pharmacotherapy. A total of 141 outpatients with MDD were
randomized to the two modalities, with results favoring pharmacotherapy at the week 4 as-
sessment but showing no difference at week 8. Although the evidence base is less robust than
for CBT or IPT, these findings do suggest that BDP is an effective intervention, both alone
and in combination with antidepressants.

From a more practical perspective, a randomized controlled trial was performed by Bur-
nand and colleagues to investigate the cost effectiveness of combined treatment with clomip-
ramine and psychodynamic psychotherapy (versus clomipramine alone) for major depressive
disorder (Burnand et al., 2002). Seventy-four patients were assigned to 10 weeks of outpa-
tient treatment with one of two treatment arms, and marked improvement was noted in both
groups. Combined treatment, however, was associated with less treatment failure and better
work adjustment at 10 weeks, as well as better global functioning and lower hospitalization
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rates at discharge. A cost savings of more than $2,000 per patient in the combined treatment
group, derived from lower rates of hospitalization and fewer lost work days, exceeded the
expenditures related to providing psychotherapy. The authors concluded that their findings
supported the cost effectiveness of providing supplemental psychodynamic psychotherapy
for patients with MDD on antidepressant medication.

Clinical Models of Combining Medications and Psychotherapy in Depression

According to current APA Practice Guidelines, the combination of psychotherapy and antide-
pressant medication is indicated as an initial treatment for moderately or severely depressed
patients with psychosocial issues, interpersonal problems, or comorbid Axis II disorders. In
addition, patients who have a history of trauma, partial response to one treatment modality,
or a history of medication nonadherence may also benefit from combined treatment. In the
real-world clinical setting, any number of clinicians may be involved in the treatment of such
patients. Typically, the number of treatment providers can range from one to three clinicians.
In one-person therapy, the psychiatrist provides individual psychotherapy as well as medica-
tion treatment. Multiperson therapy usually involves one therapist (who may be a psychia-
trist, psychologist, clinical counselor, or social worker) conducting psychotherapy, while the
other clinician, a medical doctor (usually a psychiatrist) prescribes medications. Additional
therapists may oversee couples, marriage, or family therapy. There are benefits and drawbacks
to the delivery of care under these different models, which we will now attempt to highlight.

Split Treatment

The term “split treatment” describes a situation in which medications are prescribed by a
physician or nurse practitioner, and therapy is conducted by a nonmedical mental health
professional. Positive aspects of this strategy include a greater choice of clinicians, the abil-
ity to bypass the problem of a shortage of psychiatrists to provide both treatments, and the
opportunity to instill a “team” approach that promotes adherence to a treatment plan. Draw-
backs may include a lack of communication among the practitioners, as well as potential legal
risks. For example, does the patient understand confidentiality of, and between, their provid-
ers, or who is responsible during an emergency? These issues highlight the need for regular
exchanges of information between clinicians, and are particularly important with patients
who may split transference between two providers—one provider may be seen as “giving
and nurturing,” while the other may be seen as “withholding and aloof” Similarly, counter-
transference issues, such as one clinician identifying with the patient’s idealized or devalued
image of the other provider, can interfere with therapy. These issues must be addressed, and
each co-provider must be compatible and respectful of the other, so that the split treatment
program can succeed.

In some situations, a therapist may have concerns about the quality of the medications
being used, or may suggest that a regimen needs to be reconsidered. For example, a patient
may be experiencing significant side effects from his medications, or may demonstrate a lack
of sufficient clinical improvement. If it is deemed in the patient’s interest for the therapist to
question the medication regimen or the prescriber’s skill, these misgivings should be initially
shared with the prescribing physician, not the patient. Even nuanced observations about the
appropriateness of a medication regimen may raise unnecessary doubt about the quality of
pharmacologic care. This may undermine a potentially effective treatment regimen, and may
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also destroy a patient’s trust in the physician. It is important for clinicians of all backgrounds
to recognize that drug selection and use are not based solely on diagnosis, but also on an
understanding of the patient’s history and clinical circumstances. If a therapist, after a good-
faith effort to understand the methods and course of treatment, still has misgivings about
the intervention, he should inform his counterpart that a second opinion might be useful.
This should then be suggested to the patient without raising undue alarm. Communication
between treating clinicians should occur as frequently as needed, but unfortunately there is
no standard for how frequent this should be. We will now follow with a case example, high-
lighting an ideal implementation of the split-treatment model.

Barbara is a 65-year-old female who has been employed as a receptionist for the past 15
years. Her husband, Donald, passed away last year from a sudden heart attack. Barbara
was devastated by the loss of her husband, and immediately reached out to her church
ministry, seeking emotional support. She participated in weekly group counseling ses-
sions, as well as periodic individual sessions, for several months after her husband’s
death. Despite these efforts, Barbara’s feelings of sadness and loss continued to worsen.
She noted ongoing difficulty adjusting to life without Donald, and at times felt hopeless
and without a desire to “go on.” Given the severity of her symptoms, Barbara’s pastor
referred her to a licensed social worker, Phil, for individual therapy. Barbara met with
Phil for an intake appointment, and they agreed to engage in a 12- to 16-week course
of IPT, focused on Barbara’s feelings of loss and grief. Barbara and Phil established a
strong therapeutic alliance, and completed nine weekly sessions of IPT. Despite notic-
ing some improvement, Barbara continued to endorse feelings of sadness, anhedonia,
as well as difficulty sleeping. She also, at times, failed to take her medications prescribed
for diabetes, hypertension, and neuropathy. Given her ongoing symptomatology, as
well as her medical comorbidities, Phil referred Barbara for a consultation with Dr.
Pritchard, a psychiatrist with whom Phil has worked for a number of years. After ob-
taining a release of information from Barbara, Phil contacted Dr. Pritchard, and the
two discussed the patient’s case and ongoing symptoms. Together, they agreed that the
introduction of an antidepressant might be helpful, and Dr. Pritchard suggested this to
Barbara during their initial appointment. Barbara agreed with the plan, and was started
on daily citalopram, which was titrated to a therapeutic dose (40 mg/day) over several
weeks. After 2 months, Barbara reported a significant improvement in her mood, inter-
est in her surroundings, and sleep pattern. She became more engaged in social activities,
attending weekly sewing groups at her church, as well as signing up for a pottery class at
alocal community center. She completed a 16-session course of IPT with Phil, and con-
tinues to take citalopram, with a plan to follow up with Dr. Pritchard again in 2 months.

Integrated Treatment: CBT and Pharmacotherapy

CBT and pharmacotherapy share many features that facilitate an integrated treatment ap-
proach. Both treatments are empirically based and pragmatic, with structure and psychoedu-
cation playing a critical role in their implementation. The need for adherence to a therapeutic
plan is also critical to the success of both modalities. Key methods for integrating CBT with
pharmacotherapy in the treatment of depression are discussed below.
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In research studies, CBT and pharmacotherapy are typically opposed to one another, in
order to examine the relative efficacy of each intervention. Separate clinicians deliver the two
treatments, and defined protocols must be followed in order to reduce variation in therapy
methodology. To our knowledge, there are no studies of combined therapy in which the
same psychopharmacotherapist delivers both interventions, or in which a pharmacotherapist
works as part of an integrated team with a nonprescribing cognitive therapist, with both clini-
cians using a flexible, patient-centered approach. Furthermore, pharmacotherapy protocols
in controlled comparative studies are handicapped by the requirement that patients remain
on an initial medication for 12 to 16 weeks, regardless of their level of response. In real-world
practice, however, a medication switch or augmentation strategy could be implemented over
this same time frame, allowing the combined model to benefit from the strengths of each
treatment, as well as the flexibility to customize methods to meet the particular needs of a
patient (Wright & Thase, 1992; Wright, 2004).

For example, CBT might be implemented to target anhedonia, concomitant anxiety, or
procrastination in a patient with an anxious depression complicated by socially isolating
avoidance behaviors. Pharmacotherapy can be tailored to the individual, and—though the
first treatment may not be effective—following a reasonable medication algorithm, a realistic
appraisal of positive medication effects on individual depressive symptoms can promote a
process of gradual improvement. Simultaneously, the therapist can help the patient examine
his or her belief that “because my last med trial didn’t help, no med will ever help,” therein
helping to modify unrealistic expectations of an immediate and complete response to a single
intervention. For patients with severe, complex, or high-risk depression, pharmacotherapy
can be augmented with CBT to help modify thoughts of helplessness and hopelessness, as
well as introduce alternative behaviors in response to suicidal ideation before the onset of a
medication’s effect. Examples of pharmacotherapy strategies that can influence a patient’s
ability to use CBT include: (a) selecting medications that improve concentration, sleep, en-
ergy, or other functions needed to obtain full benefit from psychotherapy; (b) minimizing
side effects that might interfere with implementation of CBT; and (c) being wary of negative
interactions, such as potentially interfering with the effects of CBT through simultaneous use
of high-potency benzodiazepines (Marks et al., 1993).

Since pharmacotherapists and cognitive therapists both utilize structuring techniques and
psychoeducation, a pharmacotherapy session can typically be implemented using standard
CBT techniques such as setting an agenda, checking symptomatic status, targeting specific
problems for intervention (in particular, therapy-blocking behaviors that lead to medica-
tion noncompliance), maintaining a collaborative empirical position, and using feedback to
promote patient understanding. Psychoeducational materials such as readings, videos, and
computer-assisted learning can also be employed to convey information about medications
and CBT. For example, clinicians trained in both CBT and pharmacotherapy might present a
brief overview of how medications and therapy work as partners in treatment, and then offer
more specific education on pharmacotherapy strategies and side effects. Following this, they
could present the CBT model, demonstrating ways to record and modify automatic thoughts,
identify dysfunctional attitudes and beliefs, initiate alternative behaviors, and monitor for
relapse.

A straightforward, albeit secondary mechanism by which CBT may help to improve the
outcome of pharmacotherapy is through improved medication adherence. Typical CBT in-
terventions to improve adherence include eliciting and modifying maladaptive cognitions
about treatment (such as “If I take a drug, it means that ’'m weak,” “I'm always the one who
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gets side effects,” or “Doctors who prescribe medications don’t really want to listen to you”).
Furthermore, behavioral methods such as using reminder systems, pairing medication tak-
ing with routine activities, and developing specific plans to overcome identified barriers to
adherence may be helpful in promoting follow-through with the treatment plan. We will
now follow with another case example, highlighting some of the benefits of an integrated
treatment approach.

John is a 38-year-old male who teaches history at a local high school. He presented to
a university-based mental health clinic with complaints of low mood, episodes of cry-
ing, difficulty concentrating, decreased energy, and inability to complete work tasks on
time. Five years earlier, John had experienced similar symptoms, and was diagnosed
with depression by his PCP. He was treated with Prozac for a year, during which time
his symptoms improved and he chose to discontinue the medication. Recently, over a
2-month period, John noticed increasing conflicts with his new principal, difficulty
“staying on top” of his grading, and a greater number of hours spent in bed each eve-
ning. His wife also noticed that John appeared “sadder and more irritable” than usual.
John was seen by a psychiatrist at the clinic, who diagnosed a recurrent depressive
episode, and suggested treatment with a time-limited course of psychotherapy (CBT),
an antidepressant, or a combination of the two. Having never engaged in “talk therapy”
before, John expressed interest in trying CBT, and attended twice-weekly CBT sessions
over the following 4 weeks. Despite noticing an improvement in his productivity at
work, and being able to “catch up” on his grading, he continued to report difficulty
concentrating and feelings of sadness, and his wife complained of continued irrita-
bility. John’s psychiatrist suggested the addition of an antidepressant, to which John
agreed, and Prozac was restarted. Over the next 6 weeks, John’s symptoms improved
dramatically—he began to feel “happier,” was able to “enjoy things” that he hadn’t enjoyed
for a while, and was noted to be getting along better with his wife. His newly learned
coping strategies, introduced during therapy, helped to further reduce his depressive
symptoms. Over the next 2 years, he maintained these gains, including normalization
of his daily functioning, promotion to Assistant Chair of the history department, and
better relations with his wife. He continued on daily Prozac, and also participated in oc-
casional “booster” CBT sessions, once every few months as needed during particularly
stressful times of the year.

CONCLUSIONS

The proximal goal of combining psychotherapeutic and pharmacologic treatments for MDD
is to help the patient achieve a complete and sustained remission, ultimately maximizing the
chance of recovery from the disorder and improving long-term prognosis. In making deci-
sions about combination therapy, clinicians can best serve their patients by using a compre-
hensive treatment model, individualizing treatment plans, and when combined treatment is
initiated, integrating psychotherapy and pharmacology through session structure and psycho-
education. Although psychotherapy and pharmacotherapy alone may be suitable treatments
for many, more severely and/or more chronically depressed patients will likely benefit from
a strategy that combines antidepressant medication with a psychotherapeutic modality, such
as IPT, CBT, or BDP. However, more research is needed to accurately identify patient charac-
teristics that predict which patients will benefit most from a combined treatment approach.
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With that said, researchers and clinicians should also stay apprised of recent outcome
data suggesting that psychotherapy, used alone, may be effective in treating certain forms
of depression. Controlled studies show that up to 70% of patients with mild to moderate
depression, dysthymia, panic disorder, social phobia, generalized anxiety disorder, and pri-
mary insomnia achieve adequate response to psychotherapy alone. There is little reason to
expose such patients to medication side effects, or the higher relapse rates that have been
shown to correlate with pharmacotherapy discontinuation (as compared to psychotherapy).
Clinicians must also be cognizant of patient differences in type and severity of symptoms,
patient acceptance and/or preference, past psychiatric illness course, and treatment history
when deciding whether or not to employ a combined strategy. The patient needs to be edu-
cated about the risks and benefits of alternate treatments, including integrated therapy (by
the same provider) and each monotherapy respectively. If the patient’s ability to understand
treatment options is compromised by their condition, involvement of appropriate healthcare
proxies or family members becomes important.

Whether combination therapy is delivered as split treatment or provided by a single
psychiatrist—an ideal that is impractical because there are not enough psychiatrists to ad-
equately address current public health need—it is not always necessary or cost effective to
offer every patient combined treatment. And as we have seen at times, there is only limited
evidence supporting the use of combined treatment. An outstanding goal remains to develop
methods of identifying subgroups of depressed patients who are most likely to benefit from
medication alone, therapy alone, or the two in combination. While this call for research has
been made over the past few decades, the practical question of “which treatment to use,
and when” remains unanswered. Until definitive prospective data are available in studies
with adequate power and diverse samples, or new technology is available (such as imaging
techniques discussed above) we suggest focusing on variables that are associated with lower
response rates to pharmacotherapy alone (such as chronicity, inpatient status, and other in-
dicators of marked severity) and monitoring the response of each patient using symptom
severity measures, in order to identify those patients who may require a swift change from
monotherapy to combination treatment.
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Integrating Psychopharmacology and
Psychotherapy in Mood Disorders

Bipolar Disorder

Donna M. Sudak and Wei Du

INTRODUCTION

Bipolar disorder, once considered an easily treatable illness, is a severe, recurrent mental ill-
ness that often poorly responds to treatment. Bipolar patients spend nearly 50% of their
lives with symptoms (Judd et al., 2002). Because the illness frequently begins in adolescence
or early adulthood, it has dual consequences—the burden of the illness and the ravaging
effects on normal development. Patients with bipolar disorder must accept that they have
a chronic illness, which requires long-term pharmacological treatment. Childbearing and
career choices are also impacted by the diagnosis.

Bipolar disorder commonly co-occurs with anxiety disorders, substance abuse, or depen-
dence and medical disorders (Feldman, Gwizdowski, Fischer, Yang, & Suppes, 2012), which
complicates treatment. Additionally, suicide is a frequent complication of the illness. Of pa-
tients with bipolar disorder, 15%—20% die by suicide (Baldessarini, Pompili, & Tondo, 2006).
Suicidal risk and rates are similar in both Bipolar I and Bipolar II patients, and mixed states
and more depressive episodes increase the risk (Undurraga, Baldessarini, Valenti, Pacchiar-
otti, & Vieta, 2012).

In addition to pharmacological management, psychotherapeutic treatments have been
found to be extremely beneficial adjuncts to treatment. This chapter will provide a review of
psychological and pharmacological treatment strategies and a guide to conceptualization and
treatment planning for individual patients.

General Description of the Disorder

The essential features of bipolar disorder are distinct episodes of mood dysregulation, ac-
companied by symptoms that are cognitive, behavioral, and vegetative, and which have severe
interpersonal consequences. Inter-episode recovery occurs, but its length varies. At least one
episode of mania or hypomania must occur to make the diagnosis. The distinction between
Bipolar I and Bipolar II is the presence of mania or hypomania, respectively. The DSM IV-TR
criteria are listed in Table 4.1.



88 DONNA M. SUDAK AND WEI DU

Table 4.1 DSM-IV criteria for bipolar disorder.

DSM IV-TR, Diagnostic and Statistical Manual of Mental Disorders, fourth edition, text revision
(DSM 1V-TR).

DSM IV-TR Criteria for a Manic Episode

A distinct period of persistently elevated, expansive, or irritable mood, lasting throughout at least 4 days,
that is clearly different from the usual nondepressed mood.

During the period of mood disturbance, three (or more) of the following symptoms have persisted (four if
the mood is only irritable) and have been present to a significant degree:

+ Inflated self-esteem or grandiosity
+ Decreased need for sleep (e.g., feels rested after only 3 hours of sleep)
+ More talkative than usual or pressure to keep talking

+ Flight of ideas or subjective experience that thoughts are racing

Distractibility (i.e., attention too easily drawn to unimportant or irrelevant external stimuli)
+ Increase in goal-directed activity (socially, at work or school, or sexually) or psychomotor agitation

+ Excessive involvement in pleasurable activities that have a high potential for painful consequences (e.g.,
unrestrained buying sprees, sexual indiscretions, or foolish business investments)

The symptoms do not meet criteria for a mixed episode.

The episode is severe enough to cause marked impairment in social or occupational functioning, or
necessitates hospitalization, and/or there are psychotic features.

The symptoms are not due to the direct physiologic effects of a substance (e.g., a drug of abuse,
medication, or other treatment) or a general medical condition (e.g., hyperthyroidism).

Adapted from American Psychiatric Association: Diagnostic and Statistical Manual of Mental Disorders, 4th ed, text rev.
Washington, DC, American Psychiatric Association, 2000.

DSM IV-TR Criteria for a Mixed Episode

The criteria are met both for a manic episode and for a major depressive episode (except for
duration) nearly every day for at least 1 week.

The mood disturbance is sufficiently severe to cause marked impairment in occupational
functioning or in usual social activities or relationships with others or to necessitate hospitaliza-
tion to prevent harm to self or others, or the mood disturbance has psychotic features.

The symptoms are not due to the direct physiologic effects of a substance (e.g., a drug of
abuse, medication, or other treatment) or a general medical condition (e.g., hyperthyroidism).

DSM IV-TR Criteria for Bipolar Type I Disorder Not Otherwise Specified

Criteria, except for duration, are currently (or most recently) met for a manic, a hypomanic, a
mixed, or a major depressive episode.

There has previously been at least one manic episode or mixed episode.

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

The mood symptoms in the first two criteria are not better accounted for as schizoaffective
disorder and are not superimposed on schizophrenia, schizophreniform disorder, delusional
disorder, or psychotic disorder not otherwise specified.

The mood symptoms in the first two criteria are not due to the direct physiologic effects of a
substance (e.g., a drug of abuse, medication, or other treatment) or a general medical condition
(e.g., hyperthyroidism).
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DSM IV-TR Criteria for Bipolar Type II Disorder

Presence (or history) of one or more major depressive episodes.
Presence (or history) of at least one hypomanic episode.
There has never been a manic episode or a mixed episode.

DSM IV-TR Criteria for Bipolar Type I Disorder

Presence (or history) of one or more major depressive episodes.
Presence (or history) of at least one manic episode.

The mood symptoms in the first two criteria are not better accounted for as schizoaffective
disorder and are not superimposed on schizophrenia, schizophreniform disorder, delusional
disorder, or psychotic disorder not otherwise specified.

Bipolar disorder has a lifetime prevalence of approximately 5% in adults in the United
States, if all forms of the disorder are included (Merikangas et al., 2011). Although the cen-
tral feature of mood dysregulation is present in all forms of the disorder, the condition is
heterogeneous—the clinical course varies from patient to patient in terms of numbers of
episodes, triggers for episodes, perpetuating and protective factors, and typical symptoms.
Each of these elements has implications for treatment selection.

Recurrence of bipolar disorder is common. In the STEP-BD study, 58.4% of patients had a
history of recurrence, often within 2 years of initial recovery (Perlis et al., 2006). Despite the
dramatic presentation when patients are manic, depressive recurrence is far more common
(Alda, Hajek, Calkin, & O’Donovan, 2009). Similar to major depression, residual symptoms
at initial recovery are the most likely predictive factors for future recurrence (Perlis et al.,
2006). Sub-syndromal depression exists 30% to 50% of the time in Bipolar Type I patients
(Huxley & Baldessarini, 2007). This is a significant source of morbidity in such patients. It
also may influence the mortality from suicide.

Manic episodes produce dramatic changes in cognition and future functioning. Fifty per-
cent of patients are not recovered 12 months after an episode, and only 25% fully recover
(Keck et al., 1998). Those individuals with psychosis and an index episode that is manic have
the worst prognosis. Delays in diagnosis are common, even though there has been an explo-
sion in the diagnosis in youth (Liebenluft, 2011). The average patient spends 10 years from
the time of first presentation until he/she is accurately diagnosed (Kupfer, Frank, Grocho-
cinski, & Cluss, 2002). Fifty to sixty percent of bipolar patients develop the disorder in ado-
lescence (Perlis et al., 2004), and these individuals have higher rates of psychosis, comorbid
psychiatric conditions, and hospitalization (Axelson et al., 2006), with 44% making at least
one suicide attempt in one series (Lewinsohn, Klein, & Seeley, 1995). In adolescence and
young adulthood, the complexity of social and academic demands, the desire for peer group
acceptance, and the limited ability to have perspective frequently exacerbates the illness by
limiting the acceptance of the diagnosis. Additionally, when the disorder presents earlier in
life, it is more common to be in the rapid-cycling form and less amenable to treatment (Bir-
mabher et al., 2006).

Cognitive impairment is common in both phases of the illness. Manic patients often have
significant problems recalling behavior during an episode. Both phases of the illness have
characteristic impairments of insight, judgment, concentration, and memory.
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PHARMACOTHERAPY

Pharmacotherapy is the cornerstone of treatment for bipolar disorder. Acute episodes of
mania, mixed states, or depression in bipolar disorder require timely and effective pharma-
cological interventions, often in conjunction with other treatment modalities such as acute
inpatient hospitalization, to stabilize patients and mitigate high-risk complications.

This section will focus on the evidence for pharmacotherapeutic approaches in different
phases of bipolar disorder in adults. The data from pediatric trials are briefly discussed. When
appropriate, recommendations from the most current evidence-based treatment guidelines
are also emphasized.

Acute Manic Episodes

Acute manic episodes (used interchangeably with acute mania) are the hallmark of bipo-
lar disorder and are often associated with psychotic symptoms and significant psychosocial
impairment. Pharmacotherapy is critical for a rapid stabilization of acutely manic patients.

Monotherapy with lithium, valproate (the salt form of valproic acid), or second-generation
antipsychotics (SGAs) is recommended as the first-line treatment for acute mania (VA/DoD,
Affairs, & Defense, 2010; Malhi et al., 2012; Yatham et al., 2005; Goodwin, 2009). Lithium
and valproate are thought to act through a number of neurotransmitters, second messenger
systems, and other molecular targets (Gould, Quiroz, Singh, Zarate, & Manji, 2004). SGAs
interact with differential affinities with a series of dopamine and serotonin receptors.

The evidence supporting the first-line use of lithium and valproate is substantial, as sum-
marized by Sachs, Dupuy, and Wittmann (2011). Bowden et al. (1994) conducted the first
randomized controlled trial demonstrating the acute anti-manic efficacy of lithium. This
well-designed study further validated the findings from earlier clinical trials and countered
criticism of suboptimal methodology. Subsequently, lithium has been frequently used as a
comparator or in adjunctive trials testing the efficacy of SGAs in acute mania, further ex-
tending evidence for its efficacy. For example, lithium was found to be superior to placebo in
pivotal studies examining the anti-manic efficacy of quetiapine (Bowden et al., 2005).

The efficacy of valproate monotherapy in acute mania has been demonstrated in sev-
eral randomized controlled trials (Emrich, von Zerssen, Kissling, Moller, & Windorfer, 1980;
Pope, McElroy, Keck, & Hudson, 1991; Bowden et al., 1994; Bowden et al., 2006). Valproate
appears to be well tolerated and can be administered in a loading dose for rapid stabilization
(Hirschfeld, Baker, Wozniak, Tracy, & Sommerville, 2003; Hirshfeld, Allen, McEvoy, Keck, &
Russell, 1999). Allen et al. (2006) further suggested that maintaining plasma level of valproate
between 75 and 100 mg/L is necessary to achieve an adequate anti-manic effect.

Aripiprazole, asenapine, olanzapine, quetiapine, risperidone, and ziprasidone have been
demonstrated as efficacious as monotherapy for acute mania in multiple randomized con-
trolled trials. Aripiprazole was efficacious for acute mania in three randomized controlled
trials (Keck et al., 2003; Keck, Orsulak, & Cutler, 2009; Sachs, Sanchez, & Marcus, 2006).
Olanzapine was shown to be superior to placebo in two short-term trials and one 12-week
trial (Tohenet al., 1999; Tohen et al., 2000; Tohen et al., 2006; Tohen et al., 2009). Vieta et al.
(2008b) reported the efficacy of olanzapine in a large naturalistic study (EMBLEM). Meta-
bolic syndrome is a significant clinical concern with olanzapine, which may have impacted
its use. There are several controlled trials supporting the anti-manic efficacy of quetiapine
(Sachs et al., 2004; Bowden et al., 2005; McIntyre, Brecher, Paulsson, Hizar, & Mullen, 2005;
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Cutler et al., 2008). Overall, quetiapine is well tolerated, with somnolence and weight gain be-
ing the major adverse events. Risperidone monotherapy is also significantly more efficacious
than placebo in mania (Hirschfeld et al., 2004; Khanna et al., 2005; Smulevich et al., 2005).
Risperidone is known to cause prolactin elevation, extrapyramidal symptoms, and weight
gain. Paliperidone, an active derivative of risperidone, did show a positive anti-manic effect in
one randomized controlled trial (Vieta et al., 2010b). Ziprasidone is effective in acute mania,
as shown in three randomized controlled trials (Keck et al., 2003; Potkin, Keck, Segal, Ice, &
English, 2005; Vieta et al., 2010a). Among the three newly approved SGAs (iloperidone, ase-
napine, and lurasidone), only asenapine is currently indicated for acute mania. In two 3-week
trials, asenapine monotherapy was significantly more effective than placebo (Chwieduk &
Scott, 2011). The role of clozapine in acute mania is unclear; there are no randomized con-
trolled trials at present. However, it may be considered as a third-line choice in patients who
have failed adequate trials of multiple agents or in patients with refractory mania (Yatham et al.,
2005; VA/DoD, Affairs, & Defense, 2010). Close monitoring of serious adverse reactions in-
cluding agranulocytosis is mandatory when patients are started on clozapine.

Although monotherapy with lithium, valproate, and SGAs is clearly efficacious, there are
limited studies that evaluate the direct comparative efficacy of mood stabilizing agents in-
cluding lithium and valproate, and SGA monotherapy in acute mania. A recent meta-analysis
was completed using 1,631 patients in nine studies in which lithium or valproate was com-
pared against one of the following SGAs: risperidone, olanzapine, ziprasidone, aripiprazole,
and quetiapine (Tarr, Glue, & Herbison, 2011). The authors concluded that SGAs may have
a potential advantage over lithium or valproate in the treatment of acute mania. In addition,
SGAs seem to have a faster onset based on the change of clinical rating scores. Cipriani et al.
(2011) conducted a more comprehensive meta-analysis based on 68 randomized controlled
trials (16,073 patients) to assess the comparative efficacy of anti-manic medications in acute
mania. Lamotrigine, gabapentin, topiramate, haloperidol, and asenapine were included in
this analysis. This analysis showed that haloperidol, risperidone, and olanzapine outper-
formed all other drugs in efficacy. SGAs have better tolerability than haloperidol and other
mood stabilizing agents. This finding of haloperidol’s superior efficacy is significant since
the first-generation antipsychotics are no longer commonly used for bipolar disorder due to
their acute and long-term tolerability issues (akathesia, extrapyramidal symptoms, and tar-
dive dyskinesia). Ironically, chloropromazine, was the first antipsychotic approved for bipolar
disorder by the FDA.

In patients who do not respond or who partially respond to monotherapy with first-line
medications, carbamazepine or its derivative, oxcarbazepine may be considered as second-line
choices (Goodwin, 2009; Yatham et al., 2005; VA/DoD, Affairs, & Defense, 2010). The mecha-
nism of action of carbamazepine remains unclear (Gould, Quiroz, Singh, Zarate, & Manji,
2004). Consistent with the findings in the early studies of limited methodological rigor, two
randomized controlled trials showed that carbamazepine (in extended release formulation)
was superior to placebo (Weisler et al., 2005; Weisler et al., 2006). Furthermore, carbamaze-
pine’s efficacy is very similar to that of lithium and valproate in the treatment of acute mania
(Kusumakar et al., 1997). The main factor limiting the utility of carbamazepine is its poten-
tial to cause significant drug—drug interactions due to potent CYP450 induction (Nasrallah,
Ketter, & Kalali, 2006). Oxcarbazepine, a keto derivative of carbamazepine, is reported not to
cause autoinduction of CYP450 (Baruzzi, Albani, & Riva, 1994), and thus a lower risk of drug—
drug interactions. Several guidelines recommend oxcarbazepine as a second- or third-line
anti-manic agent (VA/DoD, Affairs, & Defense, 2010; Yatham et al., 2005). However, current
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evidence remains weak in support of its anti-manic efficacy; one negative study was reported
in children, and there have been no randomized controlled trials done in adults (Popova,
Leighton, Bernadbarre, Bernardo, & Vieta, 2007; Wagner et al., 2006; Vasudev et al., 2011).
Patients who failed to respond to monotherapy as described above often require a com-
bination therapy. As a recommended first-line treatment for severe mania with or without
psychotic features, combination therapy employing lithium, valproate, and SGAs seems to
improve the overall disease outcome as evidenced by a 20% increase in the responder rate
compared with monotherapy (Yatham et al., 2005). The evidence is strongest for combining
lithium or valproate with risperidone, quetiapine, or aripiprazole (Malhi et al., 2012; Vieta et al.,
2008c). The combination of olanzapine with lithium or valproate is also efficacious (Tohen
et al., 2002). Evidence of using ziprasidone combination with lithium or valproate appears to
be the weakest among all. Asenapine adjunctive treatment with lithium or valproate is supe-
rior to placebo (Chwieduk & Scott, 2011). Paliperidone adjunctive therapy with lithium or
valproate is not superior to lithium or valproate monotherapy (Berwaerts et al., 2011).
The combination of lithium with valproate or carbamazepine has also been demonstrated
to be efficacious and safe in uncontrolled trials (Reischies, Hartikainen, & Berghofer, 2002;
Small, Klapper, & Marhenke, 1995). Such combinations can be useful in patients who do not
respond or who are intolerant to the combination of treatments detailed above.
Benzodiazepines are frequently used in addition to the medications detailed above, in
managing acute manic episodes, especially in patients with aggressive or assaultive behav-
iors. However, there are no well-controlled studies to support benzodiazepine monotherapy
as a mood stabilizing agent. Furthermore, the long-term use of benzodiazepines is highly
discouraged because of the concerns about physical dependence and misuse. It is known that
substance abuse is highly prevalent and often causes destabilization in bipolar patients, re-
sulting in poor treatment responses (Stedman, Pettinati, Brown, Calabrese, & Raines, 2010).
Although valproate and carbamazepine are efficacious in acute mania, there is no convinc-
ing evidence for the anti-manic effect of other anticonvulsants. In fact, the evidence is conclu-
sive that gabapentin and topiramate are ineffective in randomized controlled trials (Pande,
Crockatt, Janney, Werth, & Tsaroucha, 2000; Rosa, Fountoulakis, Siamouli, Gonda, & Vieta,
2011; Kushner, Khan, Lane, & Olson, 2006). Lamotrigine monotherapy in acute mania is not
supported by current limited data despite its efficacy in long-term maintenance treatment of
bipolar disorder. However, gabapentin may be effective in the treatment of comorbid anxiety
in such patients (Rakofsky & Dunlop, 2011), and topiramate may be useful in mitigating the
risk of weight gain due to the SGAs, as suggested by a recent 8-week open-label study using
topiramate to augment olanzapine (Wozniak et al., 2009).

Acute Depressive Episodes

As stated in the introduction, depressive episodes of bipolar disorder are the most frequent
type of mood disturbance in the illness (Judd et al., 2002). Functional impairment, decrease
in quality of life, and suicide are the major concerns associated with recurrent depressive
symptoms.

Only quetiapine and the combination of olanzapine/fluoxetine are currently approved by
the FDA for bipolar depression. Quetiapine’s efficacy has been consistently demonstrated in
five 8-week, randomized controlled trials (Weisler, Calabrese, & Thase, 2008; Young et al., 2010;
Suppes et al., 2010; McElroy, Weisler, & Chang, 2010). In EMBOLDEN I and II trials, two differ-
ent dose regimens of quetiapine were compared to either lithium/placebo (Young et al., 2010)



MOOD DISORDERS: BIPOLAR DISORDER 93

or paroxetine/placebo (McElroy, Weisler, & Chang, 2010). Both doses of quetiapine showed a
significant effect on depressive symptoms compared to lithium, paroxetine, or placebo. Fur-
thermore, there is evidence to support a lower risk of a switch to mania with quetiapine (Sup-
pes et al., 2010). Tohen et al. (2003) showed that the olanzapine/fluoxetine combination was
superior to olanzapine monotherapy and placebo in the registration trial. Lamotrigine has been
shown to be efficacious for bipolar depression in two well-designed studies, and response rates
with lamotrigine were significantly higher than placebo (van der Loos, Mulder, & Hartong,
2009; Calabrese, Bowden, & Sachs, 2003). Thus, lamotrigine along with quetiapine and olan-
zapine are recommended as first- or second-line agents (for olanzapine due to adverse effects;
VA/DoD, Affairs, & Defense, 2010) for the treatment of bipolar depression.

Lithium has been commonly considered as a first-line agent in bipolar depression by sev-
eral guidelines (VA/DoD Affairs, & Defense, 2010). However, the evidence to support this
practice remains limited. In EMBOLDEN 1 trial, lithium did not separate from placebo
(Young et al., 2010).

The clinical trials evaluating the efficacy of several other mood stabilizing agents and SGAs
for bipolar depression did not produce positive results. For example, aripiprazole and zipra-
sidone failed to show efficacy for bipolar depression in a 7-week trial (Thase, Jonas, & Khan,
2008) and two randomized controlled outpatient trials (Lombardo, Sachs, Kolluri, Kremer, &
Yang, 2012) respectively. The data of lamotrigine monotherapy for bipolar depression are
ambiguous (Bauer, Ritter, Grunze, & Pfenning, 2012).

Similar to acute mania, combination therapy is commonly prescribed for bipolar depres-
sion, especially in patients treated with long-term maintenance therapy who develop a break-
through depressive episode. Various combinations have been proposed: mood stabilizing
agents plus SGAs, mood stabilizing agents plus anticonvulsants, SGAs plus antidepressants,
and mood stabilizing agents plus antidepressants. However, the strength of current evidence
is at best modest for most combination regimens (Malhi et al., 2009; Yatham et al., 2005).
Addition of lamotrigine to lithium was more effective than placebo in reducing depressive
symptoms in a multicenter, double-blind, placebo-controlled trial (van der Loos, Mulder, &
Hartong, 2009). Lithium plus valproate combination was well tolerated, and as effective as
lithium or valproate plus an SSRI in a small controlled trial (Young, Joffe, & Robb, 2000).

However, the role of antidepressants as monotherapy or combination therapy remains
unclear. Monotherapy with antidepressants, especially in the initial phase, continues to be
prevalent in clinical practice (Baldassano & Hosey, 2011). In a recent review by Bauer et al.
(2012), five randomized, controlled studies were identified in which monotherapy with imip-
ramine, fluoxetine, paroxetine, tranylcypromine, and venlafaxine were evaluated in bipolar
depression. The authors summarize that antidepressants are an option for short-term use,
but whether they should be used as monotherapy or combination with mood stabilizing
agents remains controversial.

Except for studies of the fixed dose combination of olanzapine and fluoxetine that is
approved for bipolar depression, there have been few adequately designed trials evaluating
the effect of adjunctive therapy of antidepressants. STEP-BD (Sachs et al., 2007) failed to
show benefits of paroxetine and bupropion as adjuncts to mood stabilizing agents (lithium,
valproate, carbamazepine, or SGAs). Leverich et al. (2006) also reported that the addition
of bupropion, venlafaxine, or sertraline to a mood stabilizing agent resulted in no signifi-
cant difference in bipolar depression. This study is limited by the lack of a placebo group in
the trial. An early meta-analysis suggested that antidepressants were efficacious and safe in
bipolar depression (Gijsman, Geddes, Rendell, Nolen, & Goodwin, 2004), whereas a most



94 DONNA M. SUDAK AND WEI DU

recent systematic review and meta-analysis with additional studies found that antidepres-
sants were not statistically superior to placebo or other standard treatment for bipolar
depressants (Sidor & MacQueen, 2011). Nemeroff et al. (2001) conducted an important
double-blind randomized study comparing adjunctive imipramine and paroxetine in pa-
tients with bipolar depression. Imipramine and paroxetine were effective only in the patients
with lithium level below 0.8 meq/L. This result suggests that adding antidepressants may
be beneficial for patients who have difficulty tolerating a lithium dose increase. Despite the
controversy, antidepressants may be reserved as second- or third-line agents for refractory
bipolar depression.

The risk of medication-induced mania (affective switch) is another possibility that com-
plicates the use of antidepressants in bipolar depression. A number of studies have shown
that some antidepressants can cause switching to mania or hypomania, therefore worsening
the course of the illness (Post et al., 2006). Tricyclic antidepressants (TCAs), MAOIs, and
venlafaxine (an SNRI) are more likely to cause the switch (Malhi et al., 2012; Post et al., 2006).
Despite a lack of clear efficacious evidence in acute bipolar depression, bupropion and SSRIs
have lower switch rates compared to TCAs and SNRIs (Sidor & MacQueen, 2011).

Mixed Episodes and Rapid Cycling

Mixed episodes or states are associated with elevated suicidal risk, higher comorbidity with
substance abuse and personality disorders, and poorer response to treatments (McElroy et al.,
1995). Rapid cycling, defined as four or more episodes of acute mania within a year, occurs
in 15% of patients with bipolar disorder and more often in women than in men. Similar
to mixed episodes, rapid cycling is also associated with higher rates of comorbidity, poorer
treatment response, and an elevated suicidal risk (Tondo, Hennen, & Baldessarini, 2003).
Among all factors that may contribute to rapid cycling, hypothyroidism, antidepressants, and
substance abuse are well documented (Schneck, 2006).

Since there are no clinical studies conducted specifically in patients with mixed episodes,
current evidence and treatment recommendations are based on the subgroup analysis of
clinical trials of acute episodes in which patients with mixed episodes have been included.
Thus, the overall strength of the evidence for the pharmacological treatment of mixed epi-
sodes is limited.

Most of the SGAs are efficacious for mixed episodes; olanzapine and quetiapine XR have
the best evidence as monotherapy (McIntyre & Yoon, 2012). There is insufficient evidence to
suggest that the combination therapy with valproate or lithium and SGAs is more efficacious
than monotherapy. Most importantly, lithium is not recommended by most of the treat-
ment guidelines as a first-line agent in mixed episodes due to its inconsistent efficacy in this
particular population. Valproate and carbamazepine are effective for mixed episodes (Swann,
Bowden, & Morris, 1997; Yatham et al., 2005; Weisler et al., 2005; Weisler et al., 2006).

Similar to mixed episodes, studies regarding rapid cycling are very limited. A meta-analysis
of earlier studies revealed that lithium was at least partially effective in patients with rapid
cycling (Kupka, Luckenbaugh, Post, Leverich, & Nolen, 2003). Lithium plus carbamazepine
appears to work better for patients with rapid-cycling features (Denicoff et al., 1997). Valpro-
ate may be as effective as lithium in rapid cyclers (Calabrese et al., 2005). A subgroup analysis
of several randomized controlled trials involving olanzapine, quetiapine, and aripiprazole
supports their efficacy in rapid cycling (McIntyre & Yoon, 2012).
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Maintenance Treatment

Long-term prophylaxis is critical in the management of bipolar disorder. Patients who have
achieved stabilization from an acute episode of depression, hypomania, or mania should be
continued on the effective medications used in the acute phase treatment unless intolerable
adverse effects occur. Recurrence rates are estimated at 60%-80% after the discontinuation
of lithium therapy (Yatham et al., 2005). Treatment guidelines strongly recommend that pa-
tients who are stabilized with medications during an acute manic episode should continue
for at least 6 months with the effective agents and probably be prescribed lifelong prophylaxis
(VA/DoD, Affairs & Defense, 2010).

Lithium has long been considered the gold standard of maintenance therapy, especially
for prophylaxis regarding the recurrence of mania (Prien, Point, Caffey, & Klet, 1973;
Malhi et al., 2009). Olanzapine, quetiapine, aripiprazole, and risperidone long-acting in-
jectable (risperidone LAI) are approved by the FDA for maintenance therapy with slightly
different side effect profiles. Olanzapine and quetiapine are effective in delaying relapse
in both mania and depression (Tohen et al., 2006; Malhi et al., 2009) whereas aripiprazole
and risperidone LAI are only effective in delaying relapse of mania (Keck, Calabrese, &
McQuade, 2006; Quiroz, Yatham, Palumbo, Karcher, & Kusumaker, 2010). Clozapine is
often reserved for either monotherapy or combination therapy in the refractory bipolar
disorder, but there are no randomized controlled trials with clozapine in this population.
Some case reports support clozapine’s efficacy (Frye, Ketter, Altshuler, & Denicoff, 1998).
In an 18-month study, lamotrigine was demonstrated to be effective in delaying relapse
to both mania and depression (Bowden, Calabrese, & Sachs, 2003; Calabrese, Bowden, &
Sachs, 2003). Currently there is only one randomized clinical maintenance trial in which
valproate did not separate from placebo (Bowden, Calabrese, & McElroy, 2000), but
most clinicians continue to use valproate in long-term maintenance treatment. Stud-
ies assessing carbamazepine’s (or oxcarbazepine) prophylactic efficacy are scarce (Gitlin
& Frye, 2012). There are some indications that carbamazepine may be more effective
for certain subpopulations of bipolar disorder such as patients with psychotic delusions
(Greil, Ludwig-Mayerhofer, & Erazo, 1997; Kleindienst & Greil, 2000). Oxcarbazepine did
not separate from placebo in a combination study with lithium (Vieta, Cruz, & Garcia-
Campayo, 2008).

Pharmacotherapy in Pediatric Bipolar Disorder

Compared with the evidence in adult population, data to support the overall efficacy of
mood stabilizing agents and SGAs in pediatric bipolar disorder are still very limited. Liu et al.
(2011) completed a comprehensive review and meta-analysis involving 29 open-label and 17
double-blind trials of various mood stabilizing agents and SGAs in the pediatric population.
Risperidone, aripiprazole, olanzapine, quetiapine, and ziprasidone are efficacious as mono-
therapy in pediatric bipolar disorder. Open-label and double-blind studies also support the
effectiveness of valproate; but double-blind studies with lithium or carbamazepine are lack-
ing (Liu et al., 2011). Correll et al’s (2010) comparative analysis of nine pediatric bipolar
trials showed that SGAs had a larger effect size than traditional mood stabilizing agents only
in youth. The analysis suggests that SGAs may offer greater benefits than traditional mood
stabilizing agents.
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Evidence Basis for Combined Biological and Psychological Treatment
of Bipolar Disorder

There is no evidence for psychosocial treatments for bipolar disorder as a “standalone” treat-
ment for bipolar disorder (Lam, Burbeck, Wright, & Pilling, 2009). It is widely acknowl-
edged that treatment of bipolar disorder requires pharmacological management in the acute
phase, and continuing pharmacological treatment to prevent further episodes, but that the
outcomes obtained from pharmacological treatment, both in the acute phase of the illness
and in preventing relapse, are far from ideal (Hlastala et al., 1997; Gellar et al., 2002; Gitlin,
Swendsen, Heller, & Hanimen, 1995). There is a compelling rationale for the use of psycho-
therapeutic interventions in bipolar patients. Medical treatment alone is insufficient in newly
diagnosed patients who need substantial help with adherence to treatment and acceptance of
the diagnosis, with the treatment of residual and subthreshold symptoms, and with the re-
pair of psychosocial crises caused by behavior during acute episodes and restoration of good
psychosocial functioning. This is a disorder where combined treatment is truly the preferred
strategy. Psychosocial treatments can only be applied when patients can learn and remember—
generally, in the absence of severe psychotic and behavioral symptoms. The amount of mate-
rial presented must be titrated to the patient’s needs.

Particular attention must be paid to the need to grieve for particular aspects of the pa-
tient’s life that must be modified. When patients have family members with the disorder, they
may have distorted perceptions of what it could mean for them. Additionally, many individu-
als are diagnosed after they have had their own children and must come to terms with the
meaning of this regarding potential heritability and the effects of the disorder on parenting.
Advocacy and managing stigma are a necessity.

Multiple sizable randomized controlled trials indicate that combined treatment works to
increase the breadth of recovery (Miklowitz et al., 2007; Frank et al., 2008), the speed of re-
covery (Miklowitz et al., 2007), decrease the frequency and increase the time to relapse (Lam,
Hayward, Watkins, Wright, & Sham, 2005; Frank et al., 2008; Miklowitz et al., 2007; Colom et al.,
2003a), and increase the acceptability and adherence to medication treatment (Cochran,
1984). These studies will be detailed in the sections that describe the available treatments. Lam
et al’s meta-analysis (2009) found that augmenting medication with complex psychoeduca-
tion, family-focused treatment, cognitive behavioral therapy, or interpersonal social rhythm
therapy significantly improves patients’ function and symptoms, and delays or prevents re-
lapse compared to controls. This review considered some heterogeneous studies—patients
were treated in groups and individually and were at different stages of the disorder.

One issue in comparing studies of psychosocial treatments is that there is such heteroge-
neity of studies and measures—although the majority of studies indicate positive benefits
of the psychosocial treatments available. Despite this, the diversity of patients, variability of
exclusion criteria, difference in severity and symptoms, lack of description, and control about
number of lifetime episodes make most of these studies difficult to compare (Schottle, Huber,
Bock, & Meyer, 2001). STEP-BD is an exception, and did not indicate a difference between the
treatments tested (Miklowitz et al., 2007).

Adherence is a major concern—although it is not the only reason patients improve with
psychosocial treatments, it is certainly benefitted by them. Thirty percent of bipolar patients
take 70% or less of their medication (Scott & Pope, 2002), and rates of nonadherence range
from 40% to 60% in multiple studies (Colom, Vieta, Tacchi, Sanchez-Moreno, & Scott, 2005).
Reviews of the psychological treatments detailed in this chapter indicate that adherence
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benefits from each of the approaches (Sajatovic, Davies, & Hrouda, 2004), but that adher-
ence does not entirely account for patient improvement.

Cognitive Behavioral Therapy (CBT)

There are several treatment manuals available for the implementation of CBT in bipolar
disorder, (Basco & Rush, 2005; Lam, Hayward & Bright, 1999; Newman, Leahy, Beck, Reilly-
Harrington, Gyulai, 2001; Reilly-Harrington & Knauz, 2005; Scott et al., 2006), but the most
tested protocols are those of Scott (Scott et al., 2006) and Lam (Lam et al., 2005). Modifica-
tions of CBT have been developed for children (Pavuluri et al., 2004). The key elements of
treatment with CBT include education about CBT and the illness, the use of cognitive and
behavioral approaches to the symptoms of depression and mania, and the use of cognitive
and behavioral strategies to increase adherence and prevent relapse.

Scott and colleagues (Scott et al., 2006) found that CBT improved symptoms 6 months
after treatment compared to the control group and that relapse rates were 60% less in the
treatment group for 18 months compared to controls. Lam et al. (2005) studied a group of
bipolar patients over 30 months after recovering 12 to 20 sessions of CBT. The patients’ time
to relapse increased significantly, and patients spent 110 fewer days in episodes than the con-
trol group. Mood, social functioning, and goal attainment improved. For the most part, the
treatment effect occurred in the first year. Although CBT as studied is a time-limited treat-
ment, giving the chronic nature of bipolar disorder and the shifting needs of patients over a
lifetime, booster sessions are most likely needed in the “real world.” The basic model for treat-
ment with CBT involves patient education, targeting the cognitive, behavioral, and affective
disturbances with cognitive behavioral strategies and avoidance of functional decrements
and psychosocial crises. The goal is to maximize adherence, stop the progression of episodes
and repair developmental/skill deficits, and prevent relapse.

Family-Focused Treatment (FFT)

Family-focused treatment, as developed by Miklowitz and Goldstein (1997), is the most in-
tensively studied family psychotherapeutic intervention, although there are studies of other
forms of family interventions, including for use during hospitalization (Clarkin et al., 1990)
and for couples (Clarkin, Carpenter, Hull, Wilner, & Glick, 1998) that have been shown to
be efficacious in preventing relapse and rehospitalization. The latter two interventions have
common features of psychoeducation, identifying stressors and improving communication
and coping, and enhancing adherence.

FFT developed from research on expressed emotion; that is, in families with a high degree
of criticism, hostility, and emotional overinvolvement, psychiatric patients have notoriously
poor outcomes (Butzlaff & Hooley, 1998). There are aspects of FFT that attend to psychoedu-
cation, relapse prevention, identification of prodromal symptoms, and planning for relapse,
in addition to adherence work. However, the distinguishing characteristic of FFT is the work
that occurs to enhance communication and solve problems between family members.

Miklowitz and Goldstein’s (1997) FFT is comprised of three components: psychoeduca-
tion, communication-enhancement, and skills training. The treatment developed by observ-
ing that high degrees of expressed emotion in family members of bipolar patients predicted
higher levels of relapse and symptom severity in a 9- to 12-month follow-up period. It is
designed to be a time-limited intervention, generally 21 sessions over 9 months.
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Clinical trials with large groups of patients have shown effectiveness of FFT in decreasing
the percentage of patients who relapse and increasing the time to relapse (Miklowitz et al.,
2008). In a small study (46 patients), FFT helped decrease patients’ symptoms when admin-
istered solely to caregivers (Perlick et al., 2010). Twelve to fifteen sessions of FFT administered
to caregivers decreased recurrence in afflicted family members and decreased the depression
frequently present in family members. One reason this finding may have considerable impor-
tance is that only one third of patients with bipolar disorder are reported to use outpatient
mental health services in any 12-month period (Wang et al., 2005).

Multiple studies of FFT in adults and youth have shown the treatment is helpful (Mor-
ris, Miklowitz, & Waxmonsley, 2007), and draw attention to the need for intervention early
in the life of bipolar patients. Fifty to sixty percent of patients have an onset of bipolar dis-
order before critical developmental skills are acquired that would allow for independent
living (Perlis et al., 2004). These include skills to consolidate identity, form relationships,
succeed academically, manage care for oneself, and become independent and autonomous.
Problem solving, social skills, and self-management skills are often substantially lacking in
patients with bipolar disorder. In addition, burdens on families with bipolar members are
significant—emotional, financial, and practical issues are substantial costs. Family members
may also have preconceived ideas about the meaning of the illness either culturally or because
other afflicted family members exist.

Interpersonal Social Rhythm Therapy (IPSRT)

The concept that anchors IPSRT is that circadian rhythms are central to the development
of mood problems, and that when events occur that disrupt them (stressful or not), the
effects on sleep, appetite, energy, and alertness that occur can cause vulnerable individuals
to develop mood instability and episodes of mania, hypomania, and depression. In addi-
tion, there is a focus on nonadherence (Frank, 2007). The therapy is grounded by a personal
conceptualization for each mood episode regarding the interaction between social supports,
temperament, coping strategies, the flexibility of the patient’s biological clock, and stressful
life events. IPSRT helps patients to accept that even medications might be insufficient in
certain circumstances.

In addition to attention to circadian rhythm disruption, IPSRT works to help patients
focus on interpersonal events that lead to the development of mood problems and helps
patients repair interpersonal deficits that put them at risk for future problems. It also attends
to the existential issues faced by patients, such as integrating the concept of having a chronic
illness and grieving losses (Frank, 2007).

Treatment with IPSRT in the acute phase has been found to be more effective than inten-
sive clinical management in terms of patients having significant increases in the time until the
next episode, whether or not they receive maintenance IPSRT. Particular patient character-
istics that meant that patients were highly responsive to IPSRT include the absence of a his-
tory of lifetime anxiety disorders and overall good medical health. The acutely ill depressed
patient and the patient just recovering from mania or mixed episodes are most responsive to
IPSRT (Frank, 2005). Two multisite randomized controlled trials show that IPSRT produces
faster recovery from depression, fewer suicide attempts (Rucci et al., 2002), longer interepi-
sode recovery (Frank et al., 2005), and improved psychosocial, and occupational functioning
(Frank et al., 2005; Frank et al., 2008). IPSRT has also been adapted for adolescents, with
promising results in a pilot study (Hlastala, Kotler, McClellan, & McCauley, 2010).
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Psychoeducation

The central feature of psychoeducational approaches to bipolar disorder is that awareness of
the mood state and prodromal symptoms, and a well-defined plan to implement at the time
of the prodrome is the cornerstone of managing the disorder. Individual psychoeducation
has been shown to be effective in the prevention of manic episodes and in increasing the time
between manic episodes (Perry, Tarrier, Morriss, McCarthy, & Limb, 1999). Group psycho-
education has significant efficacy in patients who receive the intervention when the mood
symptoms are in remission, with fewer relapses, increased time to relapse and fewer and
shorter hospitalizations (Colom et al., 2003a). Additionally, the educational approach is more
effective than what would be accounted for by better medication adherence alone (Colom et al.,
2003b). There is an emphasis on doing exercises to underscore prodromal symptoms and to
teach lifestyle modifications to enhance regularity as a key part of maintaining stability.

A “hybrid” strategy that has been tested within the Veterans Administration System is the
Life Goals Program developed by Bauer and McBride (1996), and studied by Bauer (Bauer
etal., 2006), and Simon (Simon, Ludman, Bauer, Untitzer, & Operskalski, 2006). These treat-
ment protocols involve coordinating evidence-based pharmacotherapy, enhanced adherence
with nursing support, monitoring and targeting prodromal symptoms, and five sessions of
group psychoeducation, followed by a group that uses behavioral and interpersonal strate-
gies to target goal attainment. Treatment with this program has been shown in randomized
controlled trials to decrease manic episodes over 2 years (Simon et al., 2006), and to decrease
the length of manic episodes (Bauer et al., 2006; Simon et al., 2006) in addition to increas-
ing quality of life and social functioning (Bauer et al., 2006). Depressive episodes were not,
however, impacted by treatment.

Effective psychotherapies for bipolar patients share many common traits (Lam et al,,
2009). They each regard the disorder from a stress-diathesis model, focus on psychoeducation
and obtaining the best possible adherence to medication, and teach patients self-monitoring
skills. Patients are encouraged to make necessary modifications to their lifestyles by using
every tool available, and anticipatory guidance and problem solving facilitate relapse preven-
tion. Each specific psychotherapy takes a different approach to interpersonal relationships,
skill training, and cognitive modification.

The choice between the psychosocial treatments available is not as clear for clinicians and
patients, and few matching studies exist. Common sense would indicate that patient conceptu-
alization would be the most effective way to determine which treatment might be the best fit.
There are also some known characteristics of the treatments that may help with decision making.

Miklowitz’s review of the evidence for the use of psychotherapeutic approaches in bipolar
disorder specifies particular characteristics that guide patient selection, since 17 of 18 ran-
domized controlled trials show that all successful psychotherapy treatments decrease relapse
and numbers of episodes for between 12 and 30 months after treatment (Miklowitz, 2008).
Types of episodes, state of recovery, and psychosocial supports are all determining factors.
CBT and FFT work best for depressive symptomatology, and are less effective when the pa-
tient is manic. CBT and group psychoeducation work best when instituted when the patient
is recovered. FFT and IPSRT are most effective when implemented early in the resolution of
an acute manic or during an acute depressive episode. Patients with prominent manic symp-
toms may benefit more from approaches that enhance social and interpersonal stability and
regular structure of circadian rhythms, or from psychoeducation paired with systems of care.
Adolescent patients with involved family members may benefit most from FFT.
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STEP-BD compared adjunctive psychotherapy for bipolar depression (not treatment ef-
fects on relapse prevention or decreased number of episodes) and found no significant differ-
ence between FFT, IPSRT, or CBT. All of the active treatments produced faster recovery than
medication, with no differences between groups, and all treatments had a beneficial effect
on patients psychosocial functioning. All treatments were more effective than a three-month
psychoeducational intervention (Miklowitz et al., 2007).

A recent randomized controlled trial of bipolar patients with subsyndromal symptoms
that compared 20 sessions of CBT with six sessions of group psychoeducation produced
equivalent outcomes on 18 month follow-up because of the increased number of sessions
and the need for specialized therapy training. The delivery costs, however, were quite differ-
ent, with CBT being six times more expensive. The authors recommended a “stepped care”
approach as a rational way to deploy resources for bipolar patients, with targeted therapy em-
ployed for particular symptoms (Parikh et al., 2013). Thoughtful analysis also must account
for the costs of treatment when making decisions about patient care.
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Integrating Psychopharmacology and
Cognitive Remediation to Treat Cognitive
Dysfunction in the Psychotic Disorders

Alice Medalia, Lewis A. Opler, and Mark G. Opler

INTRODUCTION

Schizophrenia is a complex neuropsychiatric syndrome with both neurodevelopmental
and neurodegenerative features. While it is challenging to determine the rates of schizo-
phrenia in a given population, global estimates are approximately 0.5%—1% (Bromet &
Fennig, 1999; Harrison, 1997; Lewis & Lieberman, 2000; Thaker & Carpenter, 2001). The
causes of schizophrenia are gradually being elucidated, and substantial evidence now exists
for several environmental risk factors, including advanced paternal age (Malaspina et al.,
2002), prenatal nutritional deprivation (Susser et al., 1996), and in utero exposure to in-
fection (Brown, 2011). Genetic and familial factors have also been implicated and suggest
that gene—gene as well as gene—environment interactions may occur during pathogenesis.

Different etiologies may be linked to differences in treatment response, symptom presen-
tation, and age of onset in different populations of patients with schizophrenia (Opler et al.,
2013; Rosenfield et al., 2010). Symptomatic onset is commonly defined by the emergence
of psychosis during early adulthood. Patients who are later diagnosed with schizophrenia
exhibit a wide variety of changes during early development, including social withdrawal,
decreased functioning, and cognitive impairment. Many of these changes can be seen prior
to the onset of psychosis, during a prodromal period lasting several weeks to years (Corcoran,
Malaspina, & Hercher, 2005).

Perspectives on what constitute essential symptoms of the disease have evolved over time.
The “core” symptoms of schizophrenia are often grouped into five factors, including positive,
negative, dysphoric mood, activation/hostility, and autistic preoccupation (White, Harvey,
Opler, & Lindenmayer, 1997). There is substantial diversity in the pathophysiology of the symp-
toms within these groups. In this review, we will discuss a separate dimension of schizophrenia,
specifically patterns of cognitive dysfunction that are a universal feature of the disorder.

Cognitive Dysfunction in Schizophrenia

Cognition refers to thinking skills, the intellectual skills that allow you to perceive, acquire, un-
derstand, and respond to information. This includes the abilities to pay attention, remember,
process information, solve problems, organize and reorganize information, communicate, and
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act upon information (Medalia & Revheim, 2002). Cognitive impairment is a core symptom
of schizophrenia that is evident in the prodrome, at first episode of psychosis, and is persistent
but stable, throughout the course of illness (Hoff, Svetina, Shields, Steward, & DeLisi, 2005).
Relative to the general population, 70%-80% of people with schizophrenia show cognitive
impairments, while close to 100% have cognitive deficits relative to their own premorbid abil-
ity level. The magnitude of cognitive deficits is in the range of one to two standard devia-
tions below the mean for healthy individuals as measured by standardized tests of cognition
(Green, Kern, & Heaton, 2004). Cognitive functioning has been shown to predict whether a
person with schizophrenia will be able to meet functional goals (Green, 1996), and thus it is
recognized as an important symptom to target in treatment. The cognitive symptoms most
frequently cited as impacting functional outcome in people with schizophrenia include: speed
of processing, memory, attention, reasoning, and tact/social cognition. Impairment in these
domains is related to symptom and medication management, participation in psychosocial re-
habilitation programs, and to skills integral to community integration, including functioning
in social, vocational, and educational domains. Cognitive deficits add significantly to illness
burden and thus over the last 20 years have increasingly been the focus of developing phar-
macologic and behavioral interventions such as cognitive remediation (CR). The following
sections provide an overview of the research on these emerging therapeutic interventions.

PHARMACOLOGICAL TREATMENT OF COGNITIVE SYMPTOMS IN
SCHIZOPHRENIA

While preliminary evidence suggests that pharmacological agents alone can improve cogni-
tion in schizophrenia, there needs to be more research. To “jump start” the process to find
behavioral and pharmacological treatments that impact not only cognition but functional
outcome as well, NIMH sponsored meetings on the Measurement and Treatment Research to
Improve Cognition in Schizophrenia. Among the important accomplishments of MATRICS
are the development of the MATRICS Consensus Cognitive Battery or MCCB (Marder &
Fenton, 2004) and the identification of the following promising neurochemical targets: D1-
dopamine receptors in the prefrontal cortex (PFC); serotonin receptors in the PFC and an-
terior cingulate cortex; the glutamatergic excitatory synapse; the acetylcholine nicotinic and
muscarinic acetylcholine receptors; and the brain gamma-aminobutyric acid (GABA) system
(Tamminga, 2006).

In this section we review randomized controlled clinical trials as well as open clinical stud-
ies and case reports involving the neurochemical targets suggested by the MATRICS group.
We also discuss some other agents showing promise.

D1-Dopamine Mediated Processes

Extensive work on the role for D1-dopamine receptors in the PFC in cognitive function-
ing in humans and in nonhuman primates has created great interest in the potential role of
D1 agonists on cognition in schizophrenia (Arnsten, Cai, Murphy, & Goldman-Rakic, 1994;
Goldman-Rakic, Muly, & Williams, 2000).

Randomized Controlled Trials (RCTs) of D1-Dopamine Mediated Processes

Barch and Carter (2005) found that compared to placebo, patients with schizophrenia re-
ceiving 0.25 mg/kg of D-amphetamine while maintained on haloperidol or fluphenazine
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demonstrated improved performance on working memory, language production, and Stroop
tasks; given blockade of D2 receptors by ongoing neuroleptic treatment, results were inter-
preted as being due to stimulation of D1-dopamine receptors in the PFC.

George et al. (2007) were unable to demonstrate that a single 20 mg subcutaneous dose of
the dopamine D1 agonist dihydrexidine (DAR-0100) improved cognition; additional studies
are ongoing given that a single dose may be insufficient.

Serotonin Receptor Agonists and Antagonists

Meltzer and Massey (2011) underscore that the prototypical antipsychotic clozapine, as well
as aripiprazole, asenapine, iloperidone, lurasidone, olanzapine, quetiapine, risperidone, and
ziprasidone, produce blockade of serotonin 5-HT2A receptors and directly or indirectly stim-
ulate 5-HT1A receptors; they further suggest that 5-HT6 and SHT7 receptor antagonism may
contribute to beneficial effects of these antipsychotics on cognition and in particular suggest
that 5-HT7 antagonism may be the basis for procognitive effects of amisulpride, which has
no effect on other 5-HT receptors.

Randomized Controlled Trials of Serotonin Receptor Agonists and Antagonists

Sumiyoshi et al. (2001a) randomly assigned 26 patients with schizophrenia to adjunctive
treatment with either 30 mg/day of tandospirone, a 5>-HT1A agonist, or placebo and demon-
strated improvement in executive function and verbal memory after 6 weeks in the tandospi-
rone group. In a separate study, Sumiyoshi et al. (2007) assigned 73 patients receiving atypical
antipsychotics to receive either buspirone, 30 mg/day, or placebo. Significant improvement in
the buspirone group was found on the Digit Symbol Substitution Test, a measure of attention
and motor performance.

Akhondzadeh et al. (2009) conducted a 12-week, double-blind placebo-controlled trial of the
5-HT?3 antagonist ondansetron, adding either ondansetron (8 mg/day) or placebo to risperidone
in 30 stable patients. Administration of ondansetron significantly improved visual reproduction,
visual paired associate and figural memory subtests of the Wechsler Memory Scale—Revised.

An Open Study of the Serotonin Receptor Agonist Tandospirone

Sumiyoshi et al. (2001b) administered tandospirone, 30 mg/day, to 11 outpatients already
stabilized on haloperidol and biperiden. The Wechsler Memory Scale-Revised (WMS-R)
was administered at baseline and 4 weeks after addition of tandospirone. Eleven age-matched
patients with schizophrenia not given tandospirone were also tested at baseline and after a
4-week interval, but assignment was neither random nor blind. Tandospirone add-on caused
significant improvement in the Verbal but not the Visual Memory score of the WMS-R.

Acetylchoinesterase Inhibitors, Nicotinic Receptors, and Muscarinic Receptors

In the 1970s, it was found that Alzheimer’s disease was caused, at least in part, by degeneration
of cholinergic neurons arising in the nucleus basalis of Meynert. Subsequently, acetylcholines-
terase inhibitors (rivastigmine, donepezil, and galantamine) were approved to treat cognition
in persons with Alzheimer’s disease. Several studies have looked at cholinergic agonists and
anticholinesterase inhibitors as potential cognitive enhancers in persons with schizophrenia.
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Randomized Controlled Trials of Acetylcholinesterase Inhibitors, Nicotinic Receptors, and
Muscarinic Receptors

Lee, Lee, and Kim (2007a) enrolled 24 patients with schizophrenia stabilized on haloperi-
dol and randomly assigned subjects to receive either donepezil (5 mg/day) or placebo for
12 weeks. While the donepezil group compared to the placebo group showed only a trend on
MMSE scores at week 12 (p = 0.56), verbal recognition and verbal recall memory improved
significantly (p < 0.05).

Most RCTs find donepezil comparable to placebo. These include studies by Freudenreich
et al. (2005) in which donepezil or placebo was added for 8 weeks to ongoing AP treatment
in 36 community-treated outpatients with schizophrenia and, while well tolerated, neither
donepezil or placebo led to changes in any measures of cognition or psychopathology; and
a study by Kohler et al. (2007) in which donepezil or placebo was added to APs for 16 weeks
without any treatment effects on any cognitive functions or clinical symptoms.

Similarly, despite one open trial suggesting promise for rivastigmine (Lenzi, Maltinti,
Poggi, Fabrizio & Colil, 2003), Sharma, Reed, Aasem, & Kumari (2006) did not find im-
provement in cognition with adjunctive rivastigmine compared to placebo in a random-
ized, placebo-controlled, double-blind, 24-week study. Using a randomized crossover design,
Chouinard et al. (2007) found no improvement in any cognitive variables at 3 months or at
6 months when rivastigmine was added to antipsychotics in patients with schizophrenia and
cognitive deficits.

In contrast to donezepil and rivastigmine, galantamine has been shown in several RCTs
to improve cognition in schizophrenia. Schubert, Young, and Hicks (2006) randomized 16
patients with schizophrenia or schizoaffective disorder stabilized on risperidone to receive
either galantamine (n = 8) or placebo (n = 8). The Repeatable Battery for Assessment of
Neuropsychological Status (RBANS) showed that patients receiving galantamine experi-
enced an overall improvement in cognitive performance, with the RBANS Total scale score
demonstrating statistical significant in the galantamine group as compared to the placebo
group; additionally the RBANS Attention and Delayed Memory subscale performance was
robustly improved in patients receiving galantamine, normalizing cognitive performance in
these domains.

Lee, Lee, and Kim (2007b) conducted a 12-week double-blind, placebo-controlled trial of
galantamine as adjunctive treatment to 24 patients with schizophrenia stabilized on conven-
tional antipsychotics for at least 3 months at the time of enrollment. The score for recognition
on the Rey Complex Figure Test improved significantly in patients receiving galantamine.
Still to be addressed is whether galantamine trials have been somewhat more successful than
donepezil and rivastigmine trials because galantamine, in addition to being an anticholin-
esterase inhibitor, modulates the nicotinic cholinergic receptors leading to an increase in
acetylcholine release (Woodruff-Pak, Vogel, & Wenk, 2001).

Barr et al. (2008) conducted a randomized, double-blind, placebo-controlled, crossover
study of the effects of nicotine on attention in nonsmokers with schizophrenia (n = 28) and
healthy controls (n = 32). Subjects received either a 14 mg transdermal nicotine or identical
placebo path, and a cognitive battery was conducted before and 3 hours after patch applica-
tion. Nicotine significantly improved the performance of the Continuous Performance Test
Identical Pats (CPT-IP) Version I in both schizophrenics and healthy controls. In addition,
nicotine reduced commission errors on the CPT-IP while improving performance on a Card
Stroop task to a greater extent in persons with schizophrenia.
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Zhang et al. (2012) demonstrated that the alpha-7 nicotinic receptor agonist tropisetron
improved both immediate and delayed memory. Shekhar et al. (2008) administered either
the muscarinic receptor agonist xanomeline or placebo to 20 subjects with schizophrenia
in a double-blind, placebo-controlled, 4-week trial examining efficacy on both symptoms
and cognitive function using a battery of neuropsychological tests. On the cognitive bat-
tery, xanomeline led to clinically significant improvements in verbal learning, short-term
memory, list learning, story recall, delayed memory, and digit span tests.

An Open Study of Rivastigmine and a Case Report of Donepezil

Lenzi et al. (2003) added rivastigmine to ongoing antipsychotic therapy in 16 clinically stable
subject with schizophrenia for 12 months, starting at 3 mg/day and escalating monthly to
a maximum of 12 mg/day. Significant improvements were seen in cognitive function and
learning and memory, with trends for improvement in attention. Howard, Thornton, Alt-
man, and Honer (2002) report the case of a 54-year-old woman with schizophrenia and
cognitive impairment being treated with quetiapine whose memory improved following the
addition of donepezil.

The NMDA-Glutamate System

The clinical observations that would later lead to the glutamate hypofunction hypothesis of
schizophrenia were made 50 years ago by Luby and colleagues (Luby, Gottlieb, Cohen, Rosen-
baum, & Domino, 1962; Domino & Luby, 2012), who proposed that phencyclidine (PCP)
caused a transient psychosis in normal volunteers more like schizophrenia than that caused
by lysergic acid diethylamide. Work by Javitt and colleagues (Javitt, Jotkowitz, Sircar, & Zukin,
1987; Javitt & Zukin, 1989) demonstrated that PCP binding blocked the influx of calcium
through excitatory channels gated by NMDA-glutamate receptors (NMDARs). Subsequently,
Javitt and Zukin (1991) proposed that phencylidine psychosis, by creating hypoglutamater-
gia, caused a psychosis more like schizophrenia than that caused by amphetamine in that,
in addition to positive symptoms, PCP psychosis is characterized by negative and cognitive
symptoms as well.

Randomized Controlled Trials (RCTs) of Agents Impacting the NMDA-Glutamate System

Adding N-acetylcysteine, a precursor of glutathione, to maintenance antipsychotic regimens
has been shown to decrease symptom severity (Berk et al., 2008) and auditory sensory pro-
cessing (Lavoie et al., 2008) in patients with schizophrenia.

Goff et al. (2008) randomized 38 outpatients with schizophrenia in a double-blind,
parallel-group, 8-week add-on trial of once-weekly d-cycloserine, 50 mg, or placebo, while
continuing ongoing treatment with any antipsychotic except clozapine. As an exploratory
analysis of memory consolidation, the Logical Memory Test (LMT), modified to measure re-
call after 7 days, was administered at baseline and after a single weekly dose of d-cycloserine,
and found that delayed thematic recall was significantly improved with a single dose of
d-cycloserine as compared to placebo.

Mezler, Geneste, Gault, & Marek (2010) have preliminary reports suggesting efficacy with-
out metabolic side effects of LY-2140023, a prodrug that becomes a glutamate receptor ago-
nists, but clinical trials are ongoing.
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An Open Study of D-Serine

Kantrowitz et al. (2010) openly administered 30, 60, or 120 mg/kg/day of D-serine to 42
antipsychotic-stabilized patients with schizophrenia or schizoaffective disorder and mea-
sured outcome using the PANSS and MATRICS. While significant improvement in PANSS
total, positive, negative, and general psychopathology scores were seen on all three doses, on
MATRICS, only nonsignificant improvement was found at 30 mg/kg/day, but highly signifi-
cant improvement was found in patients receiving 60 mg/kg and 120 mg. Plasma levels of
D-serine were obtained and correlated with improved symptomatic and neuropsychological
function.

The GABA System

Randomized Controlled Trials (RCTs) of Agents Affecting the GABA System

Menzies et al. (2007) randomly assigned eleven patients with chronic schizophrenia to re-
ceive either 2 mg of oral lorazepam and a 0.9-mg intravenous flumazenil bolus followed by a
flumazenil infusion of 0.0102 mg/minute compared with oral and intravenous placebo. Both
groups were tested on a working memory task by personnel blind to assignment. Lorazepam
impaired working memory performance, and flumazenil enhanced it.

Lewis et al. (2008) conducted a trial of the GABA agonist MK-0777 on cognition. Fif-
teen male patients were randomly assigned to receive either MK-0777 (increased to 16 mg/
day by the end of week 2) or placebo for 4 weeks in a double-blind, placebo-controlled,
parallel group design. Compared with placebo, the group receiving MK-0777 demonstrated
improved performance on the N-Back, AX Continuous Performance Test, and Preparing to
Overcome Prepotency tests.

Buchanan et al. (2011) enrolled 60 persons with schizophrenia in a 4-week, multicenter,
double-blind, placebo-controlled randomized clinical trial. Participants were randomized to:
MK-0777 3 mg b.i.d. (n = 18); MK-0777 8 mg b.i.d. (n = 21); or placebo (n = 21). Cognition
was assessed with the MATRICS, AX-Continuous Performance Test, and N-Back. There were
no significant group differences on the primary outcome measure, the MATRICS Consen-
sus Cognitive Battery composite score, while secondary analyses suggested that participants
randomized to placebo performed significantly better on visual memory and reasoning/
problem-solving tests than participants assigned to either MK-0777 dose. Despite negative
findings, the authors conclude that a more potent partial agonist with greater intrinsic activ-
ity at the GABA(A) alpha-2 site might be needed and that the GABA(A) receptor remains a
promising target.

Other Agents

Randomized controlled trials of other agents. While randomized controlled trials (Keefe
et al., 2007a) suggest that both first- and second-generation antipsychotics improve cogni-
tion, both Keefe et al. (2007b) and Goldberg et al. (2007) caution that the improvement may
be due to practice effects.

Based on reports that dehydroepiandrosterone (DHEA) was helpful with symptoms and
medication side effects, Ritsner, Gibel, Ratner, Tsinovoy, & Strous (2006) randomized 55
patients with schizophrenia to receive either DHEA (200 mg/day) for 6 weeks followed by



112 ALICE MEDALIA, LEWIS A. OPLER, AND MARK G. OPLER

placebo for 6 weeks or to receive placebo for 6 weeks followed by placebo for 6 weeks. While
no benefit was found for side effects and quality-of-life scores, 6 weeks of DHEA but not of
placebo was associated with a significant improvement in total PANSS scores and in cognitive
functions of visual sustained attention and visual and movements skills.

Norepinephrine via its action at alpha-2a noradrenergic receptors has been shown to im-
prove memory in nonhuman primates (Arnsten, Cai, & Goldman-Rakic, 1988), leading to the
hypothesis that alpha-2a noradrenergic receptor agonists might improve cognitive functions
in schizophrenia. Friedman et al. (2001) randomized subjects with DSM-IV schizophrenia
and receiving haloperidol, fluphenazine, thiothixene, triluoperazine, or risperidone to addi-
tionally receive either 2 mg of guanfacine daily or placebo for 4 weeks; 38 subjects completed
the clinical trial (guanfacine n = 19; placebo n = 19). Primary analyses did not find clinically
significant differences in change scores on any of the cognitive tests. Given that D1 antago-
nism of typical neuroleptics may have countered possible benefits of guanfacine, post hoc
exploratory nonparametric statistics was performed on the 11 patients who were receiving
risperidone and revealed differences favoring guanfacine on spatial working memory and con-
tinuous performance (CPT) test performance. Friedman et al. (2001) report this as a negative
study but also as one that suggests that further research on guanfacine added to risperidone
is warranted.

Ritsner et al. (2010) in an 8-week, double-blind, randomized, placebo-controlled trial com-
pared 30 mg/day of pregnenolone (PREG), 200 mg/day of PREG, 400 mg/day of dehydroepi-
androsterone, and placebo as adjunctive treatment in 58 schizophrenia and schizoaffective
disorder patients. Only subjects randomized to 30 mg/day of pregnenolone demonstrated
clinically significant improvement in attention and working memory performance, as well as
on positive symptom scores and extrapyramidal side effects.

Levkovitz et al. (2010) recruited and randomly assigned 54 early-phase schizophrenia
patients to receive in a 2:1 ratio minocycline 200 mg/day or placebo within 2 weeks of be-
ing initiated on an atypical antipsychotic (risperidone, olanzapine, quetiapine, or clozap-
ine). Clinical, cognitive, and functional assessments were conducted at baseline and after
6 months. Minocycline had a beneficial effect on executive function (working memory, cog-
nitive shifting, and cognitive planning).

Cho et al. (2011) conducted an 8-week, double-blind clinical trial, randomly assigning
21 stable outpatients with schizophrenia and stabilized with risperidone to received added
mirtazapine or placebo. The mirtazapine group, in addition to showing an improvement in
negative symptoms, demonstrated a statistically significant improvement in vocabulary and
immediate memory.

Prasad et al. (2012) using a double-blind, placebo-controlled design, randomized sub-
jects with schizophrenia who had been exposed to herpes simplex virus, type 1 (HSV1) to
either add-on valacyclovir (n = 12) or placebo (n = 12) to stable doses of APs for 18 weeks.
A computerized neurocognitive battery was administered at baseline and follow-up. While
symptom severity and side effects, evaluated using standardized scales and a study-specific
semistructured checklist, did not improve, the valacyclovir group showed statistically signifi-
cant improvement in verbal memory, working memory, and visual object learning compared
with the placebo group. Both replication in this subgroup as well as in patients not exposed to
HSV1 is needed, but this intriguing study provides evidence that supplemental valacyclovir
may alleviate impairment in cognition but not psychotic symptoms in persons with schizo-
phrenia with a history of exposure to HSV1.
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Strengths/Benefits and Weaknesses/Limitations of Using Pharmacotherapy
as the Sole Approach

Pharmacotherapy is never used alone; even a session addressing medication management
involves a doctor—patient relationship. In the 1970s, Klerman carried out landmark studies
showing that while antidepressants were the first line treatment of major depressive disorder,
both cognitive behavioral and interpersonal psychotherapy (IPT) added significant value
(Weissman, 2006). What evolved into IPT was initially Klerman’s manualization of what
occurs in a supportive psychotherapy session exploring stressors while focused on medica-
tion management; he did not expect what came to be IPT to significantly affect depression.
This “control” turned out to have a positive effect on depression as well as synergizing with
antidepressants (Weissman, 2006).

In contrast to these landmark studies on antidepressants and psychotherapy, while we are
cautiously optimistic that psychotherapy and medication will work together, evidence sup-
porting cognitive remediation (CR) is further along than that supporting pharmacotherapy
alone for cognition in schizophrenia, and definitive studies regarding CR and medication are
either in progress or require replication. We speculate, in part based on clinical experience,
that CR and some medications when combined will lead to greater improvement in cogni-
tion than either alone. Given the growing appreciation of the devastating effects of cognitive
impairment, as well as preliminary results from a few ongoing studies, cautious optimism
regarding the benefits to patients with schizophrenia that will come from combined phar-
macotherapy and CR is warranted.

More rigorous designs, larger studies, and replication are needed, but the work ahead is
imperative given the need to treat cognitive symptoms of schizophrenia if our patients are to
achieve remission and full recovery.

COGNITIVE REMEDIATION

The two central tenets underlying all treatments defined as cognitive remediation (CR) for
people with schizophrenia are that cognition can be rehabilitated through behavioral learning-
based interventions and that through targeting specific areas of dysfunction, improvements
in cognitive performance are translated to produce changes in real-world functions. These
tenets are reflected in the definition of CR as a behavioral-based intervention targeting cog-
nitive deficits (e.g., attention, memory, executive function, social cognition, or metacogni-
tion) using scientific principles of learning with the ultimate goal of improving functional
outcomes. Specific methods of treating cognition in schizophrenia are founded upon neu-
ropsychology, our understanding of how people learn, and experience treating cognition in
neurologically impaired populations. Cognitive remediation for schizophrenia is, first and
foremost, predicated upon evidence that people with schizophrenia are capable of learning,
and this is reflected both behaviorally and in neuroplasticity—the process whereby neurons
in the brain adjust their activity in response to new situations or changes in the environment.
A growing literature on the neuropsychological and cognitive neuroscience bases of learning
supports the concept of neuroplasticity in the brains of people with schizophrenia, despite
the underlying neuropathology. Thus, through cognitive exercises, neuroanatomical connec-
tions may be strengthened and/or repaired, yielding changes in neuropsychological abilities.
Exercises are designed to restore those cognitive skills that have been adversely affected by
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illness processes. Empirical evidence for this therapeutic mechanism in schizophrenia pa-
tients is suggested by data showing that patients receiving CR demonstrate changes in neural
activity (Hooker et al., 2012) and a decelerated loss of and, in some cases, increase in gray
matter volume, associated with improved cognition (Eack et al., 2010). The physiology of
neuroplasticity informs CR practices. For example, findings indicate that poor plasticity is
related to poor consolidation during learning, but that, through repeated practice, neural
plastic problems may be overcome to allow for learning to occur (Nemeth & Janacsek, 2011)
and enable use of adaptive cognitive skills in real-world contexts (Spaulding, Sullivan, &
Poland, 2003). Thus, by harnessing the plastic ability of the brain to overcome preexisting
neurophysical limitations, CR is able to improve cognitive functioning and facilitate transfer
of cognitive skill to daily living skills.

Restorative approaches to CR target basic neuro- and sociocognitive skills, such as in-
formation processing in the visual and/or auditory domains, as well as discrete cognitive
skills, ranging from simple attention and memory to facial affect identification, to theory
of mind and complex problem-solving skills. Typically, drill-and-practice exercises are
employed, most often using a computerized cognitive training program, although paper-
and-pencil or verbal tasks may be used as well. At present, there are multiple computer-
based programs marketed for cognitive remediation for neuropsychiatric disorders. While
there have been no head-to-head comparisons of computer based programs, those that
engage learners and capitalize on motivational properties of cognitive tasks yield more favor-
able outcomes (Medalia & Choi, 2010). Restorative approaches targeting basic neurocog-
nitive skills are commonly paired with cognitive, social-cognitive, and social-behavioral
exercises, and/or metacognitive (cognition concerning one’s own cognition) exercises
to contextualize cognitive processes, aid abstraction, and assist individuals to develop
strategies for completing cognitive tasks (Hogarty & Flesher, 1999; Medalia, Revheim, &
Herlands, 2009; Wykes & Reeder, 2005). Given that cognitive deficits in the schizophrenia
population are heterogeneous, broad approaches that target multiple domains and levels
of cognitive impairment will likely provide the most benefit to the largest number of pa-
tients (Wykes & Huddy, 2009).

Empirical Evidence for the Effectiveness of CR

Impact on Neurocognitive Symptoms

Recent meta-analyses of CR for the neuro-cognitive symptoms of schizophrenia have studied
over 2,100 patients (McGurk, Twamley, Sitzer, McHugo, & Mueser, 2007a; Wykes, Huddy,
Cellard, McGurk, & Czobor, 2011). Meta-analytic reviews describing schizophrenia samples
have characterized the average CR research participant as in their mid 30s and mostly (67%)
men, with 12 years of education, mild to moderate psychiatric symptoms, and receiving psy-
chiatric treatment on either an inpatient or outpatient basis. In a clinical research setting, CR
is delivered, on average, for a total of 32 hours, 2 to 3 times per week over the course of 17
weeks. CR approaches studied include the sole use of restorative drill-and-practice exercises
or a hybrid mix of drill and practice with strategy intervention. Drill and practice entails
repetitive trials of an exercise that largely engages one cognitive function—for example, re-
membering the dinner orders of three restaurant patrons (verbal memory). Strategy inter-
ventions are characterized by discussion between clinician and client about techniques to
enhance learning—for example, how to use chunking (the appetizers, main courses, desserts)
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to remember more information. Older CR clinical trials most often delivered the treatment
to individuals, although group-based interventions are increasingly being studied as a more
cost effective solution. Treatments target on average about three of the following cognitive
domains: attention, executive function, working memory, verbal learning and memory,
and processing speed (McGurk et al., 2007a; Wykes et al., 2011). Cognitive remediation for
schizophrenia has a low medium effect size for improving overall cognition (ES = 0.41-0.45)
and daily functioning (ES = 0.36), with a small effect on improving psychiatric symptoms
(ES =0.28) (McGurk et al., 2007a). Effect sizes for specific domains of cognition are small to
medium (ES range: 0.25-0.65) with impact on verbal learning and memory typically larger
than for other domains. The persistence of effect has been measured in at least 11 studies,
showing on average that after 8 months, there continues to be a moderate effect (ES = 0.43)
for cognitive improvement (Wykes et al., 2011).

In the most recent meta-analysis of 40 randomized controlled trials (Wykes et al., 2011),
greater effect sizes were seen when studies excluded diagnoses other than schizophrenia and
schizoaffective disorder, and subjects had less symptom severity. High versus low chlorprom-
azine equivalence (data only available in 13 studies), subject age, therapy duration, or trial
methodology did not impact effect on neuro-cognition or functional outcome. Importantly,
when CR was paired with other psychosocial interventions, and strategy instruction was
paired with drill and practice, the impact on functional outcome was significantly greater.

Impact on Social Cognitive Symptoms

A 2012 meta-analysis of CR for the social-cognitive symptoms of schizophrenia reviewed 19
studies consisting of 692 subjects, the majority of whom had schizophrenia or schizoaffec-
tive disorder (Kurtz & Richardson, 2012). The average research participant was in his mid
30s and male (69%), with 12 years of education, mild to moderate psychiatric symptoms,
an average of 13 years illness duration, and receiving psychiatric treatment on either an in-
patient or outpatient basis. In a clinical research setting, there is a large range in the way CR
for social cognition is delivered: 1-93 hours of treatment delivered over 1-62 weeks. About
one third of the studies used a restorative approach to focus primarily on training facial af-
fect perception, whereas 47% (9 of the 19 studies) trained 2—4 domains of social cognition.
The domains of social cognition that are targeted with the interventions include facial affect
identification and discrimination, social cue perception, theory of mind, and attributional
style. The greatest effect sizes for social cognition remediation was found on facial affect per-
ception with a moderate large effect of 0.71 for affect identification, which was significantly
moderated by illness duration, and a large effect of 1.01 for affect discrimination. No effect
was seen on attributional style, which concerns how intentions are interpreted, or social cue
perception, which concerns identification of the nature of social interactions. A moderate
effect of 0.46 was seen for theory of mind, and this effect was positively moderated by longer
illness duration.

Cognitive remediation for social cognition in schizophrenia has a medium effect size for
improving overall psychiatric symptoms (ES = 0.68) but no effect on positive or negative
symptoms, suggesting that the overall improvement stemmed from impact on anxiety and
mood symptoms. The effects of social cognitive CR on measures of observer-rated commu-
nity and institutional functioning were large (ES = 0.78) with evidence of a better response
in younger, better-educated patients, and patients who are hospitalized and treated with high
doses of antipsychotics.
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Strengths/Benefits and Weaknesses/Limitations of Using CR as the Sole Approach

While the moderate effect sizes of CR on both cognitive and functional outcomes support
its use as an evidence-based treatment, an ongoing challenge for the field is to identify treat-
ment techniques that produce largest cognitive change for each participant, and enhance
transfer of cognitive gains to improvement in daily functioning. Thus, the challenge is not
only to boost the positive group findings, but also to address the substantial individual dif-
ferences in response to cognitive remediation interventions. Within this context, the ques-
tion arises: Is CR as a standalone treatment most effective at promoting change in cognition
and functional outcome, or should it be paired with other interventions in order to boost
the moderate effect sizes obtained when it is used as the sole treatment? Is it possible to use
our knowledge of neuroplasticity, motivation, and learning to engineer better standalone
CR interventions that are scalable and personalized? If other interventions are to be used,
what are they?

To some extent these questions can be addressed through our understanding of the fac-
tors associated with a positive response to CR. Studies that specifically examined predictors
of response to CR (Medalia & Richardson, 2005; Fiszdon, Choi, Bryson, & Bell, 2006; Kurtz,
Seltzer, Fujimoto, Shagan, & Wexler, 2009; Twamley, Burton, & Vella, 2011) in addition to
recent meta-analytic studies (McGurk et al., 2007a; Wykes et al., 2011; Kurtz & Richardson,
2012) that have looked at moderators of effect size for cognitive and functional outcomes, in-
dicate that patient and treatment variables intertwine to produce a positive response. Patient
variables that predict response to CR include baseline cognitive profile—and in particular,
degree of attention deficit, intrinsic motivation to learn, psychiatric symptom severity, and
ability to generalize what is learned. On the treatment side, there is evidence that treatments
that supplement drill and practice with strategy instruction, pair CR with other psychiatric
rehabilitation programs, provide sufficient treatment intensity, and use better-trained clini-
cians yield larger effects. Taken together, these findings are consistent with theories of learn-
ing and highlight the two-step process of first tuning the cognitive skill and then facilitating
generalization to promote functional change.

Currently, there is tremendous interest in harnessing technological innovations in com-
puter software to create training conditions thought to optimize changes in neural activ-
ity underlying cognitive learning in schizophrenia (Vinogradov, Fisher, & de Villers-Sidani,
2012). The goal is to create a new generation of restorative computer-based CR exercises that
incorporate precisely defined learning events, repeated over thousands of trials, using a stan-
dardized series of cognitive exercises that employ implicit learning to improve task perfor-
mance. Driving these efforts is the belief that if “brain fitness” exercises are properly designed,
they could be used as standalone CR, a therapeutic device that would be regulated by the FDA
and administered—perhaps remotely—with little need for professional intervention. This
effort to articulate and translate neural principles into the design of computerized cognitive
training is an emerging field and awaits more evidence that it is effective at improving cogni-
tive skills independent of those trained, or facilitating functional improvement (Murthy et al.,
2012; D’Souza et al., 2013).

Alternatively, adjunctive pharmacotherapy might offer promise to surpass the glass ceiling
of moderate effect sizes for cognitive enhancement via standalone CR. We know that the most
attention impaired and most symptomatic patients have a poorer response to CR. If medica-
tions were effective at reducing the attention deficit and symptoms, perhaps response to CR
could be enhanced, at least in terms of boosting cognition. Medication also has the advantage
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of being more scalable than the highly intensive, standalone “brain-fitness” programs, which
require many hours of training.

The challenge of enhancing generalization to functional outcome may, on the other hand,
require a different approach. When patients make task-specific cognitive gains from repeated
drill-and-practice memory training trials, the intent is for the changes to translate to every-
day or novel undertakings such as remembering appointments or employment tasks. How-
ever, this level of generalization does not always occur (Fiszdon, Choi, Bryson, & Bell, 2006;
Kurtz, Seltzer, Fujimoto, Shagan, & Wexler, 2009). The core issue here is that there is consider-
able variability in the extent to which individuals, regardless of whether they have psychosis,
are able to generalize what they learn, and in people with compromised brain function such
as schizophrenia, there is often a generalization deficiency, so acquired information may lie
stagnant within a single task or domain (Bellack, Weinhardt, Gold, & Gearon, 2001). There-
fore, generalization, which is an automatic process in healthy individuals, requires specific,
targeted interventions in individuals with schizophrenia.

To achieve better outcomes, many cognitive remediation programs supplement training
tasks by conducting therapy sessions, either separate or integrated into the remediation cur-
riculum, that seemingly facilitate the transfer of cognitive gains toward more functional abili-
ties. When the sessions are integrated into CR, it is called a “bridging” technique to facilitate
generalization. When the therapy is not integrated, it is called “pairing” or “embedding” CR
in a larger psychiatric rehabilitation context. The meta-analytic studies provide strong sup-
port for pairing CR within a broader psychiatric rehabilitation context (McGurk et al., 2007a;
Wykes et al., 2011). By integrating CR with other behavioral interventions, effect sizes for
functional gain move to the large range, whereas standalone programs have significantly
lower, small effects on functional outcome. CR has been embedded within the context of a
variety of evidence-based programs such as work therapy, supported employment, and func-
tional skills training with positive effects for both neuro-cognitive and functional outcomes,
that exceed the effects of providing either CR or the skills training alone (Bowie, McGurk,
Mausbach, Patterson, & Harvey, 2012). These data support the synergistic effect of combin-
ing CR with psychosocial skills training in order to enhance cognitive skills and promote
generalization to measures of community function.

COMBINATION OF PHARMACOLOGICAL AND PSYCHOSOCIAL TREATMENT

A new and promising area of research concerns the combination of pharmacotherapy and
cognitive remediation to enhance cognition. While the efficacy of each treatment alone
is limited, perhaps together they can synergistically produce larger effect sizes, with more
people responding. The rationale for combing treatments is based on our understanding of
cognition, neuroplasticity, and the factors associated with successful skills training. Cognitive
functions can be conceptualized as existing on a hierarchy, with some cognitive skills rela-
tively circumscribed and basic, and others being complex and multidimensional. Auditory
working memory is, for example, a more circumscribed skill than problem solving, which
requires working memory, planning, goal setting, prioritization, and reasoning. When treat-
ing cognition, treatment can proceed by first targeting the “lower” or more basic discrete
cognitive skills, and then moving to target the more complex skills. This approach, which is
called “bottom up,” assumes that the basic skills must be tuned before more complex skills
can work efficiently. At present, cognitive training exercises are used to enhance the more ba-
sic cognitive skills, but pharmacotherapy holds out the promise of a more efficient treatment.
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If pharmacotherapy targeted the basic cognitive skills, cognitive remediation could then fo-
cus on the more complex skills, in essence promoting generalization of cognitive benefit by
teaching and training how to use the pharmacologically enhanced basic cognitive skills to
perform the multidimensional cognitive tasks.

Research on the mechanisms underlying neuroplasticity also informs a combined treat-
ment approach. There is reason to believe that no matter how effective a pharmacologic
agent is, if the cognitive skill is not utilized, then the impact on neuroplasticity and functional
outcome will be minimal. This argument, which derives from evidence that neuroplasticity is
associated with an active engagement of cognition in novel situations, recognizes cognition as
malleable to the extent it is exercised (Valenzuela et al., 2012). Given this, we can expect that if
persons with schizophrenia are given medication to improve working memory and attention,
but remain relatively homebound and isolated, they will not be exposed to new situations
where they can use their skills, will not interact in novel cognitively demanding situations,
and will not improve their cognitive and daily functioning. Following this line of reasoning,
by combining pharmacotherapy with CR that targets basic and/or complex processes, the
neuro chemically enhanced cognitive skills will be exercised in a novel interactive environ-
ment and thus more likely to improve.

Finally, our understanding of the factors associated with successful skills training provides
a rationale for combining treatments. Psychosocial skills training requires many of the cogni-
tive functions (e.g., attention, learning) that are impaired in schizophrenia. There have been
studies showing that cognitive remediation can enhance cognition and therefore skills train-
ing (Bell, Zito, Greig, & Wexler, 2008; McGurk, Mueser, Feldman, Wolfe, & Pascaris, 2007b;
Bowie et al., 2012), indicating the advantage of pairing a cognitive intervention with skills
training. The cognitive remediation improves the attention and memory needed to maxi-
mize the benefit from the skills training. However, cognitive remediation takes time. Another
possibility is to enhance learning pharmacologically instead of with cognitive remediation,
and to pair the pharmacological intervention with a behavioral treatment, thus promoting
pharmacologically the learning that is necessary to benefit from skills training.

Combined treatment studies raise questions about the relative efficacy of each treatment
alone, compared to the combination of treatments and to placebo. A four-cell design is nec-
essary to answer this: (a) drug and cognitive remediation, (b) drug and control cognitive
remediation, (c) placebo drug and cognitive remediation training, or (d) placebo drug and
control cognitive remediation. Control cognitive remediation is achieved by having people
work on generic computer games that activate attention but are nonspecific in terms of re-
quiring other cognitive skills, and/or by having people repetitively work on the same level of
difficulty of a remediation task, so that by never progressing to more challenge, there is no
remediation value. Large sample sizes are needed to achieve adequate power to detect differ-
ences in the four-cell design. Some researchers have chosen two-cell designs to instead focus
on the benefit of adding drug/placebo to everyone receiving a psychosocial intervention and
stabilized on antipsychotics, or adding cognitive remediation/control to everyone receiving
a given drug.

Review of RCTs

There are two published RCTs involving combined pharmacotherapy and psychosocial
treatment (Gottlieb et al., 2011; D’Souza et al., 2013). Gottleib et al. (2011) tested the
hypothesis that a dose of d-cycloserine could potentiate beneficial effects of two CBT les-
sons on delusional severity by promoting consolidation of the learned exercise material. In
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a double-blind cross-over design, 21 outpatients with schizophrenia or schizoaffective dis-
order and moderately severe delusions were randomized to receive a single dose of either
d-cycloserine 50 mg or placebo in a counterbalanced order on 2 consecutive weeks 1 hour
prior to a CBT intervention involving training in the generation of alternative beliefs. Using
assessments of symptom change from baseline to 7 days following the first study drug ad-
ministration and 7 days following the second study drug administration, the authors found
no significant d-cycloserine treatment effect on delusional distress or severity. However, there
was an unexpected order effect, whereby subjects who received d-cycloserine first had signifi-
cantly reduced delusional severity, distress, and belief conviction compared to subjects who
received placebo first. Noting research with animal models in which d-cycloserine enhances
learning only when accompanying the first exposure to training, the authors speculated that
d-cycloserine should be administered immediately prior to an initial skills training session to
exploit the facilitation of “new learning,” whereas subsequent (multiple) skills training ses-
sions may reinforce learning, even if unaccompanied by d-cycloserine.

D’Souza et al. (2013) reported a study that evaluated the feasibility, safety, tolerability, and
efficacy of 12 weeks of D-Serine combined with CR, in the treatment of cognitive deficits in
schizophrenia subjects at two academic sites in India and the United States. In a randomized,
partial double-blind, placebo-controlled, parallel-group design, 104 schizophrenia subjects
(U.S.site = 22, India site = 82) were randomized to: (a) D-Serine (30 mg/kg) + CR, (b) D-Ser-
ine + control CRT, (c) CR + placebo D-Serine, and (d) Placebo + control CR. A “device” type
CR that required five sessions per week on the computer was used. Completion rates were
84% and 100% in the Indian and U.S. samples, respectively. On various outcome measures of
safety and tolerability, the interventions were well tolerated. D-Serine and CRT did not show
any significant effect on the Global Cognitive Index, although both interventions showed dif-
ferential site effects on individual test performance. CR resulted in a significant improvement
in verbal working memory, and a trend toward improvement in attention/vigilance. This is
the first study to demonstrate the feasibility, safety, and tolerability of combination pharma-
cotherapy and CRT in a multicenter international clinical trial. These preliminary findings
provide support for future studies using higher doses of D-Serine that have been shown to be
efficacious or other pharmacotherapies, along with different cognitive remediation strategies
that are more personalized and that target a range of cognitive skills.

There is one unpublished, completed study that combined Atomoxetine with cognitive
remediation. Tamminga (2012) examined the relative benefits of administering to schizo-
phrenia patients treated with the stable, second-generation antipsychotic drug (APD-2):
(a) the drug Atomoxetine and cognitive remediation training, (b) the drug Atomoxetine and
remediation control training, (c) placebo and cognitive remediation training, or (d) placebo
and remediation control training. Atomoxetine or matching placebo was administered at a
dose of 40 mg b.i.d. (80 mg/day) or the placebo equivalent. The remediation sequence lasted
for 60—90 minutes and was administered three times weekly for 12 weeks; the remediation
control was administered on the same schedule and for the same duration. Psychiatric rating
scales were completed at baseline, 1, 2, 3, 4, 5, and 6 months, whereas the neuropsychologi-
cal battery was completed at baseline and at 3 and 6 months. The researchers collected fMRI
BOLD data with the N-back task before and after the remediation. Results are pending.

Strengths and Benefits of Using a Combined Approach

Given the growing appreciation of the devastating effects of cognitive impairment and the
sound rationale for combining pharmacotherapy and CR, this is a promising new area of
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research. However, it is also a challenging area in which to conduct research. The large sample
sizes required to examine interaction effects, and extended timeline and personnel to ac-
commodate the CR component, add to protocol complexity. Attrition in CR studies is on
average less than 10%, and 90% of studies do not provide payment for CR sessions. When
medication is added to CR, the study timeline and complexity of the rating requirements
increases significantly, as does attrition. This might lead some investigators to start paying
subjects to attend CR, a practice that might in fact diminish cognitive outcomes (Medalia &
Saperstein, 2012) and certainly limit scalability, since community clinics do not pay subjects
to attend treatment programs. By pegging payment to the assessment visits, the potential
negative impact on motivation and learning, as well as scalability, can be avoided, while keep-
ing compensation consistent with the obligations required. Another consideration is that just
as investigators face choices in the type of pharmacologic agent they choose to study, so do
they face choices in the variant of CR they use. Large multisite trials face issues of treatment
fidelity and scalability of therapist training, which can make the device like interventions ap-
pealing, though support for their efficacy is still pending (Murthy et al., 2011). It is promising
that eclectic CR approaches that utilize therapists and incorporate skills training have been
successfully used in small multisite trials (Bowie et al., 2012).

Importantly, the choice of CR approach needs to take into consideration whether the goal
is to practice the cognitive skill being chemically treated, or to enhance generalization to
higher-order skills and everyday functioning. The transfer of cognitive gains to everyday life
entails a process called generalization, and appears to require time and opportunities to prac-
tice new skill sets and for others to adapt to these changes. Furthermore, a variety of other
person-related and environmental factors can also limit the extent to which cognitive abilities
transfer to everyday life. Performance anxiety, self-competency beliefs, intrinsic motivation,
and an autonomy-supportive environment have all been identified as factors that are signifi-
cantly associated with improvement in functional performance (Medalia & Saperstein, 2011).
While pharmacotherapy may enhance the capacity for a given cognitive skill, a CR approach
that addresses these factors may facilitate the translation from capacity to competency in
real-life situations. Thus, pairing pharmacotherapy with CR may assure the greatest amount
of neuroplasticity and clinical benefit.
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INTRODUCTION

The following chapter synthesizes research on the use of various treatment modalities for
anxiety disorders, including psychotherapy, pharmacotherapy, and the combination of the
two. The latter modality is of particular interest given the widespread usage of this treatment
strategy in clinical practice and the paucity of research documenting its efficacy (Olfson,
Marcus, Wan, & Geissler, 2004). Combined treatment makes rational sense, and perhaps for
this reason it has not been examined empirically to the same extent as psychotherapy and
pharmacotherapy individually.

Olafson et al. (2004) compared data from the 1987 National Medical Expenditure Survey
(NMES) and 1999 Medical Expenditure Panel Survey (MEPS) to describe trends in outpa-
tient anxiety disorder treatment. They found an increase in the use of combined psycho-
therapy/pharmacotherapy from 29% of the 1987 sample to 32% of the 1999 sample. During
that time period, the use of anxiolytics decreased, while the use of antidepressants increased
(although neither trend reached statistical significance). The authors note that “[a]lthough
combination treatment is supported by treatment guidelines and expert opinion, there is
currently little experimental evidence concerning this clinical practice” (p. 1171). Earlier re-
ports estimated an even higher amount of combined treatment in this population. Wardle
(1990) estimated that 55%-95% of patients presenting for psychotherapeutic anxiety treat-
ment were taking some form of medication for anxiolytic effect. With the prevalence of this
treatment approach in mind, we now review psychotherapeutic, pharmacologic, and com-
bined treatment approaches for anxiety disorders.

GENERALIZED ANXIETY DISORDER

Generalized anxiety disorder (GAD) is relatively common; data from the U.S. National
Comorbidity Study Replication yielded a 12-month prevalence of 3.1% (Kessler, Chiu,
Demler, & Walters; 2005b) and a lifetime prevalence of 5.7% (Kessler, Berglund, Demler, Jim,
Merkangas, & Walters; 2005a). The hallmark symptoms of GAD are pervasive and excessive
worry about multiple events or activities (e.g., health, relationships, work). The worry is
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judged to be uncontrollable, and occurs conjointly with three or more of the following symp-
toms: muscle tension, restlessness/feeling keyed up, concentration difficulties, irritability, be-
ing easily fatigued, and sleep disturbance. GAD is diagnosed when the worry occurs more
days than not, for a period of at least 6 months, and causes significant distress or impairment
in functioning. GAD is not diagnosed when the worry focus is a feature of another Axis I
disorder (e.g., worry about having a panic attack, as in panic disorder). GAD is frequently
comorbid with other anxiety, mood, and substance-related disorders. As opposed to everyday
worry, GAD worry is pervasive, longer lasting, is perceived to be less controllable, often occurs
without an identifiable trigger, more often has accompanying physical symptoms, is more
distressing, and significantly interferes with functioning (APA, 2000).

Psychological Treatment

The American Psychological Association (2012) notes strong research support for the use of
cognitive behavioral therapy (CBT) in treating GAD. Techniques in common usage include
cognitive therapy related to the process and value of worrying, practicing effective problem
solving, relaxation training, planning time for both worrying and pleasurable/activating
activities, in vivo exposure, imaginal exposure, and systematic desensitization (APA, 2012;
Gould, Otto, Pollack, & Yap, 1997). Emerging therapies showing initial promise include
acceptance- and mindfulness-based therapies. One trend that has emerged from research on
GAD is a conceptualization of the disorder as “basic anxiety,” implying that its treatments
may also be useful for other anxiety disorders (Rapee, 1991).

CBT approaches of various types have been shown to produce robust treatment gains,
which are often maintained over periods of a year or longer, and with relatively low dropout
rates (Borkovec, Newman, Pincus, & Lytle, 2002; Borkovec & Ruscio, 2001; Butler, Fennell,
Robson, & Gelder, 1991; Covin, Ouimet, Seeds, & Dozois, 2008; Gorman, 2003). Treatment
appears most effective when delivered individually to younger adults (Covin et al., 2008).
However, variability in study outcomes has caused debate, leading some to draw more cau-
tious conclusions about the magnitude of treatment effects or their maintenance over ex-
tended periods of time (Durham & Allan, 1993; Westen & Morrison, 2001). Interpersonally
focused therapy may be a useful addition to standard CBT due to the negative effect of
interpersonal problems on remission and maintenance of treatment gains (Borkovec et al.,
2002).

CBT is an effective sole treatment for GAD. Its effects appear equivalent to those of com-
monly prescribed medications, and in many cases, treatment strategy decisions may be based
primarily on patient preference and access to care (Mitte, 2005b). A variety of therapy tech-
niques have demonstrated effectiveness, and they are widely taught within mental health
training programs. Some literature suggests that the best candidates for this form of GAD
treatment are younger patients who present to treatment from nonpsychiatric settings, such
as through referral from a primary care provider (Covin et al., 2008; Durham & Allan, 1993).

Pharmacologic Treatment

Several pharmacologic agents are U.S. Food and Drug Administration (FDA) approved in
the treatment of GAD: alprazolam, duloxetine, escitalopram, paroxetine, and venlafaxine.
The general consensus is that selective serotonin reuptake inhibitors (SSRIs), dual serotonin
and norepinepherine reuptake inhibitors (SNRIs), and nonsedating tricyclic antidepressants



ANXIETY DISORDERS 127

(TCAs) are the first-line pharmacologic agents for GAD (e.g., Ballenger et al., 2001; Davidson
et al.,, 2010). A disadvantage of pharmacologic treatment versus CBT is that the long-term
efficacy of pharmacologic agents may be reduced after discontinuation of the medication
(e.g., Gould, Otto, Pollack, & Yap, 1997). Benzodiazapines (BZDs) have been found effica-
cious in the treatment of GAD and may be particularly relevant for short-term treatment
given their rapid onset (Goodman, 2004; Hidalgo, Tupler, & Davidson, 2007; Mitte, Noack,
Steil, & Hautzinger, 2005). However, the side effect profile of BZDs, and the evidence that
they do not effectively treat the depression that is commonly comorbid with GAD, may make
this class of medication less appealing than the SSRIs and SNRIs for long-term treatment
(Gorman, 2003). More recent meta-analyses support the use of antidepressants as first-line
treatment for GAD. For example, Schmitt and colleagues found imipramine, venlafaxine, and
paroxetine superior to placebo in the treatment of GAD in an analysis that spanned research
through 2002 (Schmitt, Gazalle, Lima, Cunha, Souza, & Kapczinski, 2004). Hidalgo et al.
(2007) reported in their meta-analysis that a calcium channel blocker (pregabalin) and an
antihistamine (hydroxyzine) had the greatest effect sizes for the treatment of GAD followed
by an SNRI (venlafaxine XR), benzodiazapines, and SSRIs. Interestingly, Hidalgo and col-
leagues found in their review of studies that buspirone (a serotonin 1A partial agonist) was
not a highly effective treatment for GAD. This evidence suggests that prescribers may wish
to consider hydroxyzine or pregabalin as well as SSRIs and SNRIs. Ballenger and colleagues
(2001) note that hydroxyzine may be best used for acute symptoms, as it may not treat com-
mon comorbid disorders of GAD (as do the SSRIs/SNRIs) and due to its sedating effects.

Combined Treatment

Some earlier research has suggested a potential benefit of combining medication with psycho-
logical treatment for GAD. Lader and Bond (1998) found evidence that buspirone combined
with psychological treatment may be advantageous. In their meta-analysis of research compar-
ing pharmacological to psychological treatments for anxiety disorders, Bandelow and colleagues
determined there is insufficient data on combined treatment strategies to draw definitive con-
clusions about outcomes for GAD (Bandelow, Seidler-Brandler, Becker, Wedekind, & Ruther,
2007). A more recent meta-analysis evaluated combined psychological and pharmacological
treatment for anxiety disorders (Hoffman, Sawyer, Korte, & Smits, 2009). Medications in this
meta-analysis included benzodiazepines, SSRIs, buspirone, a TCA, and a reversible monoamine
oxidase inhibitor (MAOI). The authors report that .. . medication may be a useful strategy for
enhancing acute phase CBT outcomes, especially for panic disorder and generalized anxiety
disorder” (p. 167). This is reminiscent of the Power et al. (1990) finding that combined treat-
ment with medication (diazepam) and CBT was advantageous in the early treatment phase
for GAD (Power et al., 1990). Therefore, the most gains in combination therapy for GAD may
occur in the early phases of treatment. This would potentially include the use of BZDs during
the acute stages of combined treatment (Hearon & Otto, 2012) and for short-term treatment
purposes as well (e.g., Mitte et al., 2005).

SPECIFIC PHOBIA

Specific phobia is the most common of all the anxiety disorders, with a lifetime prevalence
of 12.5% (Kessler et al., 2005a) and a 12-month prevalence of 8.7% (Kessler et al., 2005b).
Specific phobia is characterized by an irrational fear of an object or situation (e.g., spiders,
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closed spaces) that the person realizes is unreasonable. Exposure to the feared object results
in avoidance or else is endured with intense anxiety or dread (e.g., “white knuckling” through
a plane ride). In children, recognizing that the fear is unreasonable is not required to make
the diagnosis. Specific phobia is only diagnosed if the avoidance or anxiety causes significant
impairment in functioning or if the individual experiences substantial distress about having
the phobia. There are five phobia subtypes: animal, natural environment, blood—injection—
injury, situational, and other. LeBeau et al. (2010) report the following lifetime prevalence
estimates: animal (3.3%-7%), natural environment (e.g., heights, storms; 8.9%—-11.6%),
blood-injection—injury (3.2%-4.5%), situational (e.g., flying, elevators; 5.2%-8.4%), and
other (e.g., fear of choking, vomiting). Women are approximately twice as likely as men to
have a specific phobia, and onset typically occurs in childhood or early adolescence (APA,
2000). Despite strong support for the efficacy of treatment, many individuals with phobias
do not seek care (Antony & Barlow, 2002).

Psychological Treatment

The American Psychological Association (2012) notes strong research support for the use
exposure therapy with specific phobia. The most effective type of exposure (e.g., in vivo,
imaginal, virtual reality, systematic desensitization) often depends upon the specific feared
stimulus. Exposure therapy, which is effective with a variety of anxiety disorders, stands out
as nearly universally recommended for treating specific phobias, although it must be imple-
mented with care (Gros & Antony, 2006; Wolitzky-Taylor, Horowitz, Powers, & Telch, 2008).
In vivo exposure may be the most effective variant, although it can be the most challenging
for patients (Choy, Fyer, & Lipsitz, 2007; Wolitzky-Taylor et al., 2008). Virtual reality expo-
sure has been studied more with phobias than with other anxiety disorders, in particular for
situations that are difficult or impractical to encounter in vivo (e.g., multiple airline flights,
looking over the edge of tall buildings; Krijn, Emmelkamp, Olafsson, & Biemond, 2004;
Parsons & Rizzo, 2008; Powers & Emmelkamp, 2008). There is limited but positive support
for a one-session, 3-hour treatment modality combining hierarchical exposure, modeling,
cognitive therapy, and behavioral reinforcement (Zlomke & Davis, 2008). The technique of
applied muscle tension is used only with the blood—injection—injury subtype to counteract
fainting.

Exposure-based psychotherapy is a clear first-line treatment for most specific phobias due
to its large effect and high success rate. As with panic disorder, anxiolytic medication may prove
counterproductive due to reinforcement of avoidant behavior and slower habituation to stim-
uli. However, some patients may be unwilling or unable to commit to the challenging exposure
exercises of psychotherapy, or may have phobias that they encounter infrequently enough (e.g.,
only flying once every few years) to justify use of anxiolytics as a primary treatment strategy.

Pharmacologic Treatment

The general consensus among experts is that pharmacologic monotherapy for specific phobias
is generally not indicated (Choy et al., 2007; Craske, Antony, & Barlow, 2006; Fyer, 1987; Gros &
Antony, 2006). While some have suggested there may be some short-term utility of medication,
particularly BZDs (e.g., Choy et al., 2007; Hayward & Wardle, 1997; Whitehead, Blackwell, &
Robinson, 1978), others have described BZDs to be of limited or no utility in the treatment
of specific phobia (Bernadt, Silverstone, & Singleton, 1980; Sartory, 1983; Thom, Sartory, &
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Johren, 2000). At this time, medication monotherapy may be best used as a secondary strategy
for patients unable or unwilling to access behavioral therapy (BT) or CBT treatment.

Gros and Anthony (2006) have commented on the lack of research investigating antide-
pressant use for specific phobia. There is some limited evidence suggesting that SSRIs may
be effective; Abene and Hamilton (1998) provide two case reports of fluoxetine treatment for
depression having the unintended effect of resolving a comorbid fear of flying that predated
the onset of depression in both cases. Benjamin, Ben-Zion, Karbofsky, and Dannon (2000)
report the results of a pilot study comparing paroxetine to placebo for patients meeting spe-
cific phobia criteria. They found that paroxetine (up to 20 mg once daily) was superior to
placebo in this small-scale pilot study. Overall, more research is needed to investigate the
utility of SSRIs in the treatment of specific phobias.

In most cases, medication alone appears to be at best of limited efficacy, and in some cases
ineffective, as compared to the robust response reported for behavioral and cognitive therapies
for specific phobia (Wolitzky-Taylor et al., 2008). In addition, psychological treatment of specific
phobias may result in longer-term gains than medication only regimens (e.g., Thom et al., 2000).

Combination Treatment

Reviews written regarding the use of pharmacologic treatment combined with psychotherapy
have generally concluded that BT or cognitive therapy (CT) alone is either more, or equally as
effective, as the combination of BT or CT and medication in the treatment of specific phobia
(Choy, Fyer, & Lipsitz, 2007; Gros & Antony, 2006; Hoffman, Pollack, & Otto, 2006; Sartory,
1983). Overall, leaders in the field have generally been cautious or discouraging with regard
to the use of medication (e.g., Antony & Barlow, 2002; Craske et al., 2006; Gamble et al.,
2010; Harvey & Rapee, 2002; Hoffman et al., 2006; McGlynn & Vopat, 1994; Otto, Basden,
Leyro, McHugh, & Hoffman, 2007; Roy-Byrne & Cowley, 2007). The few randomized trials
conducted in this area tend to support this conclusion (Marks, Viswanathan, Lipsedge, &
Gardner, 1972; Whitehead et al., 1978; Wilhelm & Roth, 1997; Zitrin, Klein, & Woerner, 1978;
Zitrin, Klein, Woerner, & Ross, 1983).

A recent development in the combined (medication plus psychotherapy) treatment of spe-
cific phobias involves the use of d-cycloserine (DCS), a partial agonist at the glycine recogni-
tion site on the glutamatergic N-methyl-D-aspartate (NMDA) receptor. DCS may facilitate
memory consolidation of extinction that occurs during cognitive and behavior treatments
for specific phobia (Hoffman et al., 2006). DCS is being investigated as an adjunct to enhance
behavioral and cognitive treatments for specific phobias (Norberg, Krystal, & Tolin, 2008).
Ressler et al. (2004) conducted a randomized, double-blind study of adults with acrophobia
to compare exposure treatment results when combined with either DCS or placebo. They
concluded that DCS reduces anxiety by enhancing the learning process that occurs during
exposure. Hoffman et al. (2006) found similar results in a study evaluating the use of DCS with
exposure therapy for social anxiety disorder. Norberg et al. (2008) conducted a meta-analysis
of the research on facilitation of fear extinction and exposure therapy with d-cycloserine. They
searched published studies between 1998 and 2007. Effect sizes for DCS were “large” across all
samples analyzed. The authors concluded that DCS enhances fear extinction/exposure therapy
in persons with anxiety disorders. The patients in the two studies that did not support the use
of DCS in combination with exposure therapy were noted to have nonclinical levels fear, per-
haps accounting for this disparity (Guastella, Dadds, Lovibond, Mitchell, & Richardson, 2007;
Guastella, Lovibond, Dadds, Mitchell, & Richardson, 2007).
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In sum, the combination of pharmacologic treatments with CBT for specific phobia has
not yielded significantly positive effects as compared with CBT alone. While promising, the
use of DCS in conjunction with exposure/extinction therapy has not been evaluated compre-
hensively enough to recommend as a treatment at this time.

SOCIAL PHOBIA

Social phobia (also termed social anxiety disorder) is a commonly occurring disorder; lifetime
prevalence in the United States is estimated at 12.1% (Kessler et al., 2005a) and 12-month
prevalence at 6.8% (Kessler et al., 2005b). Social phobia is characterized by persistent and im-
pairing fear in social or performance situations, which results in anxiety and avoidance of the
situation. Frequently feared situations are parties, public speaking, interactions with authority
figures, and meeting new people. In adults, the fear is recognized as excessive or unreasonable,
but this feature may be absent in children. While fear of embarrassment is common in social
situations, the anxiety and avoidance must significantly interfere with functioning or the in-
dividual must be significantly distressed about having the phobia in order for the diagnosis to
be warranted.

Socially phobic individuals fear embarrassment in social or performance situations and
are concerned they will be judged negatively by others. Physiologic responses such as in-
creased heart rate, nausea, sweating, tremors, muscle tension, gastrointestinal disturbance,
and/or blushing are common, and in severe cases, phobic individuals may have a panic attack.
Social phobia can be self-perpetuating in that fear in social situations may result in anxiety
symptoms, which then may have an actual effect on performance, leading to increased em-
barrassment, more anticipatory anxiety, and so on (APA, 2000).

Psychological Treatment

The American Psychological Association (2012) reports strong research support for CT
and BT for social phobia. Specific techniques include cognitive restructuring related to
social rejection and failure, exposure to anxiety-provoking social situations to the point
of habituation, behavioral experiments, applied relaxation, and social skills training.
There is evidence for the effectiveness of a broad array of CBT techniques (Rodebaugh,
Holaway, & Heimberg, 2004), with the greatest evidence for exposure therapy (Gould,
Buckminster, Pollack, Otto, & Yap, 1997; Heimberg, 2001; Taylor, 1996). Some studies
indicate that CT may often be an unnecessary addition to exposure (Gould et al., 1997),
or that it may be effective because it contains elements of exposure (Taylor, 1996). Group
treatment appears equally effective as compared to individual treatment and may be
more cost effective (Gould et al., 1997; Heimberg, 2001). Although there is some evi-
dence for the effectiveness of social skills training, this does not necessarily indicate that
skill deficits are inherent to the disorder (Rowa & Antony, 2005). Promising innovations
with limited research to date include virtual reality exposure therapy, interpersonal ther-
apy, mindfulness-based therapy, and novel stimulus exposure (Parsons & Rizzo, 2008;
Rowa & Antony, 2005).

Psychotherapy alone can be an effective treatment for social phobia, and the cost effective-
ness of group treatment may also come with the benefit of additional exposure to social situ-
ations. As is the case with other anxiety disorders, challenging exercises may be unpalatable
for some patients, and therapy can represent a significant commitment of time and effort.
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Pharmacologic Treatment

While research on treatment of social phobia with pharmacologic agents combined with
psychological treatments has been limited, there has been an abundance of research evalu-
ating the efficacy of pharmacologic monotherapy for social phobia. Multiple meta-analytic
reviews have established the efficacy and tolerability of SSRIs in the treatment of social
phobia (Federoff & Taylor, 2001; Gould, Buckminster, Pollack, Otto, & Yap, 1997; Hedges,
Brown, Shwalb, Godfrey, & Larcher, 2007; Ipser, Kairiki, & Stein, 2008; Stein, Ipser, & van
Balkom, 2009b). There is evidence that SNRIs may be equally effective to SSRIs in the treat-
ment of social phobia (Ipser et al., 2008; Roy-Byrne & Cowley, 2007). The FDA has approved
several medications for the treatment of social phobia including the SSRIs fluvoxamine,
paroxetine, and sertraline, and the SNRI venlafaxine. Both MAOISs and reversible inhibitors
of monoamine A (RIMAs) have demonstrated efficacy in treating this disorder as well (e.g.,
Gould et al., 1997; Sareen & Stein, 2000; Stein et al., 2009b). However, MAOIs and RIMAs
may be less effective than SSRIs (Stein et al., 2009b) and/or may have side effects or dietary
restrictions that make them a less tolerable or desirable treatment option (Gould et al.,
1997; Ipser et al., 2008). Similarly, high-potency benzodiazapines (e.g., alprazolam and clon-
azepam) have been found to be a beneficial treatment for social phobia (Federoff & Taylor,
2001; Roy-Byrne & Cowley, 2007), but utility may be attenuated by risk of dependence and
side effects (Gould et al., 1997; Ipser et al., 2008). Some earlier reviews suggest that beta-
blockers might be useful for treating performance-related anxiety, but perhaps not general-
ized social anxiety (Gould et al., 1997; Sareen & Stein, 2000). A more recent meta-analysis
by Ipser and colleagues (2008) suggests that beta-blockers lack efficacy in the treatment of
performance-related anxiety as well. In their comprehensive review of pharmacologic treat-
ments for anxiety disorders, Roy-Byrne and Cowley (2007) report that there is some limited
evidence for the use of other medications including gabapentin, pregablin, topirimate, and
bupropion. More research is needed to clarify the role and efficacy of these medications in
the treatment of social anxiety.

Combined Treatment

Results of studies evaluating the utility of combining pharmacotherapy with psychological
treatment for social phobia have been mixed and mostly disappointing. Randomized con-
trolled trials (RCTs) evaluating the combination of fluoxetine with CBT have not shown an
advantage to combination treatment over monotherapies (Clark et al., 2003; Davidson et al.,
2004). Blomhoff and colleagues found that in a general medicine practice environment, ser-
traline plus CBT was an efficient and effective treatment for social phobia (Blomhoff et al.,
2001). In an RCT evaluating the combination of moclobemide (RIMA) with either psycho-
logical management or CBT versus CBT plus placebo, the researchers found some advan-
tage early in treatment for the combined group on outcome measures (Prasko et al., 2006).
However, upon 6-month follow-up, there was no advantage of combined treatment, and
best outcomes were for CBT groups. In an RCT investigating the treatment of social phobia
with phenelzine (an irreversible MAOI), group CBT, and their combination, results showed
that the combination of phenelzine and group CBT were “superior to either treatment alone
and to placebo on dimensional measures as well as rates of response and remission” (p. 287;
Blanco et al., 2010). However, the potential side effects of irreversible MAOIs such as hyper-
tensive crisis, insomnia, and weight gain, in addition to the dietary restrictions, may make
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this class of medication less attractive as a first-line treatment. More studies of combined
treatment for social phobia are clearly needed.

OBSESSIVE-COMPULSIVE DISORDER

Obsessive-compulsive disorder (OCD) is an uncommon relative to other anxiety disorders;
lifetime prevalence is estimated at 1.6% (Kessler et al., 2005a), and 12-month prevalence is es-
timated at 1.0% (Kessler et al., 2005b). The essential feature of OCD is time-consuming (i.e.,
more than 1 hour per day), markedly distressing, and/or significantly impairing obsessions or
compulsions that are recognized at some point by the individual as unreasonable or excessive.
Obsessions are recurrent and persisting thoughts, images, or impulses that are intrusive and
distressing and are recognized by the individual as being self-generated. The obsessions cause
significant anxiety, and the individual seeks to neutralize them with an alternate thought or
action (e.g., compulsion) or tries to ignore or suppress the content. Compulsions are repeti-
tive behaviors or mental actions that the individual feels compelled to perform in response to
the obsession to reduce anxiety or prevent a feared negative consequence. Compulsions are
excessive and/or are not realistically connected to the event they are designed to neutralize.
Common compulsions are counting, silently repeating words over and over, checking, and
hand washing. OCD is associated with significant impairment in quality of life with most
individuals exhibiting fluctuations in illness severity depending on stress level (APA, 2000).

Psychological Treatment

The American Psychological Association (2012) notes strong research support for the use
of exposure with response prevention (ERP) and CT, and modest support for acceptance
and commitment therapy. The American Psychiatric Association (APA, 2007) reports stron-
gest research support for ERP, with a lesser degree of support for CT. Any variant of CBT is
superior to nonspecific psychotherapy, with much of the difference in CBT studies due to
variation in baseline symptom severity (Gava et al., 2009). ERP is most effective if exercises
are supervised by the therapist, response prevention is complete, and in vivo and imaginal
exposure are both utilized (Abramowitz, 1996). Exposure-based therapy has a significant
impact on overall symptom severity and on anxiety, but it does not have a significant effect
on the depressed mood that is sometimes associated with OCD (Cox, Swinson, Morrison, &
Lee, 1993). Although BT and CBT significantly help the average patient, it is also typical for
some moderate symptoms to persist (Eddy, Dutra, Bradley, & Westen, 2004 ).

Psychotherapy alone has been found to be an effective treatment for OCD, although there
is clearer evidence than with some anxiety disorders for the benefits of combined treatment
(APA, 2007), especially given the common persistence of some symptoms even in cases of
successful therapy. One significant factor influencing the choice to pursue therapy is the
availability of a therapist proficient in ERP, which can be a challenging technique to imple-
ment effectively (Kobak, Greist, Jefferson, Katzelnick, & Henk, 1998).

Pharmacologic Treatment

Pharmacologic monotherapy recommendations for OCD have mostly centered on clomip-
ramine, a tricyclic antidepressant (TCA), and the SSRIs. Clomipramine is a potent serotin-
ergic drug, and its metabolite has noradrenergic reuptake inhibition properties. RCTs and
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subsequent reviews and meta-analyses have consistently demonstrated the superiority of clo-
mipramine to placebo, and sometimes a slight advantage of clomipramine over SSRIs (e.g.,
Ackerman & Greenland, 2002; Abramowitz, 1997; Christensen, Hadzi-Pavlovic, Andrews, &
Mattick, 1987; The Clomipramine Collaborative Study Group, 1991; Cox, Swinson, Mor-
rison, & Lee, 1993; Freeman, Trimble, Deakin, Stokes, & Ashford, 1994; Mundo, Maina, &
Uslenghi, 2000; Piccinelli, Pini, Bellantuono, &Wilkinson, 1995; Pigott et al., 1990). In choos-
ing between an SSRI and clomipramine, the provider must weigh the risk/benefit profile.
The potential treatment advantage of clomipramine (Ackerman & Greenland, 2002) must be
balanced against the greater risk of lethality in overdose for clomipramine versus the SSRIs
as a class. In addition to risk of lethal overdose, clomipramine may have more problematic
side effects that could lead to early discontinuation of treatment. As a result, an SSRI may be
a best first choice over clomipramine (e.g., Jefferson et al., 1995; Kobak et al., 1998). Of note,
SSRIs are the first-line recommendation in the American Psychiatric Association practice
guidelines for treatment of OCD (APA, 2007). Clomipramine, fluoxetine, fluvoxamine, par-
oxetine, and sertraline are FDA-approved for OCD.

There is little support, too few or inadequate studies, unacceptable side effects, or unclear
results for the recommendation of the use of MAOIs, other TCAs (nortriptyline, imipra-
mine), buspirone, atypical antipsychotics, or BZDs as monotherapy to treat OCD at this time
(e.g., Foa, Steketee, Kozak, & Dugger, 1987; Hollander, Kaplan, & Stahl, 2003; Jenike, Baer,
Minichiello, Rauch, & Buttolph, 1997; McDougle et al., 1995; Thoren, Asber, Cronholm, Jor-
nestedt, & Traskman, 1980; Vallejo, Olivares, Marcos, Bulbena, & Menchon, 1992).

Combined Treatment

Randomized controlled studies of combined behavioral therapy (e.g., exposure therapy) and
pharmacotherapy have centered around two medications: clomipramine and fluvoxamine
(Cottraux et al., 1990; Foa et al., 2005; Marks, Stern, Mawson, Cobb, & McDonald, 1980).
Foa and colleagues (2005) report that clomipramine is an effective monotherapy for OCD.
However, they go on to conclude that exposure and ritual prevention (a type of behavior
therapy) as a monotherapy may be superior to either clomipramine alone, or by extension,
other serotonin reuptake inhibitors (SRIs). In an early study, Marks et al. (1980) concluded
that in vivo exposure was the treatment of choice for OCD, but noted that clomipramine is
useful for compulsive ritualizers when they also present with depressed mood.

DCS has been investigated as adjunctive treatment to facilitate behavioral therapy for
OCD (Storch et al., 2007; Wilhelm et al., 2008). Storch et al. found no significant support for
the use of DCS as an adjunctive treatment for OCD. Wilhelm et al. (2008) found some initial
support that DCS augmentation may accelerate and potentiate behavior therapy for OCD, at
least in the initial stages of treatment.

An earlier meta-analysis compared the use of SRIs (clomipramine, fluoxetine, and fluvox-
amine) to BT, CT, and the combination of these therapies in the treatment of OCD (van
Balkom et al., 1994). This meta-analytic review spanned outcome studies between 1970 and
1993 and concluded the following: SRIs, BT, and combined BT + SRI treatments were superior
to placebo; patients rated BT as superior to SRIs and combined treatment superior to SRIs
alone; assessor ratings showed no difference between these three treatments (SRI, BT, or SRI
+ BT) (van Balkom et al., 1994). Another meta-analysis was conducted that evaluated psy-
chotherapy, pharmacotherapy, and a combination of these therapies in the treatment of OCD
(Eddy, Dutra, Bradley, & Westen, 2004). This study spanned published articles between 1980
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and 2001 and included three psychotherapies (CT, ERP, CBT) and 14 different pharmaco-
therapies. Of the psychotherapies, the more behaviorally based therapies were more effective
than the more cognitively based therapies. Overall, effect sizes for combined pharmacotherapy
and psychotherapy were found to be “ . . higher than those reported for psychotherapy alone,
suggesting that combined pharmacotherapy and psychotherapy may be the most effective
intervention for patients with OCD” (p. 1023). The authors go on to caution that this is a
tentative conclusion due to the small number of studies available for combined treatment. A
meta-analysis conducted by Hoffman, Sawyer, Korte, and Smits (2009) affirms Eddy and col-
leagues’ findings that combined CBT with pharmacotherapy is more effective than CBT alone
in the acute treatment of OCD, but perhaps not over the long term. Together this research
provides evidence that combined treatment may be an effective treatment strategy for OCD.

POSTTRAUMATIC STRESS DISORDER

Posttraumatic stress disorder (PTSD) is defined by reexperiencing, avoidance, numbing, and
hyperarousal following exposure to a traumatic event in which death or serious injury oc-
curred or was threatened, and which resulted in intense fear, helplessness, or horror. The
symptoms are distressing or impair functioning (APA, 2000). Lifetime and 12-month preva-
lence estimates for PTSD in the U.S. general population are 6.8% (Kessler et al., 2005a) and
3.5% (Kessler et al., 2005b), respectively.

Reexperiencing may take the form of intrusive memories, flashbacks, or nightmares. Some
individuals experience intense distress or psychological reactivity when confronted with re-
minders of the event. The event is so distressing that individuals seek to avoid reminders (e.g.,
thoughts, emotions, conversations, activities, places, people) associated with the event and
may also forget important details of the trauma. Individuals may feel detached from others,
exhibit a restricted range of emotion, lose interest in activities, and may believe there is no
need to plan for the future, as though life has been foreshortened. Hyperarousal may include
sleeplessness, irritability, concentration difficulties, being easily startled, and overly vigilant
to surroundings. PTSD can occur in both adults and children, with symptom onset typically
occurring within 3 months of the trauma. Social support, family history, personality, and
childhood experiences may mediate the development of the disorder.

Psychological Treatment

The American Psychological Association (2012) notes strong research support for the use of pro-
longed exposure (PET), cognitive processing therapy (CPT), present-centered therapy (PCT),
seeking safety (with comorbid substance disorder), and, more controversially, eye movement
desensitization retraining (EMDR). Further, it notes modest support for stress inoculation train-
ing (SIT), and notes that psychological debriefing has no support and is potentially harmful.
The American Psychiatric Association (APA, 2004; Benedek, Friedman, Zatzick, & Ursano,
2009) notes the strongest research support for exposure-based psychotherapies, with addi-
tional support noted for other CBT techniques and to a lesser extent psychodynamic therapy.
Psychotherapies with high levels of research support tend to include elements of narration,
cognitive restructuring, in vivo exposure, stress inoculation or relaxation, and psychoeduca-
tion (Foa & Meadows, 1997). Overall, although modern psychotherapies for PTSD (espe-
cially those with exposure components) are highly effective and show initial results with good
maintenance, many patients continue to experience significant residual symptoms, and for
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chronic PTSD a rehabilitative rather than curative model may be most appropriate (Bradley,
Greene, Russ, Dutra, & Westen, 2005; Shalev, Bonne, & Eth, 1996).

Early research on virtual reality exposure suggests that it holds promise, especially for
cuing memories of scenarios that are difficult to replicate otherwise (e.g., plane crash, com-
bat; Krijn et al., 2004). Simple narrative interventions may be administered effectively by lay
people in situations lacking professional treatment (Foa & Meadows, 1997). Single-session
debriefings immediately after potentially traumatic events do not improve natural recov-
ery and may be actively harmful (American Psychological Association, 2012; van Emmerik,
Kamphuis, Hulsbosch, & Emmelkamp, 2002).

Particularly, focused research attention has been paid to military/veteran populations with
combat/deployment trauma, and the Department of Veterans Affairs and Department of
Defense (2010) have collaborated on clinical practice guidelines. The guidelines note sig-
nificant benefit with trauma-focused therapy (including exposure and/or cognitive therapy)
and stress inoculation therapy; some benefit with psychoeducation, imagery rehearsal, psy-
chodynamic therapy, hypnosis, relaxation training, group therapy, and family therapy; and
unknown benefit with Internet-based CBT, ACT, and dialectical behavior therapy.

Several psychotherapeutic approaches to PTSD enjoy extensive research support and are con-
sidered first-line treatments without adjunctive pharmacotherapy. However, the chronic nature
of symptoms, variety of potentially traumatic events, and often-complex environmental influ-
ences involved with PTSD mean that many patients will not achieve adequate improvement with
therapy alone. Many individuals with this disorder may be reluctant to seek any treatment be-
cause of stigma and/or genuine systemic/environmental consequences (Yehuda, 2002). Address-
ing psychiatric comorbidity, substance abuse, and physical injury may complicate treatment, and
cultural considerations must always be considered (Hoge, 2011; VA & DoD, 2010).

Psychopharmacologic Treatment

There is clear evidence that pharmacological treatments for PTSD are effective, and the SSRIs
are generally considered to be the first-line pharmacologic treatment for this disorder (Albu-
cher & Liberzon, 2002; Benedek, Friedman, Zatzick, & Ursano, 2009; Golier, Legge, & Yehuda,
2007; Hageman, Andersen & Jorgensen, 2001; Stein, Ipser, & Seedat, 2009a; Stein, Seedat, van
der Linden, & Zungu-Dirwayi, 2000; Yehuda, 2002). The FDA has approved two SSRIs for the
treatment of PTSD: sertraline and paroxetine. It is possible that the SNRI venlafaxine may
have some benefit, and there is some case evidence supporting this (e.g., Hammer & Frueh,
1998), but the abundant evidence for SSRIs continues to make them the first-line choice.
Interestingly, there is evidence that suggests the SSRIs may be less effective for the subset of
patients with combat-related PTSD (Benedek et al., 2009). Nevertheless, Hoge (2011) con-
cludes that both the SSRIs and SNRIs both have a role in the treatment of patients with
combat-related PTSD. Both the TCAs and MAOQOIs have shown benefit in the treatment of
this disorder (Albucher & Liberzon, 2002; Golier et al., 2007; Yehuda, 2002), but may be
considered second- and third-line therapies, respectively, due to issues related to safety and
tolerability (Hageman et al., 2001).

An exciting development in this area has been the finding that the alpha-adrenergic antag-
onist, prazosin, can be an effective augmentation treatment for trauma-related nightmares
and sleep problems (Raskind et al., 2003; Raskind et al., 2007; Taylor et al., 2008). Prazosin
may be used to augment existing pharmacotherapy, which would include SSRIs and other
antidepressants (Benedek et al., 2009).
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BZDs are generally not recommended in the treatment of PTSD due to a variety of factors
that include questions about efficacy (e.g., Braun, Greenberg, Dasberg, & Lerer, 1990; Golier
et al., 2007). In relationship to the treatment of combat-related PTSD, Hoge (2011) discour-
ages the use of BZDs due to evidence that they may impair recovery or interfere with extinction
of fear conditioning. Similar concerns have been put forward by others (e.g., Yehuda, 2002).

The use of atypical antipsychotics (e.g., risperidone, quetiapine) as an adjunctive treat-
ment to SSRIs or SNRIs for PTSD has come into question recently (Hoge, 2011). Several
reviewers reported that initial data showed a potential benefit of this class of medications as
adjunctive treatments for PTSD, especially for partial responders (Benedek et al., 2009; Go-
lier et al., 2007). However, a recent RCT investigating the use of adjunctive risperidone in a
veteran population found no significant additive benefits over placebo (Krystal et al., 2011).
Further research is needed to clarify whether these medications have a role in the treatment
of PTSD, especially given the potential for serious side effects.

Opverall, we can conclude that antidepressant medications, especially serotinergic agents,
are effective in the short- and long-term treatment of PTSD. Prazosin appears to be an effective
augmenting agent to address the nightmares and sleep problems frequently seen with PTSD.

Combination Treatment

Combining psychological and pharmacologic therapies in the treatment of PTSD is frequently
seen in clinical practice and has been recommended by some experts (e.g., Ballenger et al.,
2000; Shalev, Bonne, & Eth, 1996). However, the authors of a review of pharmacological en-
hancement of behavioral therapy for PTSD report that the . . majority of studies combining
antidepressant and other anti-anxiety medication with behavioral therapies have not been
successful or have been mixed at best” (p. 294; Choi, Rothbaum, Gerardi, & Ressler, 2009). In
their recent meta-analysis of combined pharmacotherapy and psychological treatment for
PTSD, Hetrick and colleagues determine there is not enough evidence available to conclude
that combined therapy is any more or less effective than either treatment alone (Hetrick, Pur-
cell, Garner, & Parslow, 2010). Results of individual RCTs have been mixed. Rothbaum and
associates found evidence that partial responders to an SSRI (sertraline) improved somewhat
with the addition of CBT, but there was no comparison between combined treatment and CBT
alone (Rothbaum et al., 2006). In a small pilot study, adding CBT to sertraline resulted in sub-
stantial gains over sertraline alone (Otto et al., 2003). On the other hand, another RCT found
no additive benefit in augmenting CBT with a different SSRI (paroxetine CR) over placebo
(Simon et al., 2008). Some have made the intriguing and intuitively appealing suggesting that
D-cyloceserine (DCS) may provide enhancement of fear extinction for patients with PTSD.
Whether DCS might be reliably beneficial in the treatment of PTSD remains to be seen.

In sum, despite common clinical practice and the rational conclusion that two effective
therapies might be improved in combination, evidence is still too limited to produce a clear
conclusion regarding the potential benefit of combining psychological with psychopharma-
cological treatment.

AGORAPHOBIA WITHOUT HISTORY OF PANIC

Agoraphobia occurs in multiple disorders, and appropriate diagnosis depends on accom-
panying symptoms. Agoraphobia without history of panic disorder centers on the fear of
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panic-like symptoms (as opposed to fearing a full panic attack, as in panic disorder) oc-
curring where it would be difficult or embarrassing to exit or where help is perceived to
be unlikely or unavailable. Panic-like symptoms are any of 13 panic attack symptoms (e.g.,
palpitations, chest pain, etc.) or may be other feared physical symptoms (e.g., loss of blad-
der control). Common feared situations include traveling on buses or trains, venturing out-
side alone, and being in a crowd or standing in line. Agoraphobic individuals typically avoid
feared situations or enlist a companion to join them. When impossible, the event may be
endured, albeit with significant distress. Lifetime prevalence is estimated at 1.4% of the U.S.
general population (Kessler et al., 2005a); 12-month prevalence is 0.8% (Kessler et al., 2005b).
Agoraphobia without history of panic may frequently be misdiagnosed; a specific phobia or
social phobia diagnosis should be carefully ruled out (APA, 2000).

Psychological, Pharmacological, and Combination Treatment

Almost no research has been conducted on the treatment of agoraphobia without history of
panic disorder, especially when compared to the plentiful research on treating panic disorder
with and without agoraphobia. There are at least two studies examining psychotherapeutic
treatment. Techniques studied included direct exposure (e.g., reinforcement, extinction, in
vivo exposure), indirect exposure (e.g., imaginal exposure, systematic desensitization), and
other techniques (e.g., behavior scheduling, problem solving; Jansson & Ost, 1982). Direct
exposure techniques appear to have the greatest impact on agoraphobic avoidance, with gains
made posttreatment and maintained at 6-month follow-up (Jansson & Ost, 1982; Trull, Ni-
etzel, & Main, 1988). Research on combined psychotherapy and pharmacotherapy for agora-
phobia without history of panic disorder is virtually nonexistent; this paucity of information
makes it difficult to draw definitive conclusions. Housebound agoraphobic patients can have
difficulty accessing in-person care, and the future growth of telehealth services holds promise
for increasing their access to behavioral treatment.

PANIC DISORDER WITH AND WITHOUT AGORAPHOBIA

Recurrent, unexpected panic attacks are the hallmark feature of panic disorder, which
affects approximately 4.7% of U.S. adults in their lifetime (Kessler et al., 2005a) and 2.7%
within a 12-month period (Kessler et al., 2005b). Panic attacks consist of the sudden
development of at least four of the following symptoms that peak within 10 minutes:
rapid heart rate, sweating, trembling, perceived shortness of breath, choking sensation,
chest pain, nausea, dizziness, derealization/depersonalization, fear of loss of control/
going crazy, fear of dying, numbness/tingling, and chills or hot flashes. Panic disorder
is only diagnosed if panic attack criteria are met and the individual then experiences at
least 1 month of worry or behavioral change related to the attack. To merit a diagnosis
of panic disorder, at least two panic attacks must be perceived as occurring “out of the
blue.” Panic attacks with known situational triggers also commonly co-occur in individu-
als diagnosed with panic disorder. Panic attack frequency and constancy varies widely;
some individuals experience regular panic attacks (e.g., daily for a week) and then no
attacks for months, while others may experience more moderate frequency (e.g., once
per week) over many weeks. Worry about having additional panic attacks may result in
agoraphobic behavior.
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Psychological Treatment

The American Psychological Association (2012) notes strong research support for the use of
CBT techniques including in vivo exposure to avoided situations, interoceptive exposure to
bodily sensations, CT, and relaxation training. It notes modest research support for applied
relaxation and psychodynamic therapy, with the latter described as controversial. The Ameri-
can Psychiatric Association (APA, 2009) clinical practice guideline recommends CBT as an
effective treatment provided it is available and the patient is willing. CBT has been found to
have a comparatively low dropout rate and to be deliverable in group format to increase cost
effectiveness (Gould, Otto, & Pollack, 1995).

There is much research comparing the relative effectiveness of various CBT techniques.
Exposure techniques are consistently found to be centrally important to impacting both
panic and agoraphobia, and are better applied in a graded fashion than through flooding
(Bakker, van Balkom, Spinhoven, Blaauw, & van Dyck, 1998; Clum, Clum, & Surls, 1993; Cox,
Endler, Lee, & Swinson, 1992). CT appears to have little additive impact on anxiety, but is use-
ful for associated depression that is less responsive to exposure (Mitte, 2005a). Some research
indicates that CBT techniques for panic may be applied effectively in a self-management/
self-help format (Barlow, Ellard, Hainsworth, Jones, & Fisher, 2005). Virtual reality exposure
is emerging as a potentially useful addition to CBT treatment for this disorder (Powers &
Emmelkamp, 2008).

Psychotherapy alone is effective as a first-line treatment for this disorder, with exposure-
focused CBT techniques recommended as a primary tool. Exposure therapy, and in particular
interoceptive exposure, relies upon the bodily experience of anxiety symptoms, and concur-
rent use of anxiolytic medication may suppress such sensations and lead to difficulty attain-
ing habituation. In some cases, the use of such medication may also constitute an avoidance
behavior that perpetuates the disorder (Ahmed, Westra, & Stewart, 2008; Barlow, Craske,
Cerny, & Klosko, 1989; Spiegel & Bruce, 1997). However, as with many anxiety disorders,
exposure-based techniques may be challenging or unpalatable for certain patients, especially
if applied incorrectly. If they are implemented, the patient should first clearly understand the
rationale and commit to regular exercises.

Pharmacologic Treatment

SSRIs have become predominantly the first-line pharmacologic treatment for panic disorder
with and without agoraphobia due to efficacy, low side effect profile, absence of tolerance/
withdrawal, efficacy in treating comorbid depression, and lack of dietary restrictions (Bakker,
van Balkom, & Stein, 2005; Roy-Byrne & Cowley, 2007). Three SSRIs are FDA-approved for
the treatment of panic disorder: fluoxetine, paroxetine, and sertraline. An SNRI, venlafaxine,
has been shown to be effective in treating uncomplicated panic (Bradweijn, Stein, Salinas,
Emlien, & Whitaker, 2005), and there is some evidence that treatment response to venlafaxine
may be similar to that of the SSRIs (Pollack et al., 2007). Some have found that TCAs (espe-
cially imipramine) and SSRIs are equally effective in treating panic disorder (Mitte, 2005a;
Bakker et al., 2005; Bakker, Van Balkom, & Spinhoven, 2002). However, the side effect profile
and tolerability of TCAs is not as advantageous as that for SSRIs (Bakker et al., 2002; Roy-
Byrne & Cowley, 2007).

High-potency BZDs, such as alprazolam, have been found to be as effective as SSRIs and
TCAs in the treatment of panic disorder (e.g., Mitte, 2005a). Despite this efficacy, experts in
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the field caution that BZDs may best be considered a second-line or adjunct treatment for
panic disorder due to problems with risk of tolerance and withdrawal, absence of efficacy
for depressive symptoms, and a more problematic side effect profile (Bakker et al., 2005; Mi-
chelson & Marchione, 1991; Mitte, 2005a). Further, there is some evidence that use of BZDs
may result in a loss of treatment gains after discontinuation, especially when compared to
CBT alone (Marks et al., 1993). Given the rapid relief and efficacy of high-potency BZDs for
panic disorder, some recommend that this medication be used to provide rapid relief from
symptoms and/or in those patients who do not respond to other treatments (Roy-Byrne &
Cowley, 2007).

MAOIs have some research supporting efficacy with panic disorder, but their significant
side effect profile and dietary restrictions decrease their utility (Liebowitz, Gorman, Fyer, &
Klein, 1985; Sheehan, Ballenger, & Jacobsen, 1980). Beta-blockers have not proven to be supe-
rior to placebo and are not recommended (Michelson & Marchione, 1991). Despite evidence
that a variety of pharmacologic agents can be effective for panic disorder, some 20% to 40%
of these patients are nonresponders to pharmacologic treatment for panic disorder (Slaap &
denBoer, 2001).

Combined Treatment

Several meta-analyses have been conducted investigating the combination of psychopharma-
cology and CBT interventions for panic disorder with and without agoraphobia (Furukawa,
Watanabe, & Churchill, 2007; Gould, Otto, & Pollack, 1995; Mitte, 2005a; Van Balkom et al.,
1997). Some have suggested a slight superiority of combination treatment versus either CBT
or pharmacotherapy alone (Furukawa et al., 2007; Mitte, 2005a; Van Balkom et al., 1997).
This combination of psychopharmacologic and CBT interventions may be advantageous
earlier in treatment (Barlow et al., 2000; Van Balkom et al., 1997). However, when longer-
term outcomes are considered, CBT is often at least as (if not more) effective, especially after
medication has been discontinued (e.g., Barlow, Gorman, Shear, & Woods, 2000; Marks et al.,
1993; Mitte, 2005a). In an early meta-analysis, investigators found that CBT treatment was
more advantageous than either pharmacotherapy or combined treatment alone, was more
cost effective, and resulted in less attrition from treatment (Gould et al., 1995). In a review,
McHugh, Smits, and Otto (2009) conclude that combined treatments show only a “limited
benefit over monotherapies” (p. 600). In an RCT study of imipramine and CBT, Barlow et al.
(2000) found monotherapies and combined treatments to be more effective than placebo in
the acute phase. However, ultimately, CBT was better tolerated and had longer lasting effects.
Watanabe, Churchill, and Furukawa (2009) concluded that there are too few studies of com-
bined CBT with BZDs to make any definitive statements regarding this treatment approach.
However, in an RCT study of combined alprazolam plus CBT, the authors found minimal
gains during treatment that ultimately resulted in treatment gain losses after taper of the
alprazolam during follow-up. Relapse was common for these participants after cessation of
the alprazoalm (Marks et al., 1993). Alternatively, Marks and colleagues found significant ef-
fect sizes and maintenance of treatment gains with exposure treatment alone, suggesting that
CBT monotherapy was preferred to use of a BZD alone or in combination. In an investigation
of buspirone, an RCT found that CBT plus buspirone was no better than CBT plus placebo
for panic (Cottraux et al., 1995). Findings regarding the use of DCS as an adjunctive treat-
ment to exposure therapy for panic have been mixed with some positive results (Otto et al.,
2010) and some negative (Siegmund, Goefels, & Finck, 2011). In sum, it does not appear that
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combined treatment for panic confers substantial additional benefit in the treatment of panic
disorder in adults over that of psychological or pharmacological monotherapy, and that BZD
use may interfere with outcome in some cases (Aaronson, Katzman, & Gorman, 2007). More
research is needed in this area before conclusive decisions can be made regarding the use of
combination therapies for panic with or without agoraphobia.

CONCLUSION

This chapter reviewed the current state of research on the use of psychological, pharma-
cological, and combined therapies to treat individual anxiety disorders. Overall, there is
a great deal of support for psychotherapeutic interventions, a similarly large amount of
supporting evidence for the use of pharmacologic agents for many of the anxiety disor-
ders, and more mixed conclusions, or insufficient data, regarding the use of combined
treatment strategies. This last finding is particularly interesting given the frequent clinical
practice of combining psychological and pharmacological treatments for anxiety disor-
ders in general.

There is relatively stronger evidence supporting the use of a combined strategy for several
anxiety disorders. Patients with GAD may respond well, especially in the early stages of psy-
chotherapy, to the addition of pharmacotherapy. Combined strategies may be an effective ap-
proach for the treatment of OCD as well. Surprisingly, while monotherapies for PTSD enjoy
solid support, the evidence in favor of the combination of the two is still too limited to draw
clear conclusions. However, adjunctive use of prazosin with psychotherapy seems warranted
given that nightmares may not resolve adequately with CBT strategies alone. It is notable
that the adjunctive use of atypical antipsychotics with SSRIs for PTSD has not received clear
support despite early positive indications. There is caution about the use of pharmacologic
treatments in general with specific phobia; the data supports a robust response to psycho-
therapeutic interventions as compared to that of pharmacologic monotherapy or combined
therapy. Panic disorder and social phobia both respond well to either pharmacologic or
psychotherapy monotherapy with no significant advantage of combined treatment. There
is insufficient data to draw conclusions about combined treatment of agoraphobia with or
without panic disorder. In sum, clinicians treating anxiety disorders have powerful treatment
tools in either psychotherapy or pharmacotherapy alone, but can have less confidence in the
utility of combining the two for some disorders, especially specific phobia, social phobia,
panic disorder, and agoraphobia.

NOTE

* The views expressed are those of the author(s) and do not reflect the official policy of the Department of the Army,
the Department of Defense, or the U.S. Government.
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Integrating Psychopharmacology and
Psychotherapy in Eating Disorders

Phillipa J. Hay, Josué Bacaltchuk, and Stephen Touyz

INTRODUCTION

This chapter focuses on the integrated use of psychopharmacology and psychotherapy as ap-
plied to the treatment of patients with anorexia nervosa (AN), bulimia nervosa (BN), binge-
eating disorder (BED), and eating disorder not otherwise specified (EDNOS).

General Description of the Disorder

Prevalence and Diagnostic Features

In a nationally representative study of EDs in the United States in 2001-2003, the lifetime
prevalence of AN was 0.9% in women and 0.3% in men; BN was 1.5% in women and 0.5% in
men; and BED was 3.5% in women and 2.0% in men (Hudson, Hiripi, Pope, & Kessler, 2007).
In the Diagnostic and Statistical Manual of Mental Disorders fifth edition (DSM-5; APA, 2000)
AN is characterized by a relentless pursuit of thinness, resulting in weight loss or failure to
gain weight during growth, a refusal to maintain a normal body weight, and a fear of gain-
ing weight or becoming fat or persistent behaviors to avoid weight gain. In the fifth revision
(APA, 2013) an earlier (APA, 2000) the criterion amenorrhoea was removed, and fat phobia
was also be removed as an essential criteria. BN diagnostic criteria (APA, 2013) comprise the
presence of regular episodes of binge eating (uncontrolled overeating of large amounts of
food) followed by extreme weight control compensatory behaviors and an intense preoccu-
pation with weight and shape issues as an expression of self-worth. BED is characterized by
recurrent episodes of binge eating with associated distress and an absence of regular use of
the compensatory behaviors found in BN. In the DSM-5 other specified eating disorders in-
clude patients who appear to have a mixed disorder—for example, regular purging following
eating normal-sized food portions or a disorder in which binge eating or purging behaviors
are below specified frequency or duration criteria.

General Clinical Considerations

EDs cause notable distress, medical morbidity, and increased mortality (Arcelus, Mitchell,
Wales, & Nielsen, 2011). People with AN are by definition in a starvation state. In community
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surveys (e.g., Hudson et al., 2007), over 40% of patients with BED are obese, and high rates of
psychiatric comorbidity, particularly anxiety disorders and depression, also occur. AN age of
onset is usually in early to mid-adolescence. In BN and BED, the onset is in later adolescence
and young adulthood. With treatment, around 40% of patients with AN will make a good
5-year recovery, 40% remain symptomatic but with limited disability, and 20% of patients
suffer chronic disability. Outcomes are notably better early in the illness course and in chil-
dren and adolescents (Steinhausen, 2002). Outcomes are also better in BN and EDNOS, but
only up to 50% of those with BN make a full recovery (Steinhausen & Weber, 2009), and EDs
frequently go undiagnosed and untreated (Hart et al., 2011). Treatment needs to address
medical, social, and psychological dimensions.

Literature for this chapter was sourced from systematic reviews by the authors (search
dates up to 2011) and a Medline search using terms “Bulimia,” “Treatment,” “Humans,” 2009—
2012. Treatment efficacy is reported on the basis of randomized controlled trials (RCTs) and
meta-analyses of RCTs.

PHARMACOLOGICAL TREATMENT
Review of Clinical Trials

Antipsychotic Medication

The only ED for which there has been tested efficacy for antipsychotics is AN, where they
are thought to act by targeting dopaminergic and/or serotonergic dysfunction (Kaye, 2008).
Findings were mixed and adverse effects problematic in the first trials of first-generation
antipsychotics. However, there have been promising trials of the second-generation antipsy-
chotics. Olanzapine, a 5SHT2/D2 receptor antagonist, has been tested in four RCTs. In the first
nonblind RCT, olanzapine (mean dose 10 mg/d) was compared to chlorpromazine (50 mg/
day) added to standard care in 15 AN patients (Mondraty et al., 2005). In this trial, olanzapine
showed greater efficacy than chlorpromazine in reducing ED ruminations. Brambilla et al.
(2007) compared low-dose olanzapine to placebo as an adjunctive treatment with cognitive-
behavior psychotherapy in 30 AN outpatients. Olanzapine was associated with increased
weight gain, and reduced depressive symptoms and aggressiveness, but only for patients of
the binge—purge type. Bissada, Tasca, Barber, and Bradwejn (2008) compared olanzapine
combined with a day-hospital treatment for 10 weeks to placebo in 34 AN participants. There
was significantly reduced time to achieving target weight and increased proportion (87.5%
versus 55.6%) of patients achieved weight restoration to BMI > 18.5. Whilst completion
rates were high (82%), 55% of eligible patients declined to be randomized, indicating a po-
tential problem of low acceptance of olanzapine by people with AN possibly due to olanzap-
ine’s well-known effects on weight gain. A small (n = 23) later RCT of olanzapine by Attia
et al. (2011) found no end-of-treatment differences in depression, body shape concerns, ED
symptoms, or other psychological symptoms. There was a greater improvement in BMI with
olanzapine of unclear clinical relevance.

There is one RCT of amisulpride, a D2 and D3 receptor antagonist at higher doses with
presynaptic antagonism at lower doses. In this RCT, low (50 mg/day) dose amisulpride was
compared to fluoxetine (mean dose 28 mg/day) and to clomipramine (mean dose 57.69 mg/
day) in 35 inpatients with AN. Excepting higher weight gain (with amisulpride), there were
no other differences between groups (Ruggiero et al., 2001).
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There are two RCTs of quetiapine. Court et al. (2010) tested quetiapine (mean dose 322.5
mg/day) plus treatment as usual (TAU) versus TAU over 12 weeks in 33 (21 completers) AN
patients followed for 1 year. With the exception of a marginal reduction in ineffectiveness and
interoceptive awareness favoring quetiapine, there were no differences found in weight gain,
ED, or other symptoms. More recently, Powers, Klabunde, and Kaye (2012) compared nine
participants receiving placebo to six receiving quetiapine (mean dose 177.7 mg/day SD =
90.8) in an 8-week trial. There were no between-group differences in any outcomes including
weight. The authors commented on the difficulty in recruiting participants from an initial
207 screened. This largely seemed to be because they did not wish to take medication, and
especially medication that might result in weight gain.

In sum, there are few and small RCTs of antipsychotics and very few of those that may be
less sedating and less likely to cause severe weight gain feared by patients. Antipsychotics do
not consistently promote weight gain, and potential long-term deleterious effects of antipsy-
chotics in EDs have not been determined yet (Hay & Claudino, 2012). At present there is no
specific indication for their use, although they are used in clinical practice as adjunctive to
refeeding programs in AN (Powers, Klabunde, & Kaye, 2012).

Antidepressants and Like Medications

Antidepressants are used in EDs both for specific effects on mood but also appetite regulation
and satiety. Their use in AN has been argued on the basis of shared inheritance with depres-
sion, most notably serotonin, and concurrent depressive and obsessional psychopathology
(Kaye, 2008). Seven RCTs have been conducted of antidepressants in the acute phase of AN,
and two in relapse prevention after weight gain. The former were summarized in a systematic
review by Claudino et al. (2006). Only four placebo-controlled RCTs were identified, three of
the tricyclic antidepressants (TCA) amitriptyline and clomipramine, and one of the selective
serotonin reuptake inhibitor (SSRI) fluoxetine. No meta-analyses were possible. Only one
RCT reported a significant effect of drug (amitriptyline or cyproheptadine) versus placebo
in time to achieve weight gain. RCTs were of variable quality, allocation concealment not
reported in four, and doses of antidepressants were potentially subtherapeutic in two. The
body of evidence does not support antidepressant use in AN, and tricyclic drugs carry noted
cardiovascular risk. A body of work summarized in Kaye (2008) supports the view that there
is a poor response to antidepressants because of adverse effects of starvation in the 5-HT1A
receptor and in extracellular 5-HT concentrations.

There are two double-blind RCTs that have tested fluoxetine in the post—weight resto-
ration phase in AN (Kaye et al. 2001; Walsh et al. 2006). Kaye et al. (2001) (n = 35) found
significantly more patients on fluoxetine had reduced relapse rates during 1-year follow-up
after hospital discharge as compared to a placebo control group. Attrition was very high in
the placebo group (84% versus 37% in the treatment group), and for most, the decision
to terminate the study was based on symptoms indicating a relapse. Walsh et al. (2006), in
a larger trial of 93 patients, did not find adding fluoxetine to CBT helped prevent relapse.
Finally, Halmi et al. (2005), in a trial of 122 patients, reported an unacceptably high rate of
attrition (73%) in participants randomized to a fluoxetine (60 mg/day) arm compared to
CBT arm (57% attrition) or combination arm (59%). Thus, antidepressant use is supported
neither in the acute nor maintenance phases of AN treatment. RCTs of selective noradren-
ergic and other antidepressant classes are needed in both the acute and relapse prevention
phases of AN treatment.



150 PHILLIPA J. HAY, JOSUE BACALTCHUK, AND STEPHEN TOUYZ

The efficacy of antidepressant treatment in BN is, in contrast, much better studied. This
is particularly so for high-dose fluoxetine 60 mg/day (Fluoxetine BN Collaborative Study
Group, 1992; Goldstein, Wilson, Ascroft, & al-Banna, 1999). In addition, the action in BN
appears to be independent of effects on mood and seems to be due to augmentation of sa-
tiety mechanisms and reduced binge eating (Goldstein, Wilson, Ascroft, & al-Banna, 1999;
Walsh et al., 2000). There have been several systematic reviews and meta-analyses supporting
a range of classes of agents, in reducing binge eating and vomiting and improving mood and
anxiety symptoms (see Table 7.1). Specific SSRIs evaluated include fluoxetine, citalopram,
sertraline, and fluvoxamine.

However, there are a number of caveats in the use of antidepressants as a sole treatment
for BN. For example, Bacaltchuk and Hay (2003) found pooled abstinence rates were less
than 20% when antidepressants were used without any concurrent psychosocial interven-
tion. Moreover, Agras et al. (1992) found that one third of the 25% of patients who were
abstinent at the end of treatment relapsed over time. In contrast, a small number of relapse
prevention studies have reported the efficacy of continued pharmacotherapy (Fichter, Kru-
ger, Rief, Holland, & Dohne, 1996; Romano Halmi, Sarkar, Koke, & Lee, 2002). However,
these findings should be considered with caution due to high attrition (around 90% at
1 year follow-up in Romano et al. [2002]). Attrition is also high in most trials (around 40%)

Table 7.1 Selected findings from meta-analyses of randomized controlled trials of antidepressant or
topiramate versus placebo or no treatment control in bulimia nervosa and binge eating disorder (AD =
antidepressants, MAOI = monoaminooxidase inhibitor).

Review

Medications

Effect size

Bulimia nervosa:

Bacaltchuk &
Hay, 2003

NICE, 2004
Arbaizar, et al., 2008
Binge eating
disorder:

NICE, 2004

Stefano et al., 2008

Reas & Grilo, 2008

Arbaizar et al., 2008

Vocks et al., 2010

Tricyclics: 3 trials
MAOI: 2 trials
Fluoxetine: 3 trials
Other ADs: 10 trials

MAOI: 1 trial
Tricyclics/SSRI: 6 trials
Topiramate: 2 trials

SSRIs: 3 trials
Topiramate: 1 trial

SSRIs: 7 trials
Imipramine:

SSRIs: 7 trials
Atomoxetine: 1 trial
Anticonvulsant: 3 trials
Sibutramine: 2 trials
All 13 trials

8 trials

Topiramate: 3 trials

Psychotherapy: 5 trials

Structured self-help: 4 trials
Pharmacotherapy: 6 trials

Binge abstinence
Binge abstinence
Binge abstinence
Binge abstinence

Binge abstinence
Binge abstinence

:0.86 95% CI 07;1.07
:0.81 95% CI 0.68;0.96
:0.90 95% CI 0.8;1.02
:0.89 95% CI 0.84;0.9

:0.77 95% CI 0.62;0.95
:0.88 95% CI 0.83;0.94

Binging/week: —4.4 SD1.3 vs —1.7 SD2.2
Body weight: —2.8 SD1.6 vs —0.03 SD0.35

Binge abstinence
Binge abstinence

Binge abstinence

:0.77 95% CI 0.63;0.93
:0.56 95% CI 0.34;0.92

:0.77 95% CI 0.65;0.92

Body weight: 0.03 95% CI -0.49;0.55 NS

Binge abstinence
Binge abstinence
Binge abstinence
Binge abstinence
Binge abstinence

:0.81 95% CI 0.70;0.94
:0.43 95% CI 0.21;0.89
:0.63 95% CI 0.51;0.78
:0.80 95% CI 0.69;0.94
:0.74 95% CI 0.66,0.84

Body weight: —3.42 95% CI —4.25;-2.58
Binging/week: —=5.2SD0.3 vs —3.7SD 0.4
Body weight: —6.4 SD0.6 vs —1.0 SD0.2
Binge eating: 0.82 95% CI 0.41;1.22
Binge eating: 0.84 95% CI 0.37;1.30
Binge eating: 0.52 95% CI 0.15;0.89
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of single pharmacological treatments. It is unclear how much of this is due to adverse effects
of medication or patient preference for psychological therapies. Attrition is least for SSRIs,
possibly because of their short-term perceived effects on reduction in appetite and weight.

In practice guidelines fluoxetine at 60 mg/day is the only medication with a strong recom-
mendation in BN (Aigner, Treasure, Kaye, Kasper, & World Federation of Societies of Biologi-
cal Psychiatry, 2011; APA, 2006). Early response of > 60% reduction in binge eating in the first
3 weeks of treatment is associated with a favorable outcome in a secondary analysis of two
studies by Sysko, Sha, Wang, Duan, and Walsh (2010). With regards to other SSRIs, there are
three very small RCTs of citalopram (Milano, Petrella, & Capasso, 2005a), sertraline (Milano,
Petrella, Sabatino, & Capasso, 2004), and fluvoxamine (Milano, Siano, Petrella, Sabatino, &
Capasso, 2005b) from the same research group. All three RCTs support their efficacy. A small
(n = 27) single-blind trial comparing fluoxetine and citalopram found no differences in out-
comes and high attrition (Leombruni etal.,2006). A later study (Giaquinto, Capasso, Petrella, &
Milano, 2006) compared the three SSRIs in these trials and reported that fluvoxamine or
fluoxetine were associated with a greater reduction in binge eating and purging when com-
pared to 100 mg daily of sertraline (100 mg daily). Finally, it is likely there is publication bias
(Balcaltchuk & Hay, 2003) in favor of positive trials of SSRIs, and a large (n = 300) negative
trial of fluvoxamine 150-300 mg remains published only in secondary reports.

Antidepressants that act on the noradrenergic system have been less studied. There have
been small open trials of reboxetine, a selective noradrenaline reuptake inhibitor, and mil-
nacipran, a selective serotonin and noradrenaline reuptake inhibitor, reporting positive find-
ings but no RCTs. Bupropion is an antidepressant that blocks reuptake of noradrenaline and
dopamine. It reduced binge eating and purging episodes compared to placebo in a RCT of 55
BN participants (Horne et al., 1988). However, the same trial also reported an unacceptably
high rate (7%) of generalized tonic-clonic seizures.

Antidepressants may also have a role in the treatment of BED. There have been several
RCTs of SSRIs or other antidepressants for BED. These have evaluated imipramine, fluvox-
amine, sertraline, fluoxetine, escitalopram, and citalopram (Hay & Claudino, 2012). Most
have been small (n = 85 or fewer) and of short duration (mean duration of 10 weeks, all less
than 20 weeks) with a high placebo response reported (Jacobs-Pilipski et al., 2007). Two meta-
analyses (see Table 7.1) have found significantly reduced binge eating remission rates with
fewer effects on mood and mixed effects on body weight. Malhotra, King, Welge, Brusman-
Lovins, and McElroy (2002) and Bernardi and Pallanti (2010) have reported positive out-
comes in BED for venlafaxine and duloxetine (both selective serotonin and noradrenaline
reuptake inhibitors) in preliminary open trials. There has been one RCT of 40 obese patients
with BED where atomoxetine was associated with greater improvement in binge eating be-
haviors and weight loss and was reasonably tolerated (McElroy et al., 2007a). Sibutramine
is a selective serotonin and noradrenaline inhibitor that is used in weight loss. In BED, the
meta-analysis of Reas and Grilo (2008) found sibutramine was associated with significantly
reduced binge eating and weight loss compared to placebo. However, adverse cardiovascular
events in obese people have led to its withdrawal from markets in the United States, Europe,
and other countries.

Mood Stabilizing Agents

Mood intolerance and emotional impulsivity is a known feature of EDs, particularly but not
limited to BN. Up until recently, mood stabilizing agents such as lithium and anticonvulsant
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drugs have received little attention. A very small (n = 16) early placebo-controlled RCT of
lithium treatment in acute phase AN was supportive of greater weight gain in the active group
(Gross et al., 1981). However, this study was never followed by more substantive trials and
has been largely forgotten. More recently, an anticonvulsant, topiramate, has been assessed in
EDs for its putative anti-impulsivity and weight-losing effects (McElroy et al., 2007b). Hoopes
etal’s (2003) RCT found that participants with BN treated with topiramate had significantly
greater reductions in mean weekly binge and/or purge days than those on placebo (44.8%
versus 10.7% for placebo), as well as greater weight loss with topiramate (1.8 kg, compared to
the placebo group mean increase of 0.2 kg). A second study by Nickel et al. (2005) reported
topiramate (250 mg/day) over a 10-week period significantly reduced binge/purge frequency
and weight and improved health-related quality of life compared to a placebo condition in
60 participants. Caveats were the adverse effects of cognitive impairment and neurological
symptoms such as paresthesia. Its teratogenic potential may also be problematic.

Topiramate has also been trialed in two double-blind placebo-controlled RCTs in obese
patients with BED. The first enrolled 61 subjects for 14 weeks of treatment (median dose 213
mg/day) (McElroy et al., 2003). The second larger multicenter trial (McElroy et al., 2007b)
enrolled 394 patients for 16 weeks and used a median dose of 300 mg/day. In both RCTs, topi-
ramate reduced binge frequency, increased binge remission and weight loss, and improved
psychological comorbidity. High attrition and adverse effects were problematic, however.

Zonisamide, another anticonvulsant, has been tested against placebo in a RCT of 60 obese
women with BED (McElroy et al., 2006). Mean endpoint dose of zonisamide was 436 mg/day
over 16 weeks. Although more effective than placebo like topiramate, zonisamide had con-
siderable side effects and was poorly tolerated. Attrition was high (50%) in the drug-treated
group. A meta-analysis (Reas & Grilo, 2008) of these trials has reported large effects for binge
remission and weight loss (see Table 7.1).

Anxiolytic and Other Agents

Anxiolytic drugs such as benzodiazepines are little studied in EDs, and use is limited in AN.
One small study of 14 patients (9 with AN) has tested d-cycloserine, a glutamate partial ago-
nist (Steinglass et al., 2007). Results were mixed, and food intake was not enhanced.

The postulate that ED behaviors (specially binge eating) are “addictive-like” led to studies
of the opiate antagonist naltrexone. Results of trials of naltrexone in bulimic disorders have
been mixed (Mitchell et al., 1989; Marrazzi et al., 1995), and there are no RCTs of naloxone.
There is interest in baclofen (a centrally acting c-amino-butyric acid B [GABA-B] receptor
agonist) and mermantine (a low-to-moderate-affinity noncompetitive NMDA receptor an-
tagonist) but no RCTs. Finally, in this group, there has been a single positive RCT (Faris et al.,
2000) of ondansetron for BN, but more trials are needed.

Anti-Obesity Agents

Anti-obesity agents are of interest in aiding weight reduction and attenuating binge eating in
patients with BED and weight disorder. Sibutramine, a selective serotonin and noradrenaline
inhibitor, has been discussed above. Other trials have been adjunct to behavioral or psy-
chological approaches. Two RCTs have tested orlistat, a lipase inhibitor, against placebo in
combination with a mildly reduced-calorie diet (89 obese patients with BED) or combined
with CBT-based guided self-help manual for 12 weeks (50 patients). After 24 weeks, patients
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taking orlistat showed greater mean weight loss (-7.4% versus —2.3%), as well as a greater
reduction of ED symptoms, compared to those taking placebo (Golay et al., 2005). Grilo,
Masheb, & Salant (2005b) reported better results in the orlistat group for both binge remis-
sion (64% versus 36%) and clinically significant weight loss (> 5% from baseline weight:
36% versus 8%).

Strengths/Benefits and Weaknesses/Limitations of Using
Pharmacotherapy as Sole Approach

In sum, drug treatments in EDs have weak to moderate evidence for efficacy. There is some
evidence for antidepressants, particularly high-dose fluoxetine in BN, and anticonvulsants
(e.g., topiramate) or anti-obesity agents (e.g., orlistat) for BED. Low-dose antipsychotic
medication or other anxiolytic agents may be clinically useful as adjunct treatment in the
early phases of treating AN where emotional arousal is high and food and weight obsessive
ruminations most intense. Drug therapies such as topiramate and anti-obesity medication
may aid weight loss in obese or overweight patients with BED, but their use is limited by po-
tentially serious adverse effects. It is also noted that placebo response is relatively high in BED.

No pharmacotherapy is recommended as first-line treatment or sole treatment for an ED.
If psychotherapy is not available or accessible, then antidepressants may be a useful interim
or alternate treatment for BN. However, it is unlikely that some form of psychological therapy
is unavailable, albeit in a guided or pure self-help format (see below). As described above,
AN is a complex disorder, and treatment is multidimensional and multidisciplinary. Patient
preference is also for psychological approaches, which may explain the relative poorer efficacy
and higher attrition in drug versus psychotherapy trials for other EDs. For example, a recent
meta-analysis (see Table 7.1) of comparative effect sizes for treatments of BED combined
results of 38 studies of RCTs and uncontrolled studies and pooled all types of pharmaco-
therapy, as well as psychotherapies in computing comparative effect sizes (Vocks et al., 2010).
The paper found larger effect sizes for psychotherapy, although the pooling of a range of
forms of both psychotherapy and pharmacotherapy was problematic. The role of medication
as adjunct to psychotherapy is discussed below.

PSYCHOSOCIAL TREATMENT

Review of Clinical Trials and Strengths/Benefits and Weaknesses/Limitations
of Using Psychotherapy as Sole Approach

Psychotherapies are treatments of choice for AN, BN, and BED. The best evidence for psy-
chotherapies is CBT in adults with BN and family-based treatment (FBT) in children and
adolescents with AN. Other approaches such as interpersonal therapy (IPT), dynamic psy-
chotherapies, and dialectical behavior therapy also have some evidence of efficacy.

Family-Based Therapy (FBT)

In children and adolescents with AN, the reccommended approach is family therapy. The most
studied family therapy approach is manualized Maudsley FBT (Lock & Fitzpatrick, 2010).
There have been extensive trials of FBT and other forms of family therapy in adolescents
and children with AN or BN. These have included inpatient and outpatient trials and trials
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post—weight restoration, as well as acute phase AN. RCTs have been supportive of family
therapy when compared to individual therapies in adolescents but less consistent for adults
with AN and adolescents with BN (Lock et al. 2010; Godart et al. 2012).

Cognitive-Behavior Therapy (CBT)

Forms of cognitive therapy (CT) and CBT have been trialed in AN RCTs with mixed results
(Hay et al., 2003). In marked contrast, CBT as developed by Fairburn (2008) for BN (CBT-
BN) and variations of CBT-BN have been tested in many RCTs of participants with BN
and BED with comorbid obesity. CBT has been compared to wait list control groups, other
psychotherapies, behavioral weight loss therapy, and pharmacological therapies. It has been
evaluated in group, guided self-help (Wilson & Zandberg, 2012), and other forms of delivery.
Several systematic reviews of BN RCTs have consistently found CBT to be well supported,
and it is regarded as “first-line” therapy (Hay et al., 2009; NICE, 2004).

CBT for BN has been compared favorably to pharmacotherapy, most notably antide-
pressant therapies, and attrition rates are notably higher in antidepressant control groups.
Imipramine and desipramine, respectively, were compared to CBT-BN in two RCTs (Mitch-
ell et al., 1990; Agras et al., 1992). In the first RCT, group-based CBT-BN had higher binge-
eating remission compared to imipramine. Results of the second RCT were inconclusive
(see Table 7.2). Goldbloom et al. (1997) compared CBT-BN plus fluoxetine with fluoxetine
alone and CBT-BN alone. Mitchell et al. (2001) compared pure self-help CBT plus fluox-
etine with fluoxetine alone; and Jacobi, Dahme, and Dittman (2002) have compared CBT to
fluoxetine and combined therapy. No significant differences have been found in outcomes
when fluoxetine is compared with CBT, or combined CBT and fluoxetine, or when fluox-
etine was combined with CBT versus CBT alone or nutritional counseling. CBT has been
found effective as well for BED (Hay et al., 2009). With regards to medication, effects of
CBT in reducing BED symptoms have not been enhanced when combined with desipramine
(Agras etal., 1994) or fluoxetine (Devlin et al 2005; Grilo et al., 2005a). However, as shown in
Table 7.2, CBT has been found to be enhanced when combined with topiramate (Claudino
et al., 2007).

A further development of CBT is the extended form, CBT-E, which includes modules
addressing predisposing and (more relevant to severe and enduring AN) perpetuating or
maintaining factors for all EDs. The “transdiagnostic” CBT-E for BN has been tested in a
RCT of normal or above normal weight participants where it was compared to CBT, and an
advantage was found for CBT-E for those with more complex presentations and comorbidi-
ties (Fairburn et al., 2009).

Other Therapies

A small number of other psychotherapies have been used and evaluated in RCTs for EDs.
These include focal psychoanalytic psychotherapy (FPT), cognitive analytic therapy (CAT),
and SSCM, and readiness and motivation therapy (Lock & Fitzpatrick, 2010; Geller, Brown, &
Srikameswaran, 2011). Overall, the number and quality of trials of psychotherapies in AN
are insufficient to support any therapy, with the probable exception of FBT, with a good level
of evidence (Lock & Fitzpatrick, 2010). Mindfulness alone or as practiced as part of dialecti-
cal behavioral therapy or other therapies also shows promise in open prospective trials of
people with EDs, as reported in a systematic review by Wanden-Berghe, Sanz-Valero, and



EATING DISORDERS

155

Table 7.2 Randomized controlled trials for bulimia nervosa (BN) or binge eating disorder (BED) comparing
cognitive-behavior therapy (CBT) combined with either antidepressant drug or psychotherapy alone:
Outcomes at end of therapy and follow-up.

Study and quality Intervention(s) Outcome at end Ry Follow-up
Mitchell et al., 1990 1. CBT & imipramine Group CBT superior Keel et al. (2002)
BN,n=171,27% 2. CBT & placebo to drug therapy & NS active Ry except

DO, RB moderate

Agras et al., 1992
BN, n =71, 14%
DO RB low

Leitenberg et al.,
1994

BN, n =21,33%
DO RB moderate
Agras et al., 1994
BED n =109, 22%
DO, RB moderate

Beumont et al., 1997
BN n=67,27%
DO RB moderate

Goldbloom et al.,
1997

BN, n =76,43%
DO, RB mod.
Walsh et al., 1997
BN n =120, 34%
DO, RB low

Mitchell et al., 2001
BN, n =091,
RB moderate

Ricca et al., 2001
BED n =108, 23%
DO RB moderate

Jacobi et al., 2002
BN, n =89,61%
DO, RB moderate

Molinari,et al. 2005
BED, n =65, 8%
DO, RB high

3. Imipramine
4. Placebo

1/2. Desipramine 16/24 wks
3.CBT
4/5. CBT & 16/24 wks drug

1. CBT & ERP 20 wks
2. Desipramine
3. Combined

1. BWLT

2.CBT & BWLT

3. CBT & BWLT &
desipramine

1. Fluoxetine 60 mg
2. Placebo both with NC
over 8 weeks

1. Fluoxetine 60 mg
2. CBT-BN 16 weeks
3. Combined

1/2. CBT & drug placebo

3/4. Supportive Rx & drug/
placebo

5. Desipramine/fluoxet

1. Fluoxetine

2. Placebo

3. Pure SH & placebo

4.PSH & drug

1.CBT

2/3. CBT & fluoxatine/
fluvoxamine

4/5. fluoxet/fluvox

1. CBT 20 sessions

2. Fluoxetine 60 mg
3. Combined

All diet & NC
1. CBT

2. Fluoxetine

3. Combined

placebo on all ED
measures & mood

CBT & combined
superior to 16-week
drug, NS differences
1&2

Purging abstinence:
CBT 71%, drug 0%,
Both 57%

At 12 wks CBT
superior to BWLT
for binging but not
weight loss

NS differences
except restraint,
weight concerns, &
weight lower with
drug

Binge abstinence NS:
17% fluoxetine, 43%
CBT, 25% combined
(completers)

CBT superior
binge abstinence
67%, placebo 38%,
Supportive Rx &
Drug/placebo 29%,
drug alone 35%

Vomiting less with
drug & SH, binge
abstinence NS but
greater with PSH

All CBT groups
significant reduction
binging but not drug
groups

Binge abstinence NS:
5/19 CBT, 2/16 drug,
3/18 combined

Less binging with
CBT & greater
weight loss in
both CBT groups
(p =0.001)

placebo worse
social adjustment
(p < 0.05)

At 32 weeks,
24-week combined
superior to single Ry
(p < 0.005)

6 months significant
reductions both CBT
arms but not sole
drug

1-year NS binge
abstinence 1:14%
2:28% 3:32% NS
weight

20 weeks NS
difference between
groups higher
relapse in drug

No report

No report

No report

Ry ceased over 4
wks, CBT groups
retained advantage

1 year, binge
abstinence: 4/10
CBT 1/8 drug, 1/9
both

No report

(Continued)
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Study and quality Intervention(s) Outcome at end Ry Follow-up
Walsh, atl., 2004 1. CBT-Guided SH (GSH) Binge abstinence NS: No report
BN/EDNOS, 2. Fluoxetine 12.2% GSH, 9.5%
n=91,69% 3. Placebo & GSH fluoxetine/placebo
DO RB moderate 4. Placebo alone
Grilo et al., 2005a 1. Fluoxetine 60 mg Binge abstinence: No report CBT also
BED n =108, 20% 2. Placebo 22% fluoxetine, greater weight loss at
DO RB low 3. CBT & drug 26% placebo 50% end Ry
4. CBT & placebo combined 61%
All 16 weeks CBT with placebo
p <0.01

Devlin et al., 2005 All group BWLT Binge abstinence: 2-year maintenance
BED, n =116, 36% 1. Fluoxetine 62% CBT, vs. 33% phase
DO RB moderate 2. Placebo no CBT, p < 0.001,

3. Fluox & CBT 52% fluoxetine vs.

4. Placebo & CBT 41% placebo NS
Claudino et al., 2007 1.Topiramate Weight loss more No report
BED, n =37,23% 2. Placebo with drug p < 0.05
DO, RB low Both with CBT Binge abstinence
84% drug 61%

placebo p = 0.03

NS = not significant, NC = nutritional counseling, included in this table as provided similar behavioral and
psychoeducational management to CBT, Rx = treatment, DO = dropout, RB = risk of bias on base of adequate
allocation concealment, blinding, and use of intention-to-treat approach in analyses, wks = weeks, BWLT = behavioral
weight loss therapy, SH = self-help.

Wanden-Berghe (2011). Other therapies with demonstrated efficacy in RCTs of BN and BED
include IPT and dialectical behavior therapy (reviewed in Hay et al., 2009). In RCTs, behavior
weight loss therapies (BWLT') have been found to reduce binge eating and aid weight loss in
overweight people with BED, but effects may not be sustained over time (Hay et al., 2009).

Combination of Pharmacological and Psychosocial Treatment:
Strengths and Benefits of Using a Combined Approach

In AN, all drugs have been tested with the presumption that they are used as adjunct to
nutritional and psychological programs. Results are inconclusive for both antipsychotic and
antidepressant use. In BN (see Table 7.2), there have been several RCTs comparing antide-
pressants in combination with CBT with inconsistent results. When pooled in meta-analyses
(e.g., NICE, 2004), findings suggest that (a) drug-alone treatments are less efficacious in
reducing binge-eating rates than when combined with CBT, and (b) attrition in the antide-
pressant arms of such trials is high. However, combined drug (particularly topiramate) and
CBT may enhance the efficacy of CBT or other psychotherapy alone. RCTs in BED of com-
bined antidepressants or other medications with CBT have suggested little advantage over
CBT alone in reducing binge eating (Agras et al., 1994; Devlin et al., 2005; Grilo et al., 2005a).
However, there may be positive effects for increased weight loss and reduced binge eating
beyond the effects of psychotherapy (Agras et al., 1994) or drug alone (Ricca et al., 2001).In a
placebo RCT of 31 people with obesity and binge eating, those treated for 8 weeks with imip-
ramine maintained weight loss and reduced binge eating better than those treated with pla-
cebo in a 24-week follow-up phase where nutritional counseling and behavioral management
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was provided (Laederach-Hofmann et al., 1999). There has also been a positive RCT of topi-
ramate combined with CBT (Claudino et al., 2007), but adverse effects were more common
with topiramate. Finally, where psychotherapy is not available, antidepressants, particularly
fluoxetine at 60 mg/day, may serve as an evidence-based alternative with or without self-help
CBT in bulimic disorders (e.g., Mitchell et al., 2001).

RECOMMENDATIONS FOR FUTURE STUDIES/RESEARCH

While the evidence base for treatments in other EDs, especially BN, is more robust than in
AN, it is striking that there have been no new trials of antidepressants in recent years. This is
despite mixed findings that require further study into the efficacy of combined antidepres-
sants and efficacious psychotherapies such as CBT-E. The benefits of fluoxetine, the only
U.S. FDA-approved treatment for BN, remain unclear in the longer term. It is also unclear
whether benefits of pharmacotherapy on weight gain for AN and weight loss for BED are
sustained over time. The use of both adjunct antipsychotics and antidepressants in EDs may
be greater than evidence would suggest appropriate, and more definitive RCTs of treatments
that test common clinical practice are required.
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INTRODUCTION

Attention deficit hyperactivity disorder (ADHD) is one of the most common mental dis-
orders in childhood. It is estimated that approximately 5% of children and adolescents are
affected worldwide (Polanczyk, de Lima, Horta, Biederman, & Rohde, 2007) and that most of
them will present with symptoms and associated functional deficit in adult life (Faraone, Bie-
derman, & Mick, 2006). The impact of ADHD can be devastating; the disorder pervades dif-
ferent areas of functioning, and symptoms are associated with lower academic achievements
(Mannuzza, Klein, Bessler, Malloy, & Hynes, 1997), marital problems, difficulties with off-
spring (Barkley & Fischer, 2010), lower employment status and unemployment (Mannuzza
et al., 1997; Stein, 2008), more frequent involvement in traffic accidents (Barkley & Cox,
2007), and increased risk for other psychiatric disorders (Mannuzza, Klein, Bessler, Malloy, &
LaPadula, 1998). Because of its pervasive impact, therapeutic interventions should target not
only symptoms but also other aspects of psychosocial functioning. Treatment guidelines such
as those from the National Institute of Health and Clinical Excellence (NICE, 2008), Ameri-
can Academy of Pediatrics (AAP, 2011), American Academy of Child and Adolescent Psychia-
try (AACAP; Pliszka, 2007), European Guideline (Taylor et al., 2004), and Global Consensus
(Remschmidt, 2005) recommend psychopharmacological and psychosocial interventions,
isolated or in combination according to specific clinical configuration, as first-line treatment
for ADHD. This review addresses specifically the issue of what evidence supports the efficacy
and effectiveness of pharmacological, psychosocial, or combined treatment for children with
ADHD. Our aim is to comprehensively review the literature, providing clinicians with em-
pirically based information on this topic. Fortunately, an extensive amount of studies have
already examined the efficacy of different treatment strategies for ADHD.

The first report of an intervention for inattention and hyperactivity is from 1937, when
Benzedrine was prescribed to calm down hyperactive children and make them more able to
concentrate (Clements & Peters, 1962). To date, 17 meta-analyses have been published (Bjorn-
stad & Montgomery, 2005; Cheng, Chen, Ko, & Ng, 2007; Connor, Fletcher, & Swanson, 1999;
Fabiano et al., 2009; Faraone, 2009; Faraone & Biederman, 2002; Faraone, Biederman, & Roe,
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2002; Faraone, Biederman, Spencer, & Aleardi, 2006; Faraone & Buitelaar, 2010; Hanwella,
Senanayake, & de Silva, 2011; Hazell et al., 2011; Klassen, Miller, Raina, Lee, & Olsen, 1999;
Majewicz-Hefley & Carlson, 2007; Schachter, Pham, King, Langford, & Moher, 2001; Storebo
et al., 2011; Van der Oord, Prins, Oosterlaan, & Emmelkamp, 2008; Zwi, Jones, Thorgaard,
York, & Dennis, 2011), reporting the findings of hundreds of clinical trials testing interven-
tions for ADHD (see Tables 8.1, 8.2, and 8.3 for an overview of those 17 meta-analyses). Due
to the large amount of data, the information about efficacy presented here has been based
on the best level of evidence available (i.e., when possible meta-analytic data is described,
when pooled estimation is not available or updated, we have described individual results
from clinical trials). Before discussing ADHD treatment, we briefly present some updated
information about ADHD prevalence, clinical presentation, and diagnostic criteria.

ATTENTION DEFICIT HYPERACTIVITY DISORDER

Epidemiology

Reported prevalence of ADHD in children and adolescents varies across different studies
depending on the methodology used. A pooled estimation based on 102 epidemiological
studies resulted in a rate of 5.29% for children and adolescents, with the disorder more com-
mon among school-age children (prevalence of around 6%) than among adolescents (3%)
(Polanczyk et al., 2007).

Diagnosis

ADHD is characterized by symptoms of inattention, hyperactivity, and/or impulsivity, start-
ing early in childhood and to a degree that is above what is expected for the child’s develop-
mental stage.

Inattention refers to difficulty initiating, remaining engaged in, and completing a task.
Common behavioral manifestations of inattention are difficulty in following instructions,
planning and organizing tasks, listening and understanding when spoken to, keeping track of
objects, and remaining aware of appointments and deadlines. Hyperactivity is characterized
by excess activity and constant feelings of restlessness. Patients report being uncomfortable
when still, which causes them to be in constant motion and increases non-goal-directed ac-
tivity; they are frequently standing, walking, talking, or simply moving without purpose in
inappropriate contexts. Impulsivity refers to difficulty in delaying or inhibiting an action in
disregard of its consequences. It is associated with the urgency for immediate gratification,
even when postponement could lead to advantage. Impulsive behaviors can be expressed
as difficulty in waiting one’s turn or for the appropriate time (especially for pleasurable or
desired activities) and a tendency to act without thinking, such as giving the first answer that
comes to mind irrespective of its accuracy.

The diagnosis of ADHD is exclusively grounded on clinical information, and no subsid-
iary exam is required. The two most used classification systems—DSM-IV (American Psychi-
atric Association, 1994) and ICD-10 (World Health Organization, 1993)—pose very similar
criteria. One of the main differences between them is that ICD-10 requires that symptoms be
present in both the two dimensions (attention and hyperactivity/impulsivity), whereas DSM-
IV classifies symptoms under only one of the two dimensions (attention or hyperactivity/
impulsivity) and requires that symptoms be evident in at least one of them. Both classificatory
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systems require at least six out of nine symptoms of inattention or at least six out of nine
symptoms of hyperactivity/impulsivity for the diagnosis of ADHD, and symptoms must per-
sist for at least 6 months to a degree that is maladaptive and inconsistent with the develop-
mental stage. It is good clinical practice (and a requirement of both DSM and ICD) to verify
whether symptoms pervade in more than one environment—for example, home and school.
Disruptive behaviors that are exclusive to one environment may reflect inadequacy of the
environment itself rather than problems with the individual. DSM-IV allows three possible
diagnoses (subtypes): combined type ADHD (if criteria for inattention and hyperactivity/
impulsivity are met); predominantly inattentive subtype (criteria for attention deficit are
met, but criteria for hyperactivity/impulsivity are not met); and predominantly hyperactive-
impulsive (if criteria for hyperactivity/impulsivity are met, but criteria for inattention are
not met). According to ICD-10, it is possible to make the following diagnosis: disturbance of
activity and attention (general criteria for hyperkinetic disorder are met, but not for conduct
disorder); hyperkinetic conduct disorder (criteria for conduct disorder is also met); other
hyperkinetic disorders; hyperkinetic disorder; unspecified.

One important thing to keep in mind for the clinical evaluation of patients is the fact that
ADHD symptoms may vary significantly depending on age. Hyperactivity in preschoolers, for
example, will be presented as running and climbing, while older children will report difficulty
in remaining seated; adolescents will fidget, and adults might report inner feelings of restless-
ness without perceivable hyperactivity. Additionally, the symptoms may only be perceived when
the deficient abilities are demanded; this is especially true for attention deficits. Underreporting
of symptoms is not rare; ADHD patients might develop compensatory skills for their defi-
cits that can make symptoms assessment difficult. The disorder and its symptoms can also be
interpreted as personality traits; inattention is frequently considered to be laziness or lack of
commitment to intellectual performance, while impulsiveness is judged as spontaneity, auda-
ciousness, or lack of empathetic moral concern. It is very important, though, to carefully exam-
ine the presence of symptoms and the individual developmental stage when diagnosing ADHD.

PHARMACOTHERAPY FOR ADHD

Pharmacological treatment of ADHD can be divided into two classes of drugs: stimulants
and nonstimulants. Stimulant medications have been used for decades and are the most
extensively studied drugs (see Table 8.1 for an overview of meta-analysis of clinical trials
testing stimulants for the treatment of ADHD; Table 8.2 for the comparison of stimulants
with nonstimulants; and Table 8.3 for the comparison of stimulants with psychosocial treat-
ments). Most commonly used stimulants are methylphenidate, mixed amphetamine salts,
and amphetamine derivatives. Stimulant drugs are similar to each other in terms of their
mechanism of action, efficacy, and side effects. The term “nonstimulant,” however, is a very
generic word and does not describe a group encompassing drugs with common characteris-
tics; “nonstimulant” drugs differ from each other with respect to their mechanisms of action
and pharmacological class. They include a variety of drugs such as antidepressants (imip-
ramine and bupropion), alfa-2 agonists (clonidine, guanfacine), and others (modafinil and
atomoxetine) (see Table 8.1 for meta-analysis reporting the ES of nonstimulants for ADHD
and Table 8.2 for an overview of meta-analysis comparing nonstimulants to stimulants).
Nevertheless, most meta-analyses grouped all nonstimulants and computed a single pooled
effect size (ES) for all drugs. This information has reduced clinical value since available data
shows that the efficacy of different nonstimulants is considerably varied.
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Table 8.3 Meta-analyses reporting effect size of psychosocial interventions for ADHD.

First author, year N of studies Age range Selection criteria Intervention
included (% of boys)
(participants)
Klassen, 1999 (Klassen 26 (999) Studies included patients 1) Randomized controlled  Stimulants
etal,, 1999) from 2—-17, mean age not clinical trials; Vs.
provided 2) Published 1981 or later;  psychosocial
(69-100%) 3) DSM-II diagnostic intervention
criteria; (behavioral parents
4) Age 0-18y; training, CBT)
5) ADD, ADD-H, or vs.
ADHD made in explicit ~ combination

Bjornstad, 2005
(Bjornstad &
Montgomery, 2005)

Majewicz-Hefley, 2007

(Majewicz-Hefley &
Carlson, 2007)

2 (one study
with 146
participants of
interest for this
analysis and
another with 16)

MTA 7-9.9y
Not described for
the other study

8 (not described, Mean age
participantsin ~ 7.3-8.5y

the combined (not described)
treatment group

varied from 18

to 136)

reproducible way;
6) At least 1 week
of stimulants for
pharmacotherapy
and a whole course
of psychotherapy for
behavioral intervention;
7) Parents or teachers rating
scales as an outcome;

8) Data presentation suitable

for meta-analysis.

1) Randomized controlled
trials;

2) Intervention behavioral
family therapy, cognitive
behavioral family therapy,
or functional family
therapy not combined
with medication;

3) Children and adolescents;

4) Diagnosis of ADHD
or ADD according to
DSM-III or DSM-IV.

1) English language;

2) Diagnosis of ADHD;

3) Combination of
pharmacological and
psychosocial treatment;

4) Necessary information to
calculate ES;

5) Outcomes in inattention,
or hyperactivity, or
impulsivity, or social
skills academics.

Behavioral-based
family therapy

Combination of
pharmacotherapy
and psychosocial
treatment
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Duration of trials Sources of search Studies included Pooled effect size (ES) for ADHD

included quality symptoms reduction with respective
confidence interval and other relevant
results about efficacy

Pharmacological treatment CIJE (1981-1997), Current Majority (17) had Daily doses of stimulants were overall

7-28 weeks Contents (1985-1997), reasonable good low.

Psychosocial interventions EMBASE (1988__1997?’ methodology. ES for stimulants vs. placebo 1.03

follow-up 10 First Search (Article First)  5)) drug studies used  (0.84-1.21) according to teachers’

weeks—24 months

MTA 14 months
Not described for the
other study

2-24 months

(1990-1997), Healthstar
(1981-1997), Medline
(1981-1997), PsychoINFO
(1981-1997), reference list
from book chapters and
reviews published in main
journals.

Biosis, CINAHL,
Cochrane Central
Register of Controlled
Trials (The Cochrane
Library Issue 3, 2004),
Dissertation Abstracts,
MEDLINE, PsycINFO,
Sociofile, hand searches
of relevant journals and
bibliographies, contact
to experts in the field.
(available years until
April 2004)

PsycINFO, reference lists
of articles

(1900-2004, although
authors report search
starting date as the year
1900, to our knowledge
PsycINFO indexes
publication only from
1967 forward)

crossover design.

Only 2 drug studies
but all involving
psychotherapy used
between groups design.

Only studies with
adequate methodology
were included.

Studies quality was not
systematically assessed.

ratings and 0.86 (0.58-1.14) for
parents’ ratings;

ES for psychosocial vs. control or
comparison 0.40 (0.48-1.28) according
to teachers and 0.49 (0.29-1.27) for
parents’ rating;

ES for combination vs. control or
comparison 3.78 (0.51-8.06) according
to teachers’ ratings and 7.35 (2.4-12.29)
according to parents’ ratings;

ES for combination vs. medication
1.29 (0.72-3.29) for teachers’ rating
and 0.46 (-2.94-3.86) according to
parents’ ratings;

ES for combination vs. psychosocial
2.01 (0.16-4.17) according to teachers’
rating, 5.91 (3.19-8.63) for parents’
rating.

Pooled estimation was not possible.
ESs provided were computed for each
of the studies in separate.

Study 1 (NIMH MTA)

ES for parents’-rated inattention
—0.09 (-0.025-0.07); parents’-rated
hyperactivity —0.11 (-0.29-0.07);
teachers’-rated inattention —0.01
(=0.21-0.19), teachers’-rated
hyperactivity —0.15 (—-0.35-0.05)

Study 2

ES -0.15 (-0.35-0.05) for teacher-rated
hyperactivity.

ES for inattention 1.27 (0.83-1.72);
hyperactivity 1.27 (0.79-1.75);
impulsivity 0.91 (0.56-1.25).

ES for social skills 0.9 (0.5-1.3).

ES for academic functioning 0.19
(0.02-0.37).

(Outliers were excluded from analysis
when its presence led to significant
heterogeneity.)

(Continued)
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Table 8.3 (continuation) Meta-analyses of trials testing psychosocial interventions for ADHD.

First author,year N of studies Age range Selection criteria Intervention
included (% of boys)
(participants)
Van der Oord, 2008 24 (not Mean age 1) Randomized controlled  Behavioral or
(Van der Oord described) 7.6-11.8y design; cognitive behavioral
et al., 2008) (not described) 2) Parent or teacher scales  intervention
as outcome measures; vs.
3) Primary diagnosis of methylphenidate
ADHD; vS.

4) When applicable, the combination
medication treatment
used short-acting
methylphenidate;

5) When applicable, the
psychosocial treatment
was clearly described
as behavioral or
cognitive behavioral;

6) Treatment conducted in
a clinical (outpatient)
setting;

7) Age between 6 and
12 years old;

8) Data reported allowed
calculation of pre- to
posttreatment ES;

9) Reported outcomes in
terms of either ADHD
symptoms, ODD/

CD symptoms, social
behavior, or academic
functioning;

10) Methylphenidate dose
was administered
individually at a fixed
dose, or an optimally
titrated dose, rather than
at varying doses.

Fabiano, 2009 174 (101 are Mean age 1) Diagnosis of ADHD or  Behavioral-based
(Fabiano et al., single-subject ~ 7.1-8.9y behavioral description  interventions
2009) studies) (74.5-84.5% male) compatible with ADHD,

Number of Mean age computed for for studies including

participants groups based on design other externalizing

per group problems at least 50%

based on study of participants with

design: 539 comorbid ADHD;

between-groups; 2)1Q = 80;

1,077 pre-post; 3) age < 18 years or mean

386 within- age above 5 years;

subject; 101 4) Disorder not better

single-subject accounted by a organic

cause;

5) For between-groups
design at least 1 group
treated with behavior
therapy strict principles;

6) Necessary information to
calculate ES;

7) Primarily treatment
outcomes studies.
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Duration of trials Sources of search Studies included Pooled effect size (ES) for ADHD
included quality symptoms reduction with respective
confidence interval and other relevant
results about efficacy
Methylphenidate ISI Web of Science, Studies quality was not ES for methylphenidate 1.53 (1.23—
2-104 weeks; PubMed, PsycINFO, systematically assessed. 1.82) according to parents’ rating;

Psychosocial intervention
9.5-164 hours

Mean number of sessions
varied from 7—-40

Mean computed for
groups based on study
design and type of
intervention

references lists of other
articles.

(January 1985-September
2006)

PsycINFO, references list
of articles, serial search
of tables of content of
journals from 1968 to
2006 (9 journals were
systematically searched),
dissertation identified using
PsycINFO and ProQuest
dissertation database,
experts in the field were
contacted.

Not systematically
assessed.

1.83 (1.43-2.12) rated by teachers.
ES for psychosocial intervention 0.87
(0.73-1.01) according to parents’
rating; 0.75 (0.49-1.01) for teachers’
rating. ES for combination 1.89
(1.39-2.40) for parents and 1.77
(1.08-2.46) for teachers’ ratings.

ES for methylphenidate alone

or in combination did not differ
significantly from each other, but
both were significantly superior to
psychosocial interventions.

Significant heterogeneity for almost all
outcomes and treatments.

ES for academic functioning was low
for all treatments 0.19 (0.03-0.36) for
psychosocial; 0.33 (—0.14-0.81) for
methylphenidate; 0.35 (-0.02-0.71)
for the combination of both.

Social behavior outcomes showed
comparable moderate mean weighted
ES for all treatments.

Behavioral interventions were superior
to cognitive behavioral interventions
according to parents’-rated ADHD
symptoms.

No significant correlation between
duration of psychosocial treatment
and ES.

Weighted ES 0.74 (0.52-0.95)

for between-groups design; 0.63
(0.54-0.71); unweighted ES for within-
subject design 2.64 (1.03-4.24); 3.78
(2.82-4.74).

Large difference in effect size
depending on the type of measure;
laboratory observation of child
behavior yielded an average effect size
of 1.05, whereas child behavior in the
same setting was 0.19.

(Continued)
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Table 8.3 (continuation) Meta-analyses of trials testing psychosocial interventions for ADHD.

First author,year N of studies Age range
included (% of boys)
(participants)

Selection criteria

Intervention

Zwi, 2011 (Zwi 5(284) Mean age
etal.,2011) 4-13y
(36% male)

Storebo, 2011 11 (747) 5-12 years

(Storebg et al., (four trials girls to

2011) boys 1:3 or 1:4; in
three 1:2; in three
1:7-1:20)

1) Randomized or quasi
randomized design;

2) Parents’ training
compared to
no-treatment or waiting
list or treatment as usual;

3) ADHD was the main
focus;

4) 5-18 years;

5) ADHD or hyperkinetic
disorder according to
DSM-II, DSM-1V or
ICD-10; diagnosis
by a specialist using
operationalized diagnostic
criteria;

6) At least 1 outcome related
to the child’s behavior.

Exclusion
1) Combined intervention
delivered to the child.

1) Randomized trials;

2) Intervention included
social skills training;

3) 5-18 years;

4) Diagnosis of ADHD
according to DSM-III,
DSM-IIIR, DSM-1V, or
hyperkinetic disorder
from ICD-10 or based on
cut-off scores on validated
rating scales.

Parents’ training
(behavioral or
cognitive behavioral
based)

vs.

treatment as usual

Social skills training
(based on behavioral/
cognitive behavioral
model)

ADD = attention deficit disorder; ADHD = attention deficit hyperactivity disorder; Biosis = biological abstracts; CD = conduct disorder;
CIJE = current index to journal in education; DSM-III, DMS-IIIR, DSM-IV = Diagnostic and Statistical Manual of Mental Disorders
Third, Third revised, or Fourth edition, respectively; ES = effect size; ICD-10 = International Classification of Diseases 10th edition;
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Duration of trials Sources of search Studies included Pooled effect size (ES) for ADHD
included quality symptoms reduction with respective
confidence interval and other relevant
results about efficacy
8 weeks to 5 months CENTRAL (2010, Issue 3); Risk of bias unclear Quantitative data for this pooled
CINAHL, Dissertation or high for most estimation was based on 3 studies
Abstracts International; studies. for children externalizing symptom
EMBASE; metaRegister of outcome, 2 for internalizing
Controlled Trials; MEDLIE; symptoms, and 2 for outcomes
PsycINFO; experts in the referring to parents.

field were contacted. ES for externalizing symptoms

(all available years until improvement 0.32 (0.18-0.83)
September 2010) nonsignificant, significant
heterogeneity.

ES for internalizing symptoms 0.48
(0.13-0.84) significant, I> = 9%.

8-10 weeks (8 trials) AMED, CENTRAL Low quality Nonsignificant effect of treatment
up to 2 years (2011, Issue 1), CINAHL, (high risk for bias for most outcomes;
EMBASE, ERIC,

. due to systematic ES for teachers’-rated social skills
MEDILINE, MetaRegister

errors in most trials)  0.16 (=0.04-0.36);

of Controlled Trials . .
(October 2010). PsycINFO. ES for parent-rated social skills
Social Abstracts. Online 0.22 (0.04-0.4);

conference abstracts. ES for participant-rated social skills
Contact with 176 experts 0.21 (-=0.09-0.51);

on the field. ES teacher-rated ADHD symptoms
(all available years until —0.02 (-0.19-0.16);

March—June 2011) ES parents-rated ADHD symptoms

—0.49 (-0.79-0.19);

Combined use of medication,
presence of comorbidity, and
combined parents’ training did not
influenced treatment ES.

1Q = intelligence quotient; NIMH MTA = The National Institute of Mental Health Multimodal Treatment Study of ADHD; ODD =
oppositional defiant disorder; Sociofile = Sociological Abstracts; vs. = versus; y = years
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Stimulant Medications for the Treatment of ADHD

Data supporting the efficacy of stimulants for ADHD is very robust. Meta-analyses conducted
so far consistently show stimulants to significantly decrease ADHD symptoms in the short
term. Most meta-analyses report large ESs independently on stimulant drugs used (see Tables
8.1 and 8.2). There are three different meta-analyses that computed ESs of methylphenidate
for ADHD. A meta-analysis published in 2001 covering literature until 1999 found the lowest
but still moderate ESs of 0.78 for teachers’ ratings and 0.54 for parent-rated ADHD symp-
toms (Schachter et al., 2001). However, the studies included used very low doses of methyl-
phenidate, which may explain the discrepancy with more recent results of 0.77 for children
and adolescents aged 9—-15 (Faraone, Biederman, Spencer et al., 2006), and 1.53 for children
aged 7-11 according to parent ratings and 1.83 for teachers’ ratings (Van der Oord et al,,
2008). ESs found for methylphenidate tend to be slightly lower than that of amphetamine
derivatives (ES 1.03 versus 0.77) (Faraone & Buitelaar, 2010), but the real clinical significance
of this finding is controversial, since both classes present large ES (i.e., higher than 0.8). When
the ES for different stimulants are pooled together, the ES found is very similar to that for
each individual drug—1.03 for overall ADHD symptoms (Klassen et al., 1999). Most studies
compute ES based on the comparison with placebo and use ADHD rating scales scores reduc-
tion as a main outcome. Proportion of respondents is not commonly used as an outcome for
meta-analysis. A meta-analysis showing non-inferiority of atomoxetine to methylphenidate
found methylphenidate to promote symptom relief of at least 40% to 54.5% of patients after
6 weeks of treatment. Nevertheless, the studies included in this estimation used very low
doses of methylphenidate, and this number might have been underestimated (Hazell et al.,
2011). Long- and short-acting drugs seem not to differ in terms of their efficacy. Faraone et al.
found no significant difference for the ES of short- and long-acting formulation for children
and adolescents in two meta-analyses (Faraone, 2009; Faraone, Biederman, Spencer et al.,
2006)—similar ES of 0.99 and 0.95 for youths taking short- and long-acting formulation,
respectively.

Nonstimulant Medications

Nonstimulant medications are considered second line treatments for ADHD. Nevertheless,
they have an important role in the case of treatment failure with stimulants, intolerance, or
contra-indication and may be an option in specific cases of comorbidity (e.g., atomoxetine
for ADHD comorbid with anxiety disorders [Geller et al., 2007]). Evidence of effectiveness
is good for atomoxetine, extended-release guanfacine, and extended-release clonidine. Other
drugs like bupropion, modafinil, and imipramine have also shown some positive results for
the treatment of ADHD but with more limited evidence.

Among nonstimulants, atomoxetine is certainly the drug whose effect is most strongly
supported by empirical evidence. A meta-analysis based on a systematic review of random-
ized placebo-controlled clinical trials available until 2006 found the ES of atomoxetine to be
0.64 for children with ADHD (Cheng et al., 2007). Although this meta-analysis is based on
the result of only nine clinical trials, the studies included were overall of good quality, and
more than 1,800 patients were included in total, providing strong evidence for the accuracy
of the estimated ES. Furthermore, a more recent meta-analysis published in 2009 found very
similar results with an ES of 0.63 (Faraone, 2009). The direct comparison of atomoxetine
and stimulants was also assessed using pooled estimations. A study of non-inferiority of
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atomoxetine using the proportion of respondent as a main outcome showed that 53.5% of
children taking atomoxetine responded after 6 weeks of treatment, but this study used very
peculiar inclusion criteria that led to the exclusive inclusion of clinical trials funded by Eli
Lilly, atomoxetine manufacturer (Hazell et al., 2011). Another meta-analysis with adequate
methodology also found no standardized mean differences between atomoxetine and meth-
ylphenidate as a group. When methylphenidate was separated into two groups (long- and
short-acting stimulants), long- but not short-acting stimulants were found to be superior to
atomoxetine (Hanwella et al., 2011).

Clonidine and guanfacine are alpha-2 agonists. Clonidine is a low-cost alternative that—
although not as effective as stimulants or atomoxetine—might be a reasonable option for
low-income populations. The efficacy of clonidine for ADHD has been tested in some clini-
cal trials with poor methodology. A meta-analysis of available studies until 1999 revealed
an overall medium effect size of 0.58 for the six studies with better methodology (includ-
ing a total of 84 patients) (Connor et al., 1999). A more recent meta-analysis using more
restricted inclusion criteria found an insignificant ES of 0.03, but this estimation was based
on a single study that fulfilled criteria to be included in the meta-analysis (Faraone, 2009).
After this meta-analysis, other relevant trials were published. A randomized controlled study
with adequate sample size demonstrated the superiority of extended-release clonidine to pla-
cebo (Jain, Segal, Kollins, & Khayrallah, 2011); and another well-conducted randomized trial
demonstrated extended-release clonidine to be superior to placebo as an adjunctive drug in
combination with stimulants (Kollins et al., 2011). Extended-release guanfacine has also been
shown to be superior to placebo for the treatment of ADHD with a pooled ES calculated of
0.8 (0.53-1.07) based on two studies also published after the abovementioned meta-analysis
(Biederman et al., 2008; Sallee et al., 2009). Clonidine was also found to be superior to car-
bamazepine (Nair & Mahadevan, 2009). The superiority of clonidine to carbamazepine is
worth reporting because clonidine is a low-cost alternative for the treatment of ADHD in
economically deprived populations where, because of its sedative effect, carbamazepine has
frequently been used in an attempt to calm down hyperactive children.

Modafinil is a nonstimulant medication used for the treatment of narcolepsy. The efficacy
of modafinil for ADHD has been tested in clinical trials, and the only meta-analysis report-
ing a pooled estimation for its efficacy found an ES of 0.52 against placebo (Faraone, 2009).

Bupropion is also an alternative, but the only pooled estimation available found an effect
size of 0.22 (-0.11-0.55) (Faraone, 2009). This estimation, however, was based on a very
limited number of studies (subjects) (Faraone, 2009).

Desipramine and paroxetine have also been tested for ADHD. Although pooled estima-
tion is not available for tricyclic antidepressants, there are a considerable number of trials
demonstrating their efficacy (Spencer et al., 1996). Nevertheless, it is reasonable to consider
tricyclic antidepressants only after failure of two or three stimulants and atomoxetine, since
it is associated with significant side effects and is less effective than stimulant medications
(AAP, 2011).

Strengths/Benefits and Weaknesses/Limitations of Using
Pharmacotherapy as Sole Approach

Pharmacological treatment for ADHD is relatively accessible for the population and is as-
sociated with a robust and prompt decrease of ADHD symptoms for a considerable propor-
tion of patients. Nevertheless, side effects are a source of concern, and scarce data exist on
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the long-term effect of pharmacological treatments. Meta-analyses are consistent in report-
ing side effects to be unequivocally associated with stimulants when compared to placebo.
The most commonly reported side effect is decreased appetite (30%), followed by insomnia
(17%) (Schachter et al., 2001), but other, less-specific side effects are also common such as
headache, irritability, agitation, nervousness, and tremors. Stimulants can also exacerbate
psychotic (Cherland & Fitzpatrick, 1999) and manic symptoms (Ross, 2006), and should be
used with some additional caution for epileptic children because of its theoretical potential
to induce seizures (Kattimani & Mahadevan, 2011). Side effects are relatively common with
stimulants: Four children treated with methylphenidate are needed for one to present with
decreased appetite, and seven for insomnia (Schachter et al., 2001). Atomoxetine is also as-
sociated with a range of side effects but reported number needed to harm (NNHs) tends to
be higher: 8.8 for appetite loss, 19.4 for somnolence, 22.5 for abdominal pain (Cheng et al.,
2007) (data for insomnia not presented). Although NNHs reported for atomoxetine seem to
be better than those for stimulants, a meta-analysis comparing different drugs on the propor-
tion of patients presenting side effects found no significant differences between atomoxetine
and stimulants with regard to insomnia and appetite loss (Peterson, McDonagh, & Fu, 2008).
Another well-known adverse event associated with stimulants and atomoxetine is growth
deceleration (Faraone, Biederman, Morley, & Spencer, 2008; Kratochvil et al., 2006). Both
stimulants and atomoxetine are associated with modest but significant delays in height and
weight gain (Faraone et al., 2008; Kratochvil et al., 2006). However, height and weight are
easy to monitor and, once growth deceleration is detected, it can be managed. Stimulants and
atomoxetine can also increase blood pressure and heart rate, but the risk for serious cardiac
events among children taking stimulants is not different from that of the general population
(Elia & Vetter, 2010; Stiefel & Besag, 2010), and discontinuation due to cardiac side effects
is rarely reported in clinical trials (Peterson et al., 2008). Side effects were also present in
the majority of trials testing alpha-2 agonists; for clonidine, sedation is the most commonly
reported symptom, followed by irritability, sleep disturbance, blood pressure drop, hypoten-
sion, dry month, and dizziness (Connor et al., 1999). Guanfacine is more selective than cloni-
dine, causing a similar pattern of side effects but in lower frequencies (Biederman et al., 2008;
Sallee et al., 2009). Even though adverse events are relatively common, stimulants and atom-
oxetine are well tolerated and estimated dropout rates due to adverse events are low: 9% for
amphetamines in Castells et al’s meta-analysis (Castells, Ramos-Quiroga, Bosch, Nogueira, &
Casas, 2011) and 4% for atomoxetine according to a review combining data from different
clinical trials sponsored by Eli Lilly company (Kratochvil et al., 2006).

Apart from side effects, another source of concern is the long-term adherence and effec-
tiveness of pharmacological treatments. The vast majority of studies are limited in follow-
up time, and studies lasting more than 4 weeks are exceptional. A meta-regression showed
length of study duration to be inversely associated with ES (Faraone & Buitelaar, 2010), which
suggests that ESs computed by short-time trials may not be equivalent to ESs computed
by long-term trials. Castells and colleagues’ meta-analysis found that although the power
of amphetamine for the treatment of ADHD is relatively high (pooled ES 0.72), amphet-
amines do not improve treatment retention rates when compared to placebo (Castells et al.,
2011). The clinical significance of this data, however, is difficult to interpret because of the
short duration of trials included (mean 8 weeks). Sustained-release preparations are thought
to increase adherence because of their better posology, but unfortunately very few meta-
analyses studied the issue of adherence. Retention in treatment has only been analyzed as an
outcome for ES estimation in one meta-analysis. However, authors did not compare long- to
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short-acting drugs. They have compared different amphetamine derivatives (mixed amphet-
amine salts [MAS], lisdexamphetamine, and dextroamphetamine) (Castells et al., 2011).
All amphetamine derivatives and amphetamines as a group were found to significantly and
considerably decrease ADHD symptoms (ES for dexamphetamine 0.6, ES for lisdexamphet-
amine extracted from a single study 0.8; ES for MAS 0.73) (Castells et al., 2011), but only
MAS increased retention to treatment (Castells et al., 2011). Because long-term follow-ups
are not available for most clinical trials (an exception is the NIMH Collaborative Multisite
Multimodal Treatment Study of Children with Attention-Deficit/Hyperactivity Disorder—
MTA study), most data about treatment persistence comes from retrospective analysis of
healthcare providers’ datasets, a source susceptible to a diversity of bias. Those studies have
consistently found higher rates of persistence with long-acting versus short-acting stimulants
(Lawson, Johnsrud, Hodgkins, Sasane, & Crismon, 2012; Marcus, Wan, Kemner, & Olfson,
2005; Palli, Kamble, Chen, & Aparasu, 2012), but overall persistence rates are very poor for
both formulations; more than 50% of patients are no longer using stimulants after 90 days,
and treatment maintenance for more than 180 days is exceptional (Lawson et al., 2012; Mar-
cus et al., 2005; Winterstein et al., 2008).

Although pharmacotherapy seems to be clearly beneficial for ADHD and a vast amount of
clinical trials have already tested the effect of different drugs, available evidence is restricted by
the fact that the great majority of trials included predominantly boys with ADHD combined
type, had short follow-up times and were conducted in specialty clinics or university-based
hospitals (see Tables 8.1, 8.2, and 8.3 for details). Furthermore, especially for newer drugs, a
considerable part of the evidence comes from manufacturer-funded trials (59% in Peterson
and colleagues’ meta-analysis for adult ADHD [Peterson et al., 2008]), and trials reporting
effectiveness rather than just efficacy are almost inexistent (e.g., an outcome frequently evalu-
ated is symptom reduction, but academic, occupational, and social functioning are rarely
assessed [Peterson et al., 2008]). One of the few meta-analyses that computed data on efficacy
and effectiveness separately found methylphenidate to robustly reduce ADHD symptoms (ES
of 1.53 and 1.83 according to parents and teachers, respectively), but the impact of the drug
on academic performance was much lower, with an ES of 0.33 (Van der Oord et al., 2008).

PSYCHOSOCIAL INTERVENTIONS FOR ADHD

Behavioral and cognitive behavioral therapies are the most empirically tested psychosocial
interventions for ADHD. Parent training and school-based interventions are the most used
treatment modalities, but child-focused interventions—for example, social skills training—
are also implemented in different settings. Behavioral therapy relies on principles of operant
conditioning and other learning theories. The therapist collects detailed information about
behaviors that lead to behavior problems with the intention of identifying trigger situations
generating these behaviors and possible reinforcements to its reoccurrence. After a complete
analysis, a detailed plan is proposed on how to deal with the child to avoid trigger situations
or reinforcement of the unwanted behaviors (Antshel & Barkley, 2008). The main aim is to
extinguish unwanted behaviors. Additionally, children can be trained to develop strategies
on planning and execution of tasks that require attention and organization. In clinical trials,
interventions tend to be less personally tailored, and manualized sessions are the rule. Many
different manuals for behavior therapy in ADHD are available (Bauermeister, So, Jensen,
Krispin, & El Din, 2006). Cognitive principals are also used for helping children to develop
cognitive strategies for self-monitoring, self-control, and planning. It is a common clinical
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practice to target ADHD core symptoms with pharmacotherapy while psychosocial interven-
tions are prescribed for the associated functioning deficits like academic and social problems.
However, clinical trials do demonstrate that behavioral interventions are also capable of re-
ducing core symptoms of ADHD.

Few meta-analyses have examined the use of psychosocial interventions for ADHD, but
they report very divergent results. Klassen et al. (1999) systematically reviewed the literature
of randomized clinical trials published between 1981 and 1997. Authors found that behav-
ioral parental training and cognitive behavioral therapy did not reduce ADHD symptoms.
ES for psychosocial versus control or comparison was 0.40 (—1.28-0.48) according to teach-
ers and 0.49 (—1.27-0.29) for parent rating (Klassen et al., 1999). Similar results were found
by other authors for behavioral-based family therapy (ES computed separately for each of
the only two studies to fulfill inclusion criteria was between —0.15 and —0.01 for all out-
comes examined [Bjornstad & Montgomery, 2005]). For parental training, either behavior-
or cognitive-behavior—oriented intervention results are also similar (nonsignificant ES for
externalizing symptoms improvement of 0.32 [0.18-0.83]) (Zwi et al., 2011). The same hap-
pens for social skills training based on behavior or cognitive-behavior principals—ES for
teachers social skills ratings = 0.16 (—0.04-0.36); ES for parent social skills ratings = 0.22
(0.04-0.4); ES for participant’s social skills ratings = 0.21 (=0.09-0.51); ES for teacher ratings
of ADHD symptoms = —0.02 (—0.19-0.16); and ES for parent ratings of ADHD symptoms
=-0.49 (-0.79-0.19) (Storebo et al., 2011). On the other hand, a more recent meta-analysis
including only studies with randomized controlled design found a large ES ranging from
0.75 to 0.87, depending on the rater (parents or teachers) (Van der Oord et al., 2008). Psy-
chosocial treatments included in this meta-analysis were behavioral or cognitive behavioral
interventions, and a discrete superiority for behavior over cognitive behavior interventions
was found (Van der Oord et al., 2008). Fabiano and colleagues also found moderate ES for
psychosocial intervention in studies using between group designs (0.74; CI = 0.52-0.95) and
large ES (2.64; CI = 1.03—4.24) for investigations using within subject designs (Fabiano et al.,
2009). This meta-analysis, however, included single case studies, and in total 101 of the 174
subjects included were from single-subject reports (Fabiano et al., 2009). Single-subject de-
signs are common in evaluating behavioral interventions, and a large amount of information
pertaining to these interventions was generated by studies using this design. Nevertheless,
this study design can lead to overestimation of the intervention ES due to selection bias, lack
of comparison group, and blindness.

In summary, the efficacy of psychosocial treatments for ADHD is not well established
based on randomized clinical trials that use ADHD symptoms as the main outcome. How-
ever, meta-analyses covering a broader range of trials with less stringent patient inclusion
criteria and a broader range of outcome parameters show moderate to high effect sizes of
behavioral interventions. One important aspect to consider is that the main objective of psy-
chosocial treatments might not be specifically to decrease symptoms but to improve overall
functioning. It is difficult to compute pooled estimation for these outcomes since proce-
dures to evaluate psychosocial functioning are not as standardized as those for symptoms.
Furthermore, the majority of clinical trials do not report the impact of interventions on
psychosocial functioning but target academic performance as a measure of functioning. Ac-
cording to the Fabiano et al. meta-analysis, neither pharmacotherapy nor psychotherapy have
shown a positive impact on academic achievements—ES of 0.19 (0.03-0.36) for psychosocial
treatment and 0.33 (—0.14-0.81) for methylphenidate (Van der Oord et al., 2008). The same
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meta-analysis, however, found comparable moderate ES for social behavior outcomes for
both treatments.

Strengths/Benefits and Weaknesses/Limitations of Using
Psychosocial Interventions as Sole Approach

The use of psychotherapy for ADHD, in particular for preschool children, is common clinical
practice. Guidelines recommend behavioral therapy (parent training or school-based interven-
tion) as a first-line treatment for preschoolers and in children with less severe ADHD symp-
toms, and suggest that pharmacotherapy should be implemented in moderate to severe cases
or after failure of psychosocial interventions (NICE, 2008; AAP, 2011). Another issue to be con-
sidered regarding the use of psychosocial interventions for ADHD is the necessity for special-
ized professionals to conduct or supervise the sessions. This can limit its use in certain contexts
where it is difficult to find professionals trained in behavior or cognitive-behavior therapy.

COMBINATION OF PHARMACOTHERAPY AND PSYCHOTHERAPY FOR ADHD

The efficacy of combining psychotherapy with pharmacotherapy for ADHD has been exam-
ined in three different meta-analyses, and results are very homogenous across them. Klassen
and colleagues (Klassen et al., 1999) found the combination of psychosocial and pharma-
cological treatment to have a large ES when compared to the control condition—ES = 3.78
(0.51-8.04) according to teacher ratings and ES = 7.35 (2.4-12.29) according to parent’s rat-
ings. Nevertheless ES for most studies was estimated based on within-group comparison, and
the lack of an active control condition might be responsible for part of the large effect found.
In addition, combined interventions seem to be superior to psychosocial intervention alone
(ES =2.01, CI = 0.16-4.17, according to teachers’ ratings, and ES = 5.91; CI = 3.19-8.63, for
parents). Nevertheless, a combination intervention did not offer an advantage over medica-
tion alone, according to teachers’ ratings—ES = 1.28 (-0.72-3.29)—and according to parents’
ratings—ES = 0.46 (-2.94-3.86) (Klassen et al., 1999). In another meta-analysis comparing
methylphenidate to psychosocial and combined treatment, very similar results were reported.
The ES for combination did not differ significantly from methylphenidate alone, and both
were significantly superior to psychosocial interventions (Van der Oord et al., 2008). A third
meta-analysis computing the effect of combined treatment also found a large ES (1.27 for
inattention, 1.27 for hyperactivity, 0.91 for impulsivity), but other treatment strategies were
not evaluated (Majewicz-Hefley & Carlson, 2007). Taken altogether, these data suggest that
the combination of psychotherapy and pharmacological can significantly reduce ADHD
symptoms, but apparently there is no additive effect when the two modalities are combined.

Strengths/Benefits and Weaknesses/Limitations of Using a Combination of
Pharmacotherapy and Psychotherapy

The combination of pharmacological and psychosocial interventions for the treatment of
ADHD in children and adolescents has been proposed as a solution to treat severe cases of
ADHD or to address not only symptom reduction but also associated functional deficits
(Dopfner, 2010). Combining psychotherapy with drug treatment, however, increases the
economic cost and time expended with treatment. Thus, clinicians should be cautious and
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offer such intense treatment schemes only when clearly justifiable or desired by patients
and families. The fact that meta-analytic data failed to prove the superiority of combined
treatment over pharmacological treatment alone does not mean that this association is not
helpful for certain patients. As previously discussed, meta-analyses have to rely on available
studies and, although a large number of trials have already been published, there is still much
to be covered before final conclusions can be made. Studies using stepwise care approaches
and smart designs are able to demonstrate additional effects of psychotherapy in cases in
which pharmacotherapy has little or no effect (Dopfner et al., 2004). Moreover, long-term
outcomes may be different from short-term results. MTA is one of the very few long-term
clinical trials for ADHD. This multisite randomized clinical trial enrolled 579 children with
ADHD combined type, who were allocated in four arms for 14 months: medication man-
agement, behavior therapy, combination of both, or usual community care. After the first
14 months, the MTA became an uncontrolled naturalistic study, and children were followed
for up to 8 years. The active phase endpoint (14 months) clearly showed superiority of phar-
macotherapy over behavioral therapy and community care for ADHD symptom relief, and
small gains with combination (compared to medication alone) were only visible in overall
functioning and comorbid symptoms (MTA, 1999). Nevertheless, group differences were
not sustained long term. Almost all the differences found at 14 months vanished after 2 years
and were clearly no longer present at the 8-year follow-up (Abikoff, Hechtman, Klein, Gal-
lagher et al., 2004; Abikoff, Hechtman, Klein, Weiss et al., 2004; Molina et al., 2009). At the
time of this last follow-up, ADHD patients were functioning below controls independent of
treatment group (Molina et al., 2009), and participants still taking medication performed
no better than those who dropped medication (Abikoff, Hechtman, Klein, Gallagher et al.,
2004; Molina et al., 2009). Children with the best functioning at the 8-year follow-up were
those with better initial response and who sustained gains over the first 2 years of treat-
ment (Molina et al., 2009). The study’s main conclusion may be that long-term prognosis
of ADHD depends more on individual characteristics than on treatment choice per se. This
information, together with the other data described in this review, reinforce the need for
individually tailored treatment plans with frequent reevaluation of treatment gains over
symptoms and functioning.

RECOMMENDATIONS FOR FUTURE STUDIES/RESEARCH

Although a large amount of data already exists on the efficacy of different treatments for
ADHD, a lot more has to be done to clarify clinically relevant questions. The vast majority
of trials available included predominantly male patients with ADHD combined type, and
had very limited time to follow up. Studies comparing psychosocial, pharmacological, and
combined treatment are rare, limiting conclusions about differences between interventions,
since outcome measurements are heterogeneous across studies. Additionally, psychosocial
interventions can be very diverse, and computing together data from different studies might
be the same as “putting together oranges and apples.” In this context, given the limited avail-
able studies, perhaps meta-analysis is not the best tool for assessing the level of evidence for
psychosocial intervention. Comprehensive systematic reviews with critical revisions of the
studies are still a good alternative to orient clinical practice with regard to the use of psycho-
therapy for ADHD. Finally, it is important to note the scarcity of studies assessing functional
outcomes when the efficacy of ADHD interventions is evaluated. The field needs to move
beyond assessments based only on symptomatic scales.
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Integrating Psychopharmacology and
Psychotherapy in Insomnia

Karl Doghramji and Dimitri Markov

INTRODUCTION

Insomnia is the complaint of an inability to fall or stay asleep, or unrefreshing sleep. After
pain, it represents the second most commonly expressed complaint in clinical settings (Ma-
howald, Kader, & Schenck, 1997). It is also one of the most commonly encountered and chal-
lenging complaints by psychiatric practice. Although a vast array of treatment modalities is
available for this malady, individual treatments do not confer absolute benefit for insomnia in
all patients. Treatment resistance is noted in more than one third of insomnia patients follow-
ing the application of standard pharmacological therapies (Mini, Wang-Weigand, & Zhang,
2008). Additionally, insomnia represents a persistent symptom following the management
of its comorbidities; for example, nearly half of responders in the pharmacological manage-
ment of major depression in one study had persistent sleep disturbances (Nierenberg et al.,
1999). The persistence of insomnia represents a treatment complication, as it introduces the
possibility of polypharmacy and a wider array of side effects, enhances the risk of daytime
cognitive and functional impairment, and is associated with a higher risk of relapse, espe-
cially in the context of mood disorders. Cognitive behavioral therapies (CBT) have long been
known to be effective in the management of insomnia (Morin et al., 2006). This chapter will
explore the role of integration of CBT and pharmacotherapy in optimizing the management
of insomnia.

Prevalence and Impact

One third of the adult population experiences insomnia during the course of 1 year (Mel-
linger, Balter, & Uhlenhuth, 1985), with half experiencing the problem as severe, and 20.1%
of adults are dissatisfied with their sleep or take medication for sleeping difficulties (Ohayon,
1996). The prevalence of insomnia is highest in women, especially during pregnancy and the
peri- and postmenopausal years; the elderly; nontraditional occupational schedule labor-
ers; members of the lower income groups; divorced, widowed, or single individuals; those
who live in settings that are not conducive to sound sleep, such as noisy environments; and
individuals who are affected by mental and physical conditions and who misuse recreational
substances (Doghramji, Grewal, & Markov, 2009).
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Insomnia is associated with significant impairments in daytime functioning. Compared to
individuals without sleep difficulties, insomniacs report a greater rate of difficulties with cop-
ing, accomplishing tasks, impaired mood, breaches in interpersonal relationships, psycho-
social upheaval, and cognitive deficits (Hauri, 1997a; Espie, Inglis, Harvey, & Tessier, 2000),
and the severity of these quality-of-life impairments is directly related to the severity of the
insomnia. Insomnia is also associated with an enhanced rate of work-related impairments
and absenteeism (Kupperman et al., 1995) and a greater utilization of healthcare resources
(Chevalier et al., 1999). Laboratory studies have shown that insomniacs display a higher rate
of psychomotor performance deficits when responding to challenging cognitive tasks (Espie
et al., 2000). There is also emerging evidence linking primary insomnia to cardiovascular
abnormalities such as enhanced heart rate variability (Bonnet & Arand, 1988) and hyperten-
sion (Lanfranchi et al., 2009).

Insomnia also confers a greater risk for the development and intensification of a variety of
medical and psychiatric comorbidities. For example, the persistence of insomnia is directly
related to an increased risk for the development of new mood, anxiety, and substance use dis-
orders (Ford & Kamerow, 1989; Weissman, Greenwald, Nino-Murcia, & Dement, 1997; Breslau,
Roth, Rosenthal, & Andreski, 1996; Chang, Ford, Mead, Cooper-Patrick, & Klag, 1997). Experi-
mentally induced sleep disruption and deprivation increases sensitivity to pain (Onen, Alloui,
Gross, & Eschallier, 2000; Roehrs, Hyde, Blaisdell, Greenwald, & Roth, 2006). Persistent insom-
nia is also associated with a greater risk of the future development of cardiovascular abnormali-
ties and even predicts mortality (Dew et al., 2003; Mallon, Broman, & Hetta, 2002). A significant
body of evidence is emerging, therefore, to suggest that the relationship between insomnia and
many of its medical and psychiatric comorbidities is a bidirectional one. Such considerations
highlight the importance of effective management of insomnia in clinical settings.

Classification

The Diagnostic and Statistical Manual of Mental Disorders (DSM-IV-TR) (DSM, 2000) or-
ganizes insomnia into two major categories according to presumed etiology. These include
(a) primary insomnia and (b) insomnia related to other mental and medical disorders, as well
as insomnia that is substance induced. Regarding primary insomnia, the complaint must have
a duration of at least 1 month and cause clinically significant distress or impairment in social,
occupational, or other important areas of functioning. The DSM-IV-TR views insomnia,
therefore, as a complaint that either stands alone, in which case it is presumed to represent
an independent disorder or one that is secondary to other medical or psychiatric disorders.
Inherent in this view is the notion of causality. Recently, however, a National Institutes of
Health State of the Science Conference challenged the primary/secondary distinction, noting
that the limited understanding of mechanistic pathways in insomnia precludes drawing firm
conclusions about the nature of the associations between insomnia and comorbid condi-
tions or the direction of causality (National Institutes of Health [NIH], 2005), and recom-
mended the use of term “comorbid insomnia” for those instances in which insomnia occurs
in the context of other medical and psychiatric disorders. This conceptualization, which has
been widely accepted in the field of sleep medicine, further emphasizes the potential for the
existence of insomnia as an autonomous disorder, either alone or in the context of other dis-
orders, which may warrant independent clinical attention. This movement away from causal
attributions is reflected in the proposed DSM-5 sleep—wake disorders nosology (American
Psychiatric Association [APA], 2012), which eliminates the notion of “primary insomnia” in
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favor of “insomnia disorder” and replaces “sleep disorder related to another mental disorder”
and “sleep disorder due to a general medical condition” with “insomnia disorder” with con-
current specification of clinically comorbid medical and psychiatric conditions.

The proposed DSM-5 nosology also changes the nature of the primary complaint from “a dif-
ficulty initiating or maintaining sleep, or nonrestorative sleep” to a complaint of “global sleep dis-
satisfaction.” This complaint appears to be more strongly associated with daytime impairments
than insomnia symptoms alone (Ohayon, 2002). It also adds a subcategory of “early morning
awakening,” which promises to improve specificity of symptoms (Morin, 2006), changes the
minimum duration to 3 months, and adds a minimal insomnia frequency of 3 nights per week.

Pathophysiology

Although the pathophysiology of primary insomnia is poorly understood, a variety of aber-
rations have been noted. A basic knowledge of these changes is of relevance for readers of this
chapter, since each set of changes is associated with a unique set of approaches to evaluation
and management.

Neurophysiologic Hyperarousal

A fundamental neurophysiologic alteration in insomnia is hyperarousal, or an overly active
arousal system, both during wakefulness and sleep. Insomniacs complain that their thought
processes are overly active and that their minds do not “shut oft” when they go to bed. They
also have difficulty falling asleep during attempts at napping. These complaints have been
objectively validated by neurophysiologic studies, which demonstrate increased sleep laten-
cies at bedtime and a decreased ability to fall asleep, compared to normal sleepers, during
daytime nap opportunities (Edinger, Means, Carney, & Krystal, 2008). Hyperarousal is also
evident as a reduction in sleep-related low frequency slow wave activity and an increase in
high frequency beta power (Merica, Blois, & Gaillard, 1998).

Increased cortisol and adrenocorticotropic hormone levels are noted in insomniacs be-
fore and during sleep (Vgontzas et al., 2001). Single-photon emission computed tomography
(SPECT) and positron emission tomography (PET) scans reveal increased global glucose
metabolic rates during both wakefulness and sleep compared with healthy control subjects,
and the usual sleep-related decline in metabolism in brainstem arousal centers is attenuated
(Nofzinger et al., 2004). Even peripheral physiology is affected as noted by an increase in heart
rate, a decrease in heart beat-to-beat variability (Bonnet & Arand, 1988), and an increase in
whole-body metabolic rate during sleep (Bonnet & Arand, 1997).

Circadian Disruption

Both delays and advances in sleep/wake cycling have been implicated in insomnia. These are
associated with difficulties in falling asleep and early awakenings, respectively. In these distur-
bances, the circadian system is deranged, causing sleep/wakefulness, melatonin, cortisol, and
presumably other endogenous rhythms to be either delayed or advanced in relationship to the
environmental light/dark cycle. Recent findings of a genetic basis for these disorders in at least
some individuals (a mutation in a human clock gene [Per2] was shown to produce advanced
sleep phase syndrome, and a functional polymorphism in Per3 is associated with delayed sleep
phase syndrome) further supports genetic models of insomnia (Hamet & Tremblay, 2006).
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Psychological Upheaval

In recent history, the role of psychological processes in the genesis of insomnia was first high-
lighted by Sigmund Freud. Dreaming represented the product of conflictual, anxiety-producing,
unconscious wishes, which were transformed from their raw forms into more acceptable, less
troublesome dreams, through a series of mental processes. This transformation, in turn, was
necessary for the preservation of sleep, and insomnia represented a failure of this dream work
due to the intensity of the anxiety caused by the underlying conflicts (Freud, 1955).

Cognitive and behavioral disturbances have been the focus of more recent studies. In-
somniacs are theorized to have a predisposition to heightened psychological arousal, sup-
ported by studies indicating they have difficulty relaxing; feel tense and anxious; and are
overly preoccupied with a myriad of thoughts, worried, and depressed (Kales et al., 1984).
Traumatic events have greater emotional impact, therefore, on such individuals, and more
easily produce difficulty in relaxing and going to sleep. Once insomnia is produced, however,
it is further aggravated and perpetuated by distorted cognitions and beliefs about sleep itself,
including the belief that poor sleep is inevitable, that the lack of a full night of sleep will in-
evitably lead to disastrous health consequences, and that a minimum of 8 hours of sleep per
day is critical to maintain health. This can induce further emotional and cognitive arousal.
Such catastrophizing is encouraged by many nights of poor sleep, which can foment cogni-
tive rumination and worry about not falling asleep and about the potential for disastrous
next-day consequences of sleeplessness. Excessive cognitive monitoring of mental and body
sensations, as well as external cues such as the bedroom clock and environmental noises at
bedtime, can further perpetuate insomnia. Arousal at bedtime readily becomes a learned re-
sponse, where repeated experiences of poor sleep promote an association between sleepless-
ness and both presleep activities and the sleep setting. Once these connections are established,
the bedtime rituals and environment become contextual cues for arousal rather than for sleep
(Yang, Spielman, & Glovinsky, 2006).

Evaluation and Management of Comorbidities

Insomniacs should receive a thorough evaluation prior to proceeding with treatment. An in-
depth discussion of this area is beyond the scope of this chapter, and readers are referred to
reviews, published elsewhere (Doghramji et al., 2009). Insomnia typically occurs in the context
of one or more comorbidities (NIH, 2005). Despite a high prevalence of comorbid psychiat-
ric disorders such as mood, anxiety, and substance use disorders (Ford & Kamerow, 1989),
a significant proportion of insomniacs suffer from nonpsychiatric comorbidities. Therefore,
even in the psychiatric setting, insomnia warrants a systematic and comprehensive evaluation,
followed by treatment of associated comorbidities, prior to proceeding to direct management
of insomnia itself. Unmanaged, or ineffectively managed, comorbidities may account for an
important segment of refractory insomnia cases. For example, 39%—55% of patients suffering
from sleep apnea syndrome (OSA) complain of insomnia (Luyster, Buysse, & Strollo 2010),
and effective treatment of OSA can lead to an improvement in insomnia severity (Krakow
et al., 2004). Likewise, up to 90% of restless legs syndrome (RLS) sufferers report insomnia
(Montplaisir et al., 1997), which is mitigated by effective RLS management (Erichsen, Ferri, &
Gozal, 2010).

When insomnia occurs in the context of psychiatric disorders, effective management of
these disorders also, in general, results in a decrement in insomnia complaints (van Mill,
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Hoogendijk, Vogelzangs, van Dyck, & Pennix, 2010). In the case of nonpharmcological treat-
ments, cognitive behavioral therapy (CBT) can ameliorate insomnia when used for the treat-
ment of generalized anxiety disorder (GAD) (Belanger, Morin, Langlois, & Ladouceur, 2004),
and imagery rehearsal therapy can improve sleep continuity when used to treat the night-
mares of patients with posttraumatic stress disorder (PTSD) (Krakow et al., 2001). Non-
pharmacological treatments directed primarily at the mood disorder can also diminish sleep
disturbances, yet their effects may be more modest than those of antidepressants.

Pharmacological therapies directed at comorbid psychiatric disorders can also diminish
insomnia complaints, although their effects are complex, and often unpredictable. Many can
exacerbate insomnia. Knowledge of receptor profiles for these agents may guide their use,
and receptor systems and their potential effects on sleep continuity are listed in Table 9.1
(Espana & Scammell, 2004). Tables 9.2 and 9.3 summarize potential effects of antidepressants
and antipsychotic agents on sleep continuity (Winokur, 2001; Krystal et al., 2008). Neverthe-
less, it is important to bear in mind that none of these agents, with the exception of low-dose
doxepin, have been systematically explored with respect to sleep and wakefulness and in the
context of insomnia, and none are indicated for its treatment by the U.S. Food and Drug
Administration (FDA). Of patients treated with pharmacological agents for mood or anxiety
disorders, 25% to 45% continue to complain of insomnia following remission (Nierenberg
et al., 1999; van Mill et al., 2010), and the extent to which insomnia is due to the direct,
iatrogenic, effects of these effects on sleep is unclear.

Table 9.1 Impact of receptor systems on sleep continuity.

Increased Sleep Continuity Decreased Sleep
Continuity
Antihistaminic 5HTI1A binding
5HT?2 blockade 5HT2 binding
Alpha-1 norepinephrine blockade Dopamine binding
Norepinephrine binding

Table 9.2 Effects of antidepressants on sleep continuity.

Receptor Profile Impact
on Sleep

Antidepressant Continuity
MAOI 1 5HT1A, 5HT2; NE, and DA !
TCA 1 5HT1A, 5HT2, NE, DA (weak); —To1

| HA, NE, Ach
SSRI 1 5HT1A, 5HT2 Binding —To|
Venlafaxine 1 5HT1A, 5HT2; NE and DA (weak) Binding !
Bupropion 1 NE, and DA —To|
Nefazodone | 5HT2 1
Trazodone | HA, 5HT2, NE; weak T 5HT1A, 5HT2 1
Mirtazapine | HA, 5HT2; 1 NE, 5HTI1A, 5HT2 1
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Table 9.3 Effects of antipsychotics on sleep continuity.

Shorten Sleep Latency Decrease Awakenings and/or WASO

Antipsychotic

Clozapine + o+

Quetiapine +++ +++

Ziprasidone + +t

Olanzapine + o+

Resperidone + T+

Thiothixene +++ +++

Haloperidol +++ S+

WASO: Wake after sleep onset. 0, no effect; +, mild effect; + +, moderate effect; + + +, strong effect.

DIRECT MANAGEMENT OF INSOMNIA

Pharmacologic Agents
EDA-Approved Hypnotic Medications

These are summarized in Table 9.4 (Markov & Doghramji, 2010; Neubauer, 2012; Transcept
Pharmaceutical, 2012). Some are effective for sleep initiation, some for sleep maintenance,
and some for both. All should be administered at bedtime, yet zolpidem sublingual 3.5/1.75
mg, or zaleplon oral 5-10 mg can be administered following middle-of-the-night awak-
enings, but only if patients have the opportunity to be in bed for at least 4 hours after
administration.

Adverse effects of the newer benzodiazepine receptor agonists (BzRAs) include daytime
sedation and psychomotor and cognitive impairment. Hypnotics should be used with cau-
tion in individuals with respiratory depression (e.g., chronic obstructive pulmonary disease
and OSA), in the elderly, in those with hepatic disease, those with multiple medical con-
ditions, and those who are taking other medications that have CNS-depressant properties.
Individuals who must awaken during the course of the drug’s active period should not take
these medications. All of the BzRAs are DEA Schedule IV agents and carry a risk of abuse
liability (Doghramji & Doghramji, 2006). All of these agents are also implicated in causing
abnormal nocturnal awakenings (sleep walking, sleep driving, sleep eating, etc.).

Ramelteon is a melatonin receptor (MT1 and MT2) agonist that is not addictive, nor
related to the BzRAs. The most common adverse effects that are associated with ramelteon
include somnolence, fatigue, and dizziness. It is not recommended for use with fluvoxamine
due to a CYP 1A2 interaction. A mild elevation in prolactin levels has been noted in a small
number of females, and a mild decrease in testosterone values has been noted in elderly
males, yet the clinical relevance of these changes remains unclear. Ramelteon does not dem-
onstrate respiratory depression in mild to moderate OSA or in mild to moderate COPD. It is
DEA nonscheduled and does not carry the risk of abuse liability (Zammit et al., 2007).

Doxepin is a traditional tricyclic antidepressant at full doses, but at minimal doses
(3—6 mg) is an antihistamine-based hypnotic agent. The most common adverse effects
associated with low-dose doxepin are somnolence/sedation, nausea, and upper respira-
tory tract infection. At higher, antidepressant, doses, it is associated with anticholinergic
side effects, including sedation, confusion, urinary retention, constipation, blurred vision,
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Table 9.4 FDA-approved hypnotic agents.

Class Hypnotic  Doses (mg) Elimination Indications DEA
Half-Life (hr) Class
Benzodiazepine Flurazepam 15,30 48-120 “treatment of insomnia characterized IV
receptor by difficulty in falling asleep, frequent
agonist (BzRA) nocturnal awakenings, and/or early
benzodiazepines morning awakening”
Temazepam 7.5,15,22.5,30 8-20 “short-term treatment of insomnia” v
Triazolam 0.125,0.25 2—4 “short-term treatment of insomnia” v
Quazepam  7.5,15 48-120 “treatment of insomnia characterized IV

by difficulty in falling asleep, frequent
nocturnal awakenings, and/or early
morning awakenings”

Estazolam 1,2 8-24 “short-term management of v
insomnia characterized by difficulty
in falling asleep, frequent nocturnal
awakenings, and/or early morning
awakenings . . . administered at
bedtime improved sleep induction and
sleep maintenance”

Benzodiazepine Zolpidem 5,10 1.5-2.4 “short-term treatment of insomnia v
receptor characterized by difficulties with sleep
agonist non- initiation”
benzodiazepines

Zaleplon 5,10 1 “short-term treatment of v

insomnia . .. shown to decrease the
time to sleep onset”

Eszopiclone 1,2,3 5-7 “treatment of insomnia.. . . v
administered at bedtime decreased
sleep latency and improved sleep

maintenance”
Zolpidem 6.25,12.5 2.8-2.9 “treatment of insomnia characterized IV
ER by difficulties with sleep onset and/

or sleep maintenance (as measured by
wake time after sleep onset)”

Zolpidem 5,10 2.7 “short-term treatment of insomnia v

Oral spray characterized by difficulties with sleep
initiation”

Zolpidem 5,10 2.9 “short-term treatment of insomnia v

Sublingual characterized by difficulties with sleep
initiation”

Zolpidem Men 3.5, 2.5 “use as needed for the treatment of v

Sublingual ~ Women 1.75 insomnia when a middle-of-the-night

awakening is followed by difficulty
returning to sleep. Limitation of use:
Not indicated for the treatment of
middle-of-the-night awakening when
the patient has fewer than 4 hours of
bedtime remaining before the planned
time of waking”

Melatonin Ramelteon 8 1-2.6 “treatment of insomnia characterized ~ None
receptor agonist by difficulty with sleep onset”
H-1 receptor Doxepin 3,6 15.3 “treatment of insomnia characterized ~ None

antagonist by difficulties with sleep maintenance”
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and dry mouth, and other effects such as hypotension and dose-dependent cardiotoxic-
ity; nevertheless, these effects are not observed at these lower hypnotic doses. Doxepin is
contraindicated in patients with severe urinary retention, narrow angle glaucoma, and who
have used monoamine oxidase inhibitors (MAQOIs) within the previous 2 weeks (Markov &
Doghramiji, 2010).

Tolerance, a decrement in clinical efficacy following repeated use, and rebound insom-
nia, an escalation of insomnia beyond baseline severity levels following abrupt discontinu-
ation, can occur even after a few weeks of administration, especially with the traditional
benzodiazepine hypnotics. It appears to be more pronounced following the administration
of higher doses of hypnotics and of the older, benzodiazepine, agents that have a short
elimination half-life, such as triazolam, than the longer-elimination half-life benzodiaz-
epines and some of the newer nonbenzodiazpine BzRAs (Soldatos, Dikeos, & Whitehead,
1999). Eszopiclone (Krystal et al., 2003), zolpidem ER (Krystal et al., 2008), and ramelteon
(Mayer et al., 2009) have been evaluated for up to 6 months in controlled studies, and have
demonstrated a low proclivity for the production of these effects. Nevertheless, clinical
wisdom suggests that all hypnotics should be utilized for short periods of time as much as
possible. Patients utilizing these medications for longer periods of time should be evalu-
ated periodically for tolerance and carefully monitored for withdrawal symptoms follow-
ing abrupt discontinuation. The risk of rebound insomnia and withdrawal symptoms can
be minimized by utilizing the lowest effective dose and by gradually tapering the dose over
the course of a few nights.

Hypnotics carry the potential for severe allergic reactions and complex sleep-related be-
haviors, which include sleep driving. The latter may be associated with concomitant inges-
tion of alcohol and other sedating substances (Southworth, Kortepeter, & Hughes, 2008). It
may be prudent, therefore, to advise patients to limit the use of such substances whenever
possible.

Hypnotics should be utilized at reduced dosages in the elderly, and, whenever possible
those with the shortest half-lives should be considered. The BzRAs should also not be offered
to patients with a history of drug and alcohol dependence without close monitoring. The
addition of alcohol and other sedating agents may lead to potentiation of sedative effects and
decreased margin of safety.

FEDA-Nonapproved Medications for Insomnia

These consist mainly of the sedating antidepressants and antipsychotic agents, typically uti-
lized at low doses that are subtherapeutic from the standpoint of their intended applications.
As noted above, the evidence supporting their use for insomnia is scant (National Institutes
of Health, 2005). Trazodone and mirtazapine are the most commonly utilized agents; there
are no published studies on the latter, and the former has received little scientific attention,
in primary insomnia (James & Mendelson, 2004). Although trazodone does increase total
sleep time in patients with major depressive disorder, there are virtually no dose-response
data for trazodone vis-a-vis sleep and, similarly, no available data on tolerance to its possible
hypnotic effects. Concerns have been raised regarding daytime somnolence, the significant
dropout rates in clinical studies, and the induction of cardiac arrhythmias, primarily in
patients with histories of cardiac disease, as well as the development of priapism. Sedating
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antipsychotic agents have also received little scientific attention for the management of in-
somnia, and their spectrum of potential side effects includes sedation, EPS, and metabolic
disturbances; their use in primary insomnia cannot, therefore, be wholeheartedly supported
except in certain circumstances (insomnia due to mania, schizophrenia, or treatment refrac-
tory insomnia, etc.).

Over-the-Counter (OTC) Agents

Those marketed for insomnia contain the antihistamines diphenhydramine or doxylamine.
Although the evidence supporting their efficacy in insomnia is scant, antihistamines may
produce mild to moderate sedation and may improve sleep latency and continuity for some
individuals. However, tolerance to their sedating effects can develop rapidly (Richardson,
Roehrs, Rosenthal, Koshorek, & Roth, 2002). They are also associated with morning grog-
giness, daytime sleepiness possibly leading to impairment of driving ability, delirium, uri-
nary retention, constipation, dry mouth, blurry vision, and psychomotor impairment (Basu,
Dodge, Stoehr, & Ganguli, 2003).

Although their use is not regulated by the FDA, dietary supplements and herbal rem-
edies also enjoy extensive usage, owing to a variety of factors, including their widespread
availability, lack of prescription requirements, relatively low cost, and the widespread be-
lief that they are safe and have a relatively low abuse risk. These include, among others,
valerian, kava-kava (Piper methysticum), melatonin, chamomilla, passiflora, avena sativa,
and humulus lupulus. Most of these have not been well studied for safety and efficacy;
melatonin, which has received the widest evaluations, may be effective in the treatment
of delayed sleep phase disorder and shift work disorder, but does not appear to be consis-
tently effective in treating most primary or comorbid sleep disorders with short-term use
(Buscemi et al., 2004).

NONPHARMACOLOGIC METHODS

The various established options in this category, and levels of evidence supporting the use
of each method, are listed in Table 9.5 (Morgenthaler et al., 2006). A majority of insomni-
acs respond to nonpharmacologic methods. When compared with pharmacologic methods,
they are at least as efficacious, and have the advantage of longer duration of benefit, and less
adverse effects (Morin, 2006).

Sleep hygiene education strives to rectify habits and behaviors that may be counterproduc-
tive to good sleep. By itself, sleep hygiene education is not likely to resolve insomnia, yet it
is considered to be a necessary component of any nonpharmacological strategy, since poor
sleep hygiene habits may impair the efficacy of other therapeutic techniques. Sleep hygiene
recommendations are summarized in Table 9.6 (Hauri, 1997a).

Stimulus control therapy (SCT) addresses conditioned insomnia and strives to sever the
association between bedroom cues and conditioned arousal that occurs with repeated wake-
fulness, to imprint bed as sleep stimulus, and to associate the bedroom environment with
falling asleep (Yang et al., 2006). Specific instructions are listed in Table 9.7 (Yang et al.,
2006).

Sleep restriction therapy strives to diminish sleep discontinuity, regardless of cause, by cur-
tailing time spent in bed. This results in the buildup of some sleep debt, which, in turn,
results in greater sleep continuity as long as naps are avoided. It also leads to enhanced sleep
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Table 9.5 Psychological and behavioral therapies for insomnia.

Technique Goal Method
Sleep hygiene Promote habits that help sleep; Promote habits that help sleep; eliminate
education eliminate habits that interfere with sleep habits that interfere with sleep

Stimulus control

therapy stimuli
Restriction of time in

bed (sleep restriction) time spent in bed

Cognitive therapy
insomnia

Relaxation therapies
Paradoxical intention Relieve performance anxiety
Cognitive behavioral

therapy insomnia to enhance efficacy

Strengthen bed and bedroom as sleep

Improve sleep continuity by limiting

Dispel faulty beliefs that may perpetuate

Reduce arousal and decrease anxiety

Address multiple dimensions of

If unable to fall asleep within 20 minutes,
get out of bed and repeat as necessary

Decrease time in bed to equal time
actually asleep and increase as sleep
efficiency improves

Talk therapy to dispel unrealistic and
exaggerated notions about sleep
Biofeedback, progressive muscle
relaxation

Patient is instructed to try to stay awake

Combines sleep restriction, stimulus
control, and sleep hygiene education
with cognitive therapy

Table 9.6 Elements of sleep hygiene education.

Do the following:

Avoid the following:

Awaken at the same time every morning

Increase exposure to bright light during the day
Establish a daily activity routine

Exercise regularly in the morning and/or afternoon
Set aside a worry time

Establish a comfortable sleep environment

Do something relaxing prior to bedtime

Try a warm bath

Napping, unless a shift worker

Alcohol

Caffeine, nicotine, and other stimulants

Exposure to bright light during the night

Exercise within 3 hours of bedtime

Heavy meals or drinking within 3 hours of bedtime
Noise

Excessive heat/cold in room

Using your bed for things other than sleep (or sex)
Watching the clock

Trying to sleep

Table 9.7 Rules of stimulus control therapy.

Go to bed only when sleepy

and go to another room. Do not watch the clock

Return to bed only when sleepy

Repeat above tactic as often as needed

Avoid daytime naps

Use bed for sleep and sex only; avoid watching television, reading, or eating in bed
If not able to fall asleep in 15 minutes, then leave the bedroom as soon as start to feel anxious or irritable

Regardless of total sleep time, always wake up at the same time

efficiency, which, in turn, may result in the perception of improved sleep quality. Principles
of this approach are summarized in Table 9.8.

Cognitive therapy attempts to correct the cognitive distortions, catastrophization, and pre-
occupation with sleeplessness that accompany insomnia and ultimately contribute to poor
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Table 9.8 Sleep restriction therapy.

+ Determine average time spent asleep from 1- to 2-week sleep diary

Set time in bed to equal time spent asleep, never less than 5 hours

Determine mean sleep efficiency (time spent asleep + time in bed x 100 = %) over 5-day period
« If efficiency > 90%, increase time in bed by 15-20 minutes

If efficiency < 85%, decrease time in bed by 15-20 minutes

Regular wake time

No napping

sleep. These are described earlier in this chapter. Insomniacs’ dysfunctional beliefs and atti-
tudes toward sleep are directly challenged, their unrealistic expectations about sleep are cor-
rected by cognitive confrontation and education, and their perceptions of the consequences
of insomnia are reappraised so that they become more realistic (Yang et al., 2006).

Relaxation therapy addresses emotional hyperarousal in insomnia by inducing a relaxed
state, thus allowing sleep to occur. Progressive muscle relaxation, autogenic training, guided
imagery, and biofeedback are among the many techniques which have been used to reduce
arousal and induce relaxation. These are learned and practiced in the therapist’s office, and
thereafter utilized at bedtime (Yang et al., 2006).

Paradoxical intention addresses cognitive preoccupation with sleeplessness, which foments
insomnia, by instructing patients to try to stay awake for as long as possible. Its effectiveness
may be a result of redefining the task, thus removing the performance anxiety associated with
the urgency of falling asleep (Ascher & Efran, 1978).

Cognitive behavioral therapy (CBT) combines various nonpharmacological strategies, as
noted in Table 9.5. Unlike many forms of therapy, CBT for insomnia is structured, time lim-
ited, and focused on sleep-related issues. Data are lacking regarding the specific type of psy-
chotherapy or combination of therapies that are optimal for a given patient; therefore, CBT
attempts to address multiple dimensions of insomnia by combining these various strategies
to enhance efficacy. In clinical settings, the types of strategies utilized may vary in relation
to the nature of the insomnia. The combination of strategies utilized can also change over
time, as the nature of the insomnia changes with treatment. Individual treatment sessions are
typically conducted once per week over the course of 6 to 8 weeks. However, in clinical set-
tings, the length of treatment and the number and frequency of visits may vary as a function
of various factors such as the presence of comorbid conditions, the severity of the insomnia,
the combined use of hypnotics, and the patient’s motivation and ability to engage in therapy.
The utility of CBT has been demonstrated mostly in primary insomnia, yet there is a growing
body of literature that suggests that it can be useful in comorbid insomnias, including alco-
holism, fibromyalgia, Alzheimer’s disease, osteoarthritis, and COPD (Stepanski & Rybarczyk,
2006).

CBT has been shown to have consistent short-term (average 5 weeks) efficacy, and dura-
bility of benefit of up to 6 months following the termination of treatment (Belanger, Morin,
Langlois, & Ladouceur, 2004). It is at least as effective as pharmacotherapy, and has superior
long-term durability of benefit, possibly owing to its attempt to dissipate poor sleep habits,
anticipatory anxiety, and misconceptions about sleep—factors that develop following the ini-
tiation of insomnia that serve to perpetuate it for long periods of time. It also enjoys greater
patient acceptance than pharmacotherapy (Morin, Gaulier, Barry, & Kowatch, 1992). Its ma-
jor drawbacks, relative to pharmacotherapy, lie in its greater reliance on patient initiative
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and motivation; greater patient participation in the treatment process; patients’ ability to
accept the notion of delayed gratification; greater inconvenience; greater time commitment;
possibly greater cost; and limited availability of practitioners, in the form of trained thera-
pists, who are capable of conducting treatment. Attempts have recently been made to address
some of these drawbacks through the provision of treatment in groups, training primary
care nurse practitioners and nurses in primary care settings to provide CBT, and even devis-
ing telephone, videotape, and Internet treatment modalities; a recent study demonstrated
both short-term efficacy and long-term durability of benefit with Internet CBT (Ritterband
et al., 2009). Attempts have also been made to provide CBT with an abbreviated number of
sessions; a recent study demonstrated the efficacy of individualized behavioral instructions
delivered in two intervention sessions and two telephone calls over the course of 4 weeks;
improvements were maintained over 6 months (Buysse et al., 2011).

The adverse effects of CBT have not been systematically explored, although they seem
to be few and minor. Limiting caffeine intake during sleep hygiene education can result in
caffeine withdrawal symptoms such as headaches and malaise. Sleep restriction can trigger
seizures and should be avoided in patients with a history of seizures, especially if they are
not optimally controlled. Sleep restriction can also result in high levels of daytime sleepiness,
which, in turn, can increase gait instability in the elderly and in those with preexisting dis-
orders that interfere with balance, and can interfere with occupational or social functioning.
Patients should be counseled to avoid driving if sleepy.

Circadian Rhythm Adjustment

When insomnia involves a circadian component, management of the sleep component of
these conditions includes behavioral measures such as sleep schedule adjustment and proper
sleep hygiene practices, timed bright light administration, melatonin, and hypnotic agents.
Studies have shown that correction of the underlying sleep phase misalignment can result
in improved sleep continuity, diminished sleep latency, and a lessening of insomnia sever-
ity (Sack, 2007a and Sack, 2007b). Although melatonin has not been widely accepted as a
consistently effective treatment modality for undifferentiated insomnia complaints, it has
been shown to be effective in advancing the sleep—wake rhythm and endogenous melatonin
rhythm in delayed sleep phase disorder, leading to a decrease in sleep latency in that disorder
(van Geijlswijk, Korzilius, & Smits 2010). It has also been shown to hold promise in the treat-
ment of shift work disorder, where results have been inconsistent, with some studies revealing
a shift in circadian phase in parallel with improved sleep quality and duration (Morgenthaler
etal., 2007). A thorough review of circadian rhythm disorders associated with insomnia and
their management is beyond the scope of this chapter, and readers are referred to other pub-
lications in this area (Morgenthaler et al., 2007).

INTEGRATING PHARMACOTHERAPY WITH CBT

CBT Versus Pharmacotherapy

From the discussion above, it is evident that both hypnotic agents and CBT offer important
avenues for the treatment of insomnia. Short-term (6- to 8-week) treatment studies have
generally shown them to be equally effective in addressing specific aspects of insomnia, such
as sleep latency, number of awakenings, wake time after sleep onset, total sleep time, and sleep
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quality; CBT may, however, be more effective in reducing latency to sleep onset (Smith et al.,
2002). The improvement sustained by medication tends to be rapid, yet this improvement
is lost rapidly after drug discontinuation. On the other hand, benefit derived from CBT is
slower, yet well sustained long after the discontinuation of treatment (Morin, Colecchi, Stone,
Sood, & Brink, 1999; Morin et al., 2009; Sivertsen et al., 2006).

Despite the proven effectiveness of these two modalities, there are no studies providing
guidance as to which therapeutic modality may be more appropriate to initiate for a given
clinical situation. Below, therefore, are the authors’ suggestions of some factors to consider in
selecting the choice of therapy.

Factors Favoring the Initiation of Treatment With CBT or Pharmacotherapy

Some of these factors, with the corresponding optimal initial choice of treatment, are noted
in Table 9.9. A careful clinical assessment of the patient’s specific needs prior to the institution
of treatment is essential in determining the optimal treatment options. The identification of
psychological, cognitive, and behavioral factors that either caused, or continue to perpetuate,
the insomnia favors the initiation of treatment with CBT. For example, patients who have
poor sleep habits such as persistently adhering to irregular bedtimes and who consume caf-
feinated beverages close to bedtime may benefit from sleep hygiene education; patients who
have unrealistic expectations regarding sleep needs or who focus on the catastrophic conse-
quences of poor sleep may benefit from cognitive therapy; patients whose sense of anxiety
and tension increases with the approach of bedtime may benefit from relaxation training
techniques, and so forth. As noted above, CBT requires considerable patient participation in
the treatment process and an ability to delay gratification, and the lack of these two essential
ingredients favors the use of pharmacotherapy. In addition, the need for rapid symptom-
atic improvement, as in the case of a severely sleepy patient whose social and occupation

Table 9.9 Factors favoring the initiation of treatment with CBT or pharmacotherapy.

Factor CBT Pharmacotherapy

Identification of psychological, cognitive, or behavioral factors in
the perpetuation of insomnia

High capacity to delay gratification

<2 2. =2

Motivation to be an active participant in the treatment process
Need for rapid clinical improvement \
Need for sustained clinical improvement

History of, or present, substance use/abuse

Multiple comorbid medical conditions (e.g., COPD, OSA)

Need to minimize the metabolic burden of multiple medications

2.2 2 =2 2

History of sensitivity to medication side effects
Limitation of available time on the part of patient or provider \

2

Failure following multiple hypnotic trials
Failure of CBT

Limitation of financial resources
Shortage of trained CBT therapists
Impaired ability to communicate

2. 2 2 =2
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functioning is significantly impaired as a result of insomnia, pharmacotherapy may be more
appropriate of an initial treatment option.

Combination Strategies

Studies examining the combination of pharmacologic agents and CBT in the initial manage-
ment of primary insomnia are listed in Table 9.10. As is evident, there are only a handful of
studies that have utilized diverse methodologies, and many are limited by the small numbers
of subjects.

As noted above, available treatments for insomnia do not provide full remission in all
patients. The most common rationale for utilizing a combined approach is to manage non-
response or poor response on one form of therapy, or to strive to maximize response by
initiating combined treatment. Therefore, medication management can be combined with
CBT in a number of different scenarios: (a) pharmacotherapy and CBT can both be initiated
at the same time; (b) pharmacotherapy can be initiated first; and (c) CBT can be initiated
first. Studies in Table 9.10 collectively indicate there is a slight increase in short-term efficacy

Table 9.10 Studies examining the combination of pharmacologic agents and CBT in the initial
management of primary insomnia.

Reference Groups Medication Duration Results

Milby et al,, CBT (2,5) + med, sham Triazolam 3 weeks CBT + med > sham CBT

(1993) CBT

Hauri et al., CBT (1,5), followed by Triazolam 6 weeks Acute: CBT=Med. 10-mo

(1997) CBT + med or waiting follow-up: CBT alone >
list med

Morin et al., CBT (1,2,3,4), med, Temazepam 8 weeks All treatments > placebo,

(1999) CBT + med, placebo trend for CBT + med >

either treatment alone.
Sustained benefit only for
CBT 3, 12, and 24 mos. later

Rosen et al., Med + CBT(5,8,0r 1) Estazolam 4 weeks Improvement in all
(2000) conditions
Jacobs et al., CBT (1,2,3,4,5), med, Zolpidem 6 weeks CBT and CBT + med >
(2004) CBT + med, placebo med and placebo.
CBT > CBT + med

Vallieres et al., Med then Med + CBT; Zoplicone Two Combined treatment
(2005) Med + CBT then Med; treatments of followed by CBT only

CBT 5 weeks each yielded best results
Wu et al., CBT, med, CBT + med, Temazepam 8 weeks All treatments > placebo,
(2006) placebo trend for CBT + med >

either treatment alone.
Sustained benefit only for
CBT 3 and 8 mos. later

Morin et al., CBT(1,2,3,4,5), Zolpidem 6 weeks 6 weeks: CBT + Med >
(2009) CBT + Med followed by CBT; 6 months: best long-
6 months term results with initial
combination therapy
followed by CBT alone

Key: 1. Sleep hygiene education; 2. Stimulus control therapy; 3. Restriction of time in bed (sleep restriction);
4. Cognitive therapy; 5. Relaxation therapies; 6. Paradoxical intention; 7. Cognitive behavioral therapy; 8. Guided
imagery. Med: Medication; >: More efficacious.
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when combined approaches are utilized relative to medication alone. Therefore, CBT may be
utilized to augment medication efficacy in patients who are initiated on pharmacotherapy.
However, combined approaches are not consistently superior to CBT alone, suggesting that
the addition of medication to CBT may not necessarily be of added benefit. This is not totally
surprising, inasmuch as patients who are offered pharmacotherapy may lose some of the mo-
tivation and emotional investment in CBT following the introduction of pharmacotherapy.

Regarding long-term efficacy, the available data suggest that, regardless of the combina-
tion strategy utilized, initial, and even continued, CBT appears to be critical in ensuring that
benefits are sustained. Nevertheless, long-term results are difficult to interpret in regards to
combination strategies, since some suggest that initial treatment with CBT alone may confer
better long-term benefit than combination therapies. When various sequences were exam-
ined, the optimal sequence appeared to be when CBT is introduced early on in treatment,
either before or concurrently with medication. In fact, initial or continued treatment with
medications risks the possibility of diminishing long-term efficacy, possibly through decreas-
ing initiative and effort on the part the patient, key ingredients in any CBT technique.

Continued treatment with CBT can also be of assistance in tapering and discontinuing
hypnotic medications in long-term hypnotic users. In a clinical trial with two comparison
groups, one group of patients with chronic insomnia and one group of patients with chronic
insomnia and hypnotic abuse (using zolpidem in doses of 20 to 70 mg per night), Zavesicka,
Brunovsky, Matousek, and Sos (2008) demonstrated that 8 weeks of CBT was highly effec-
tive in improving sleep efficiency in both groups. Further, this study found that in a group of
hypnotic abusers, sleep efficiency improved significantly after a gradual discontinuation of
the hypnotic in the course of CBT treatment (week 2 to 6 of 8-week protocol). This study is
consistent with the findings of multiple other studies showing that providing CBT produces
significantly better outcomes in sleep quality for patients who undergo gradual hypnotic
discontinuation and for patients with secondary insomnia.

In carefully selected cases, combination therapies may also be useful in enhancing compli-
ance to either treatment alone; CBT may serve as a method to address concerns and miscon-
ceptions regarding medications in a patient who has been recommended pharmacotherapy.
Similarly, medication management may promote sleep in a patient recommended CBT, and
whose frustration with slow progress threatens to lead to noncompliance. Clearly, these con-
siderations need to be counterbalanced with the need to maintain motivation and emotional
investment in patients undergoing CBT. No data are currently available regarding these uses.

CONCLUSIONS

Insomnia is a common and consequential complaint in psychiatric settings. Its management
necessitates a systematic evaluation, followed by effective management of comorbidities. Di-
rect management of insomnia can be effectively accomplished with an array of hypnotic
agents or CBT. A careful examination of the patient’s specific needs is important in determin-
ing which therapeutic modality may be optimal. In addition, combination strategies can be
considered for patients in whom an initial strategy is not optimally effective.
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Integrating Psychotherapy and Medication
for Addicted Patients

Diane St. Fleur and Brian Johnson

INTRODUCTION, EPIDEMIOLOGY, AND CLASSIFICATION

Addiction is a complex neurological and psychological pathology, a difficult and deadly dis-
ease to treat. Forty-five million Americans are addicted to nicotine—22% of men and 17%
of women. Twenty-two million Americans suffer from addiction to alcohol and illicit drugs
(Okie, 2010). This number has been relatively stable with a slight positive trend.

Nicotine, alcohol, and marijuana are the three most common substances of abuse and
have been for some time. Opioid medications have increased up to the fourth most com-
monly abused drug. However, the two most lethal drugs, nicotine and alcohol, are sold legally
in the United States, and physicians are empowered to prescribe three classes of addictive
drugs: opioids, benzodiazepines, and stimulants, making the induction of addiction a com-
plex and multifactorial matter. Treatment, therefore, is often difficult and multimodal. There
are patient, clinician, legal, corporate, and public health variables at play.

The definition of “addiction” (repeated harm from use) should guide the provision of
treatment regardless of the source of addiction. Addiction is characterized by repeated
harm and at the same time, strong urges to continue to use the drug. A denial system is
required for victims of addictive illness to continue using the drug that is hurting them.
A formal, DSM IV-TR diagnosis of addiction requires significant impairment from use
of a drug and further delineates the diagnosis of abuse versus dependence with the latter
containing more physiological signs and symptoms of addiction. After two decades of
utilizing the DSM-IV as a diagnostic guide, the American Psychiatric Association (APA)
DSM-5 Substance-Related Disorders Work Group has proposed significant shifts in the
diagnostic categorizations of addiction (Peer et al., 2013). The authors found it prudent
to highlight some of the general changes to assist readers in creating an up-to-date di-
agnostic framework as they utilize this text. As most fundamental changes, DSM-5 will:

1. replace the diagnoses of abuse and dependence with specifiers that exist along a con-
tinuum to reflect severity;

2. organize itself according to substance rather than diagnosis;

3. lower the diagnostic threshold making the syndrome easier to achieve.



ADDICTED PATIENTS 205

A change in these diagnostic frameworks will likely have an impact on the epidemiology,
individual illness behavior, biopsychosocial treatment approach, and research implications.
The authors suspect that the changes in DSM-5 will allow the prevalence of substance use
disorders (SUD) to modestly increase, thus increasing the need for credible and more widely
available psychotherapy and pharmacotherapy treatments (Peer et al., 2013).

Fundamental Concepts of the Neurology and Psychology of Addiction

There are only about 20 chemicals known to humans that alter the drive system so as to
create a new drive (Johnson, 2008). These substances (alcohol, nicotine, benzodiazepines,
opioids, stimulants, marijuana, phencyclidine, etc.) all work by diverse mechanisms (Nes-
tler, 2005), but with the same uniform end result. They cause sensitization of the ventral
tegmental dopaminergic SEEKING system to the chemical (Berridge & Robinson, 1998).
After sufficient exposure to the chemical, the person begins to want the drug, irrationally
and insistently.

Initial actions of the drugs work as follows: Stimulants such as cocaine and methamphet-
amines increase dopamine barrages from the ventral tegmental area (VTA) directly to the
nucleus accumbens shell by blocking the dopamine reuptake transporter protein (Niehause,
Cruz-Bermudez, Kauer, 2009). Opioids act as a brake on an inhibitory system involving ga-
baergic interneurons that slow dopamine neurotransmission from the VTA to the nucleus
accumbens shell (Nestler, 2005). Removing this inhibition from the VTA results in increased
dopamine barrages to the nucleus accumbens shell. Cannabis’s tetrahydrocannabinol lodges
in endocannabinoid receptors in inhibitory gabaergic VTA interneurons, inhibiting this
brake so that there is increased dopaminergic stimulation of the nucleus accumbens shell
(Fattore, Fadda, Spano, Pistis, & Fratta, 2008). Nicotine has receptors on the VTA, and stimu-
lates activating signaling from the amygdalae (Nestler, 2005). The mechanism for alcohol and
benzodiazepines may be that in withdrawal from these gabaergic drugs, there is a lessening
of gabaergic inhibition of the VTA, and dopamine neurotransmission is increased (Enoch,
2008). Despite this variability, the initial mechanism of physical addiction for every addic-
tive drug is that dopamine neurotransmission from the VTA to the nucleus accumbens shell
is altered. The pathway does not end with the nucleus accumbens shell. As seen in Fig. 10.1,
there are limbic and frontal centers connected with this subcortical pathway. As the effects
of stimulation in the subcortical pathway cause long-term potentiation of higher centers,
and drugs are wanted, drug cues recognized at pathways involving amygdalar, hippocampal,
and frontal activation provoke neural firing, and descending glutamatergic pathways increase
craving by stimulating more dopamine release. The higher centers notice possible availability
of drugs, and turn up craving.

However, the pathways in Fig. 10.1 allow for the concept that there are two mechanisms
of induction of craving: the upper and the downer pathways. The upper pathway, activated by
cocaine, methamphetamine, and nicotine, directly increases firing from the VTA to the NA.
The downer pathway is less direct. The interneuron braking system is deactivated, leading to
increased activation of VTA to NA dopamine. This would account for the fact that the up-
per drugs cause drug craving so commonly, and are harder to become abstinent from, while
downer drugs such as cannabis, alcohol, opioids, or benzodiazepines provoke addiction with
lower frequency. Patients routinely say that nicotine is harder to stop than alcohol or heroin.
When drugs in the downer group are used for recreational or medical reasons, most users do
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Figure 10.1 Craving/Dreaming Pathways: Neurop = neuropeptides, GABA = gamma amino butyric acid,
CB = cannabinoid.

not become addicted. Fig. 10.1 shows the upper (right lower triangle) and downer (starting
with the opioid peptide neuron) circuits.

Persons whose brains have been changed by addictive drugs via the mechanisms just noted
must obtain the chemical or they are punished by ferocious displeasure if there is, “[a] resis-
tance to the compulsion, a hold-up in the discharge reaction,” or distinct withdrawal effects
(Freud, 1920). By using drugs, individuals begin to “want” them for no reason other than
that brain changes stipulate they are needed by associative learning. This might be construed
as being unconscious or biological, that the brain is now becoming hardwired to obtain the
substance even at deleterious costs. There are secondary changes in the brain as addiction
progresses as well. Later brain changes involve routinization of drug SEEKING by reorgani-
zation of pathways (Koob & Volkow, 2010) involving the nucleus accumbens core (Kalivas &
Volkow, 2005) and diminished prefrontal inhibition (Everitt & Robbins, 2005), especially if
there are losses of brain tissue due to the various degrading effects of these drugs. The longer
active addiction occurs, the harder it is to recover. Initiating brain changes with one drug
results in faster adaptation with craving for a second addictive drug (Berridge & Robinson,
1998).

Initially, the drug recruits the SEEKING system so that the addicted person urgently wants
the drug no matter what the consequences. Later on, a state emerges in which the addicted
person relies on the drug of abuse to render him or herself free from the negative affective
state that relentlessly endures when the drug is absent (Koob & Volkow, 2010). The uncon-
scious compulsive behavior of seeking and consuming the substance(s) is an effort to miti-
gate this stressful, anxiety-provoking state, as well as a reflection of how the drug has altered
the neurocircuitry involved.
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The maladaptive changes are significantly driven by “opponent process” (a = change in-
duced by the drug, b = compensatory brain adaptation), whereby the homeostatic nature
of the hedonic system self-adjusts to changes induced by the drug (Koob & Volkow, 2010).
Neural circuits are driven by a number of neurotransmitters that shift in accordance with
the opponent process. Their main location is in the basal forebrain and mesocortical limbic
system. The “b” process tends to outweigh the “a” process, resulting in accelerating dysphoria
that is briefly relieved by additional drug administration. Drug addiction also entails altering
of pathways such as the hypothalamus—pituitary axis, which increases baseline stress (Koob &

Volkow, 2010).

PHARMACOLOGICAL TREATMENTS

Similar to the treatment of other psychiatric disorders, the field of addiction treatment is Bal-
kanized even further at times, with more clinicians of varying credentials providing care. This
more often than not creates a split model paradigm where prescribers do not provide psy-
chotherapy and psychotherapists do not prescribe, or in some models suggest no prescribing
occur at all (Miller & Dunlop, 2011). In a recent description of “the combined behavioral
intervention,” which is based on principles of motivational interviewing, cognitive behavioral
therapy (CBT), and 12-step facilitation, leaders in the field asked the question, “What kinds
of behavioral therapies should be offered in combination with medications to maximize
treatment effects?” (Longabach, Zweben, Locastro, & Miller, 2005). The answer to date is not
clearly known, but available data will be presented throughout this chapter.

Pharmacological treatments will be covered first, as a standalone treatment to provide a
quick review. Coverage of psychosocial treatments will be discussed initially from a psycho-
analytic perspective, but then broadened to include other approaches. Psychoanalysis has
theoretical explanatory power, and yet continues to be the least supported by empirical stud-
ies. As with any psychotherapeutic approach, patient and clinician variables must be weighed
before choosing an appropriate theoretical approach for each patient. In the conclusion, we
will examine the limited literature on combining psychosocial and pharmacological treat-
ments, as this is the true goal of this chapter.

Most authors and most approved pharmacologic indications suggest that medication man-
agement alone is not to be used as a definitive treatment for any addiction. Most regulatory
studies contain at least supportive or motivational aspects in addition to taking a cessation-
based medication. To be thorough, yet brief, Table 10.1 summarizes available medication
treatments based upon the abused substance at hand. A discussion of treatment options is
organized according to the overall effect of the drug: acting as a stimulant or depressant.

Cocaine and Amphetamines

Researchers have investigated several psychotropic agents as treatments to prevent relapse.
Regarding anticonvulsant treatment, treatment arms may carry a higher retention rate than
placebo, but a 2008 Cochrane review demonstrated that anticonvulsants are not efficacious
and are often side-effect prone (Minozzi et al., 2008). The alcohol cessation drug disulfiram
is not only pro-dopaminergic but also anti-noradrenergic, which theoretically may attenuate
cocaine effects on addiction circuits. Despite these properties, data has not supported it as an
efficacious treatment (Pani et al., 2010).

In light of the success of methadone maintenance treatment, researchers have trialed psy-
chostimulants as cocaine agonist therapy as well. Conclusions were not significant, though



208 DIANE ST. FLEUR AND BRIAN JOHNSON

Table 10.1 Summary of pharmacotherapies of common addictive drugs.

Drug Treatment Dose (mg) Efficacy Side Effects
Alcohol Disulfiram 250-1500 mg None given to Garlic taste, Fatigue
daily patient, good when Monitor LFT
administration
observed
Naltrexone 100 mg daily Some decrease of Nausea
craving and relapse
Topiramate 200 mg daily Some decrease of Fatigue, Confusion
craving and relapse
Acamprosate 666 mg three Little Diarrhea
times per day Arrhythmia
Opioids Methadone 60-200 mg daily Decrease of crime, Sexual dysfunction
HIV, hepatitis C. Constipation
Opioids and other Increased pain
drugs commonly
used.
Buprenorphine 8-24 mg daily Similar to methadone Similar to
methadone
Naltrexone 50 mg by Nausea, Anhedonia
parenteral
(PO) 384 mg
intramuscularly
(IM)
Nicotine Varenicline 1 twice a day 1 year abstinence: Depression, Nausea
21% vs. 9% placebo
Bupropion 300-450 mg daily 1 year abstinence: Anxiety, Dry mouth
26% vs. 18% placebo
Nicotine less than 23 mg 1 year abstinence:

18% vs. 12% placebo
Source: meta-analysis

trends for bupropion, d-amphetamine, and modafanil had the highest rates of abstinence
(Castells et al., 2010).

Antidepressants have also been studied. A 2011 Cochrane review that analyzed 37 studies of
3,551 participants discovered mixed results. A greater number of treated individuals achieved
abstinence as a trend only. The evidence most strongly supported tricyclic antidepressants
(TCA) (Pani et al., 2010). Dopamine agonists were not efficacious (Amato et al., 2011).

Regarding amphetamines, a series of small studies have investigated agents with pro-
dopaminergic properties ranging from stimulants, antidepressant, and anti-emetics with
5HT3 receptor properties. Since then, review studies have shown that tyrosine, anti-
depressants such as mirtazapine, and anti-emetics such as ondansetron are not effective.
D-amphetamine agonist treatment is supported by limited data only (Castells et al., 2010).

Nicotine

Bupropion, varenicline, and nicotine-replacement therapies (NRTs) are FDA-approved
treatments for nicotine dependence. Varenicline is the most effective treatment, followed by
bupropion and then NRTs (Wu, Wilson, Dimoulas, & Mills, 2006). These are some of the
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best-studied cessation medications, and again all utilized supportive psychotherapies inte-
grated with the pharmacotherapy in their regulatory trials. Varenicline is a partial nicotinic
agonist and has two- to threefold greater cessation rates than attempts of quitting without
any pharmacologic treatment while undergoing supportive therapy (Cahill, Stead, & Lan-
caster, 2012). A 2012 systematic review found varenicline to be a superior treatment com-
pared to NRTs and bupropion (Mills et al., 2012). Bupropion SR taken at 300 mg/day was
also superior to placebo (Hays et al., 2001). There was brief cessation counseling at each visit.
In an actual practice setting, bupropion had a 1-year cessation maintenance rate of 24% to
33%. In an open label trial (Swan et al., 2003), NRTs were shown to have superior efficacy
compared to placebo. However, the effects were dependent on the duration and the level of
support that was provided. NRTs were shown to be more effective with a combination of the
standard dose patch and rapid delivery NRT such as nicotine chewing gum (Stead, Perera,
Bullen, Mant, & Lancaster, 2008).

Alcohol

The Food and Drug Administration (FDA) has approved four pharmacological agents for
the treatment of alcohol addiction. Acamprosate has demonstrated to be more efficacious
than placebo in over two dozen double-blind RCTs. Acamprosate decreases alcohol con-
sumption by its effect in the nucleus accumbens and ventral tegmental area via glycine- and
nicotine-mediated receptors respectively (Chau, Hoifodt-Lido, Lof, Soderpakm, & Ericson,
2010). Acamprosate may also mitigate withdrawal symptoms by inhibiting glutamate recep-
tors (Naassila, Hammoumi, Legrand, Durbin, & Daoust, 1998). Disulfiram may also enhance
the efficacy of acamprosate when combined in a polypharmacy approach (Wilde & Wagstaff,
1997). Disulfiram monotherapy inhibits aldehyde dehydrogenase. A severe sick reaction oc-
curs in the setting of any ingested or absorbed alcohol due to disulfiram-mediated increase
in acetaldehyde levels. Disulfiram is effective for short-term abstinence, but its long-term
efficacy is limited (Jorgensen, Pedresen, & Tonnesen, 2011). Naltrexone is an antagonist that
competes with opioid agonists in the CNS. It promotes abstinence and decreases alcohol
cravings and binge drinking. A double-blind placebo-controlled study of subjects in outpa-
tient alcoholism treatment settings demonstrated that 54% of the placebo-treated subjects
relapsed versus the 23% of the naltrexone-treated group (Volpicelli, Alterman, Hayashida, &
O’Brien, 1992). Naltrexone’s efficacy is often superior to acamprosate and disulfiram (Wit-
kiewitz, Saville, & Hamreus, 2012). Topiramate, the fourth agent, may be neuroprotective by
mitigating glutamate surges (Likhitsathian et al., 2012). Compared to naltrexone at 50 mg
per day, studies have shown better efficacy for topiramate at a mean dose of 200 mg per day
in a sample of 182 patients.

Opioids

Methadone- (MMT) and buprenorphine-maintenance treatment (BMT) are the gold stan-
dards for opioid use disorders. Although efficacious in terms of harm reduction, the indi-
vidual is still addicted to opioids and using prescribed agonist agents in a harm-reduction
model. Buprenorphine is a partial-opioid agonist with a lower abuse potential than metha-
done and generally has less severe side effects (Jasinski, 1997). There are mixed views about
the difference of efficacy and safety profile of buprenorphine and methadone. A dosage of
8 mg daily of buprenorphine is as effective as 60 mg daily of methadone (Johnson, Jaffe, &
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Fudala, 1992). Buprenorphine has been found to be more effective than off-label alpha ago-
nists such as clonidine and lofexidine, which are often used in detoxification (Gowing, Ali, &
White, 2009).

Cannabis

Currently, there is no clearly efficacious treatment for cannabis use disorders. Rimonabant, a
cannabinoid receptor (CB1) antagonist and buspirone may aid treatment, but the data that
supports this is inconclusive. The antidepressant mirtazapine has not been shown to be effec-
tive in treating cannabis use disorders but may mitigate withdrawal symptoms (Benyamina,
Lecacheux, Blecha, Reynaud, & Lukasiewez, 2008).

PSYCHOTHERAPY

In a meta-analysis of controlled trials of treatments for alcohol use disorders, Miller and
Wilbourne (2002) ranked psychotherapy as number 44 of 46 listed interventions. They ex-
plained, “Differentiation among various psychodynamic and other insight-oriented psycho-
therapies appeared unnecessary in that none was found to affect drinking outcomes.” (Miller
and Wilbourne, 2002, p.268) Miller and Wilbourne’s number one intervention was one or
two visits for advice about drinking. The second most evidence-based therapy was motiva-
tional enhancement.

Beginning this chapter’s review of psychotherapy approaches are psychoanalytic and psy-
chodynamic modalities. The hallmark of these stances is that the patient is the center of the
initiative. Aspects of character, or how we habitually behave, are a part of implicit thinking.
Patients can only modify behavior if it enters explicit thinking. Hence, the analytic therapist
seeks to help the patient be consciously aware of how he or she is behaving in regards to ad-
diction and why. In the next section, the authors propose to briefly review their approach
within a psychoanalytic framework. This will be followed by a review of other psychotherapy
modalities in order to have a theoretically balanced chapter.

Three Basic Views of Addiction From Psychoanalysis

I. Neurobiology—The concept of addiction being driven by the capture of the ventral
tegmental dopaminergic SEEKING system as mentioned above. Exposure to addictive
drugs changes the brain’s activity. Not only do the drugs become urgently wanted, but
also the conflict between the drive to obtain the drug and the dire consequences of using
the drug generates a new set of unconscious defenses, the “denial system.”

II. Affect Intolerance—Addiction has also been described as a manifestation of inability to
tolerate affect or intense emotional states. Khantzian’s (1985, 1999) “self medication
hypothesis” states that addictive drugs ameliorate psychologically intolerable states.
Khantzian (1999) also suggests that addiction has to do with the inability of an addict
to internalize self-care from parents. The concept of affect intolerance has been further
developed by Dodes (1990, 1996), describing addictive behaviors as unconscious expres-
sions of rage in response to feeling helpless.

III. Object/Transitional Object—This view started with Winnicott’s (1958) observation that
the child becomes addicted to the transitional object. Kernberg (1975) described object-
related dynamics of addiction, to replace a parental image in depression, an all-good
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mother in borderline personality, to refuel the grandiose self in narcissism. Wurmser
(1974) described the terror of being separated and saw the intense shame and rage mani-
fested in addictive behaviors as part of an attempt to maintain contact with objects.
In his formulation, slavish submission to an unreasonable set of internal prohibitions
alternates with unregulated rebellious addictive behaviors. Johnson’s (1993) formula-
tion of addiction as an object suggests that addictive behaviors generate a sense of be-
ing accompanied that is on a continuum of character types. Borderline patients have
difficulty having steady nurturing relationships. Addicted patients use their addictive
behaviors to replace unreliable parents during adolescence. Therefore, the addictive be-
haviors become a transitional object equivalent adopted during adolescence rather than
the blanket/teddy adopted during separation—individuation. Narcissistic and antisocial
individuals adopt a set of internalized fantasies that they rely on, fitting social norms
such as being a famous athlete in narcissism or being asocial and individually deter-
mined in antisocial personality, such as, “It is OK to kill this person this time.” Narcis-
sistic and antisocial defenses can break down during adult life, resulting in new addictive
behaviors. In this formulation, relatedness to the addictive behavior is protected by the
denial system. Addicted persons who get sober are besieged by difficulty relating. This
period may be resolved by improved ability to depend on humans. If this new skill is not
acquired, the person reverts to active addiction. Addicted persons who get sober may
also be tempted to use narcissistic defenses, which place them beyond help—doomed to
return to the addictive behavior when the narcissistic defense fails.

Interpreting these analytical situations and unconscious forces may allow the following
ameliorative process:

1. The aggressive drive for control of one’s existence with integrity is nothing to be ashamed
of.

2. The patient needs to struggle to be conscious of what he or she really wants, rather than
settle for addictive responses.

3. Conflicts and vulnerabilities regarding self-assertion, and difficulty tolerating helplessness
when necessary, have their origin in childhood experiences that need to be remembered
and worked through in treatment.

These underlying ideas and theories behind these psychotherapeutic approaches may be
psychological or biological or both in nature. Psychopharmacologists may want to consider
these as common themes when engaging in medication management sessions where patients
continue with repetitive patterns and behaviors that appear dynamic in nature and thwart
medication compliance and adherence. In other words, having a psychological framework
in which to address and manage the patient may improve rapport, compliance, and ideal
outcomes in medication management.

A neuropsychoanalytic formulation of addiction would make integrative sense if the
provider assumes that both pharmacotherapy and psychotherapy are biological processes
(Solms & Turnbull, 2002). Using the above formulation that addictive drugs capture the
SEEKING system, an updated and neuroscience-based equivalent of Freud’s drive system,
the authors formulate the mechanism of addiction as adding a new, artificial drive to the in-
nate drives for food, water, sex, and relationships (Johnson, 2008). The experience of drives
operating inside us can impel us to do things that we do not consciously “want” to do. This
often leads to an interpretation by the analyst that certain behaviors are “intentional but not
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conscious.” The reasons patients do things are often not apparent to them. Much of the work
of psychoanalysis has to do with patients becoming conscious of their real motives, what are
the true goals of their will (Wheelis, 1956).

Therapy modalities targeting automatic thoughts, response prevention, and motivational
and statistical harm reduction seek abstinence through promoting new learning . Psychoana-
lytic oriented therapies seek abstinence through understanding psychic conflicts and there-
fore targeting the unconscious nidus of addiction. In this way, psychoanalytic approaches
may actually map to the functional neuroanatomy of addiction and be best understood in
parallel with the neurobiological mechanisms of addiction.

Dynamic deconstructive psychotherapy (DDP) is a neuropsychodynamically based
treatment for co-occurring alcohol use disorders and borderline personality disorder. It
is delivered as a weekly, manual-based treatment over a 12- to 18-month period. It is hy-
pothesized to remedy three neurocognitive functions: association—the ability to identify,
acknowledge, and sequence emotional experiences; attribution—the ability to form com-
plex and integrated attributions of self and others; and alterity—the ability to form realistic
and differentiated attributions of self and others. Outcomes over 30 months are shown in
Fig. 10.2, compared to the best care available in the community, or optimized community
care (OCC). OCC participants received more treatment than the DDP subjects, including
individual psychotherapy, alcohol counseling, case management, and medication manage-
ment. DDP participants (Fig. 10.2) displayed significant improvement in heavy drinking
from baseline to 30 months, with an effect size of 1.77. (An effect size of 0.2 is regarded as
small, 0.5 as medium, and 0.8 as large.) There was not a significant change from baseline
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Figure 10.2 Cumulative response to DDP treatment as measured by the proportion of participants achieving
atleast 25% improvement in Borderline Improvement of Severity Over Time score; primary outcome measure.
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for OCC subjects. Recreational drug use completely remitted by the end of DDP treatment,
and remained in remission at 30 months (effect size 1.13). For OCC subjects, recreational
drug use worsened. Five of 15 OCC subjects were using street opioids, cocaine, sedatives,
amphetamines, and/or cannabis (Gregory, Delucia-Deranja, & Mogle, 2010). DDP allows
for simultaneous medication management and was delivered by psychiatrists in this trial,
and could be considered an integrated treatment. In the only other published randomized
controlled study of treating these commonly comorbid disorders used dialectical behavioral
therapy (DBT). There were no changes in symptoms 6 months after the end of treatment
(Van den Bosch, Verheul, Schippers, & Van den Brink, 2002).

Certainly other psychotherapy approaches must be reviewed in regards to treating addic-
tion and especially where integrated approaches converge. However, the reader will notice a
difference in outcome reporting. A neuropsychoanalytic therapy such as DDP has as its goal
fundamental character change, including the patients’ orientation toward the use of drugs
and alcohol. Therefore, reports of alcohol and drug use over time, such as 1-year abstinence
rates, make sense. Behavioral therapies have as their goal harm reduction. Reports of con-
tinuous abstinence over time are often unusual. Outcomes tend to be reported as changes in
overall use, such as percentage of drug-free days. The “evidence base” of these treatments is
based on reduction of using days, harm reduction, rather than change in orientation toward
use. This can make comparing studies difficult at times in regards to outcomes.

The underlying assumption of CBT of addiction is that learning processes play an impor-
tant role in the development and continuation of addiction. Therefore, these same learning
processes can help patients recover from their addictions (Carroll 1998). Adherence to the
specific goals of treatment is measured as part of outcome studies. CBT of addiction is usually
delivered as a time-limited intervention, 12—24 visits. Short treatments that seek to impart a
particular set of patient-driven interventions are ideal for measuring outcomes.

The two main components of CBT are functional analysis and skills training. Functional
analysis plays an important role in helping the patient understand high-risk situations that
may provoke relapse to active addiction. These situations would include both internal emo-
tional states as well as external drug cue-containing environments. Skills training includes
both the unlearning of old habits associated with drug and alcohol use as well as learning
or relearning healthier skills and habits. In addition to delivering specific skills, the therapist
must attend to the therapeutic alliance, which is an essential base for skills delivery. Home-
work is often a part of this treatment. The patients are encouraged to think about the skills
outside the treatment session, write down their application of the concepts delivered during
the training sessions, and explain to the therapist how they applied the concepts when faced
with real-life situations that demanded new skills.

Rawson et al. (2006) showed a reduction in 30-day use of cocaine or methamphetamine
from 9 days/month to 4 days/month 1 year after a 16-week treatment for 45 subjects. As is
typical of this kind of reporting, the clinical significance of reducing stimulant addiction
from 9 to 4 days/month is unknown, but from a harm reduction point of view, more than
50% of use was averted.

A meta-analysis of 53 randomized trials of CBT conducted from 1982 to 2006 that in-
cluded 23 alcohol studies, 11 stimulant studies, 11 polydrug studies, 6 marijuana studies,
and 2 opioid studies showed a reduced use effect size at 1 year of 0.096 (Vocci & Montoya,
2009). While this finding was statistically significant due to a large pool of subjects, the
clinical significance of this small effect size is questionable, and the meta-analysis appears
to be quite diluted and not homogenous in nature. This systematic review of psychological
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treatments for stimulant misuse described the addition of contingency management—a
behavioral approach that gives rewards for submitting drug-free urines—to a CBT variant,
called Matrix therapy, as follows. “The Matrix as well as contingency management group
had significantly more methamphetamine-free urine samples (P = 0.01) and a greater mean
period of continuous abstinence (4.6 versus 2.8 weeks for treatment as usual, P = 0.02),
demonstrating a clear treatment effect of add-on contingency management” (Rawson et al.,
2006, p. 267).

Motivational Enhancement Therapy (MET)

Another widely utilized approach is motivational enhancement therapy (MET). Key inter-
vention strategies for MET include open-ended questions, affirming clients, reflective listen-
ing (clarification), summarizing statements, eliciting change, talk, and empathy. MET uses
as a framework a hierarchy of “states of change” that is navigated with addicted patients
(Rollnick & Miller, 1995). These “states” are labeled precontemplation, contemplation, plan-
ning, action, and maintenance. In the precontemplation stage, individuals simply use their
drug thoughtlessly, and have no interest in stopping. As they move through these stages, the
individual thinks more and more realistically about having to stop their drug, how to stop,
and what the requirements are to stay in sustained sobriety. These states are descriptive, and
the underlying mechanisms of why one person would be in “precontemplation” and an-
other in “action” are not discussed in the motivational interviewing literature. Describing the
mechanisms of progression through these states requires this discussion of the intersection
of psychodynamics and neurophysiology.

A Cochrane review (Smedslund et al., 2011) of 59 studies that included 13,342 partici-
pants in treatment for alcohol use disorders or drug use disorders found no effect at long-
term follow-up. They found: “The evidence is mostly of low quality” and concluded that
“[t]he results show that people who have received [motivational interviewing] (MI) have
reduced their use of substances more than people who have not received any treatment.
However, it seems that other active treatments, treatment as usual and being assessed and
receiving feedback can be as effective as motivational interviewing” (Smedslund et al., 2011,
p. 2) in certain patients. There was not enough data to conclude about the effects of MI on
retention in treatment, readiness to change, or repeat convictions. Again, this analysis was
conducted on a very heterogeneous population, making the outcomes published difficult to
apply to specific patient populations.

Twelve-Step Facilitation (TSF)

TSF was originally created to be a control treatment against which to measure the out-
comes of the “active” treatment, CBT and MET, in Project Match. Its manual features 12—15
structured psychotherapy sessions where the patient is encouraged to attend either Alco-
holics Anonymous (AA) or Narcotics Anonymous (NA). It is a brief exposure to 12-step
recovery without having to go to the meetings. An absolute need for abstinence and the
need for others to participate in one’s recovery are central tenets of this approach (Dono-
van & Floyd, 2008).

The Project Match trial found TSF similar in efficacy to CBT and MET. Since it had been
set up as a control treatment, currently no independent outcome studies could be found that
measured the effect of TSE.
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Comparative Outcomes for Psychotherapy

To our knowledge, there has been only one randomized-controlled trial directly comparing
outcomes of psychoanalytic therapy (PT) to CBT and none to MET. The comparison be-
tween PT and CBT for patients with cocaine dependence indicated no difference in outcomes
between these two treatments (Crits-Christoph et al., 1999). Most reviews have reported that
psychosocial treatments of addiction have relatively modest effects and that there are only
minor differences between treatments. In his review, Woody (2003) described the overall
effect size of addiction therapy as small to medium. A recent meta-analysis reached similar
conclusions and reported an overall effect size of 0.45 (Dutra et al., 2008). In describing Proj-
ect Match, which compared outcomes for CBT, MET, and TSF, Cutler and Fishbain (2005)
found that only 3% of the drinking outcome at follow-up could be attributed to any specific
treatment.

The UKATT study of alcohol treatment (UKATT Research Team, 2007 ) modeled on Proj-
ect Match, followed a cohort of 742 clients with alcohol problems over 12 months. Treatment
was randomized between social and behavioral network therapy (SBNT) and MET. Initial
hypotheses were that clients with weak social networks would show better outcomes with
SBNT and that the following four conditions would respond better to MET: low levels of
readiness to change, severity of psychiatric morbidity, high anger index, and level of alcohol
dependence. None of these hypotheses achieved statistical significance in this study. In their
discussion, adding in the findings of Project Match, the Research Team concluded:

The conditions in question here are that two large, rigorous, multi-center randomized controlled
trials in two different health systems have failed to demonstrate any clinically meaningful incre-
ment to treatment effectiveness. It therefore seems warranted to consider the possibility that there
were no substantial matching contingencies waiting to be discovered. . . . An explanation of this
phenomenon is that “the technological model” of treatment in which specific theory-based treat-
ment techniques are held to be responsible for effectiveness is invalid. Rather, all effective treat-
ments share one or more non-specific ingredients that are able to facilitate the required change in
behavior. A related idea is that any kind of credible treatment represents a culturally sanctioned
opportunity that gives the client “permission” to change behavior; once an intentional decision to
solve the alcohol problem has been made, a process of change is instigated that proceeds indepen-
dently of any particular component of or theory of treatment. (UKATT, 2007, p. 234)

Outcomes for a Combined Behavioral Intervention—The COMBINE Study

The most rigorous outcome study in the addiction literature likely was the COMBINE study
(Anton, O’Malley, & Cirauloda, 2006). Here, 1,383 alcohol-dependent individuals were ran-
domized into nine groups: placebo and medical management; acamprosate and medical
management; naltrexone and medical management; acamprosate, naltrexone, and medical
management; placebo and the combined behavioral intervention (CBI); acamprosate and
CBI; naltrexone and CBI; acamprosate, naltrexone, and CBI; and CBI alone. The CBI was
designed by a team of experts who incorporated elements of the three psychotherapies de-
scribed above, CBT, MET, and TSF. Potential subjects who were addicted to drugs other than
alcohol, cannabis, or nicotine were excluded, and potential subjects who required medica-
tions for a comorbid psychiatric disorder were excluded. Albeit a larger study, it excluded
key comorbidities, so application to the general population may be limited. The outcome of
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the COMBINE study for alcohol dependence showed that positive composite clinical out-
comes at 1 year were observed in 38%—-50% of patients, with the worst outcomes in patients
who received medical management with placebo (no naltrexone or acamprosate) and bet-
ter outcomes in those who received medical management plus either naltrexone or special-
ized alcohol counseling. Naltrexone use appeared to have the greatest impact upon sobriety
when compared to psychotherapy, combined or otherwise. There was no apparent difference
shown for any treatment during the 1-year follow-up, suggesting that combining psycho-
therapy with medication management had little benefit in this particular study.

Efficacy, Effectiveness, and a Critique of RCTs of Psychotherapy

Efficacy refers to a carefully demarcated treatment that employs a manual to which therapists
are required to adhere. The manualized treatments are tested by randomized controlled trials
(RCTs) either against an inert control, such as patients on a waiting list, or against other psy-
chotherapies. These psychotherapies are tested under conditions that may not resemble real
clinical practice (i.e., less comorbidity, less severity, less at-risk populations). In contrast, ef-
fectiveness studies measure outcomes for psychotherapies that have been conducted by prac-
titioners in the real world, but the “evidence” of the impact of the treatment on the outcome
is limited by a lack of homogeneity of the treatment delivery and the patient population, and
a lack of randomization and controlled doses of treatment (Westen & Bradley, 2005; Ablon &
Jones, 2002). According to Carroll (1998)

A review of randomized-controlled trials (RCTs) suggests that, across substances of abuse but
most strongly for tobacco, there is good evidence for the effectiveness of CBT compared with
no-treatment controls. The most rigorous level of testing compared CBT with other active treat-
ments (in effect asking the question “Is CBT more effective than other widely used treatments?”
rather than, “Is CBT better than no treatment or minimal treatment?”). These comparisons have
led to less consistent results; some studies indicate the superiority of CBT, while others have
shown CBT as comparable to, but not more effective than, other approaches.

Of course, the randomized controlled study of DDP against optimized community treatment
(OCCQC), described earlier in the chapter, would be a wonderful example of constructing an ef-
fective test of a newly designed neuropsychoanalytic treatment against what practitioners in
the community are currently doing to help their patients. The DDP study is obviously limited
by the fact that it was carried out in only one location, and contains only 15 DDP subjects
and 15 OCC subjects.

In a review of the RCT approach, Morgenstern and McKay (2007) explained, “The review
suggests weak support for the technology model of psychotherapy research. Lack of support
is interpreted as indicating flaws in several model assumptions about how to conceptualize
and measure patient responsivity and the interaction of non-specific and specific therapeutic
factors.” We have cited evidence that a listing of RCT “efficacious” treatments is likely to be
flawed by virtue of an incorrect assumption that a psychotherapy such as MET is fundamen-
tally different than PT. Ironically, some of the most stringent prospective studies have found
little benefit to integrated, combined medication plus psychotherapy care. The authors have
explained that this may be due optimistically to the idea that all psychotherapies utilize core
skills and techniques regardless of dogma. Pessimistically, it may be that many interventions
simply do not work, or do not work any better than other treatments.
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Najavits and Weiss (1994) reviewed outcomes in addiction psychotherapy and found them
much more related to the nature of the psychotherapists than the particular brand of treat-
ment they offered. Skilled interpersonal functioning by the therapist was related to good
outcomes. This is not surprising, given the evidence that the therapeutic alliance has been the
most consistently reliable predictor of psychotherapy outcome (Horvath & Symonds, 1991).
Najavits and Weiss (1994) suggested some research support relating good outcomes to the
capacity to establish alliance, warmth and friendliness, affirmation, understanding, helping,
protecting, and an absence of belittling and blaming. They also cited suggestions that the
ability to be active; tolerate anger and control one’s own anger; be flexible, patient, and advo-
cating for involvement in AA; being charismatic, emotional, and inspiring; being conscious
of avoiding power struggles, willing to confront denial, and enjoying working with addicted
patients led to more positive outcomes. Many of these therapist traits could be considered
universal, and the more that are applied in session, the greater likelihood of a response. These
core skills are often involved in pharmacotherapy sessions, or should be reintroduced, to
build rapport and to enhance compliance and outcomes. Clinicians who are aware of these
skills sets could escalate them in medication management sessions and provide integrative
treatment to the addictive patient in the office setting.

Similarities and Differences—Process Research

Psychotherapy process research attempts to break down different approaches into their tech-
nical components. It can be used in a comparative trial to assess whether the psychotherapy
as delivered is really different from what it is being tested against. In an analysis of a RCT of
psychotherapy for depression, Ablon and Jones (2002) found that the psychotherapy deliv-
ered as “interpersonal psychotherapy” contained more CBT interventions than interventions
that were classified as unique to interpersonal psychotherapy.

There are a number of articles from psychoanalytically oriented writers discussing the
similarities and differences with CBT approaches (Migone & Liotti, 1998; Williams, 1999;
Milton, 2011). Perhaps the most valuable of these has been the study of how expert clini-
cians’ prototypes of an ideal treatment correlate with outcome in psychodynamic and CBT.
Eleven psychodynamic and ten cognitive behavioral internationally recognized therapists
performed a Q-sort of their psychotherapeutic techniques. Through this procedure, the most
common techniques could be identified in each approach. Two psychodynamic and one CBT
of 30, 38, and 32 hours were then rated according to the same Q-sort of potential therapeutic
interventions by independent raters. The findings indicated that the psychodynamic thera-
pists applied a significant amount of cognitive behavioral strategies in addition to psycho-
dynamic technique, whereas the cognitive behavioral therapists applied primarily cognitive-
behavioral techniques, but also included occasional use of psychodynamic techniques. They
concluded that cognitive behavioral techniques could be considered a subsample of the tech-
niques used by the psychodynamic therapists (Ablon & Jones, 1998). Extrapolating to the
psychopharmacologist providing a medication only framework, he or she may want to con-
sider that they are always providing psychotherapy. Whether one was initially trained psycho-
dynamically, cognitively, or interpersonally, the prescriber is likely utilizing overlapping skill
sets. Regardless of taxonomy, the prescriber should be aware of these skill sets and actively
use them in session when treating addicted patients. This is true integration of techniques
if the psychopharmacologist keeps these skill sets in mind and has a long enough session to
employ them.
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In the above study, psychodynamic techniques, though infrequent, predicted positive out-
come when employed in CBT approaches. Perhaps integration should include use of multiple
psychotherapy skills and combining with medication management? Focusing on the impact
of distorted cognitions was negatively correlated with outcome. Further, when therapists
tried to correct problems in the therapeutic alliance by increasing their adherence to the
techniques in the cognitive behavioral manual, it further strained the alliance, whereas use
of psychodynamic interventions was correlated with positive outcome. The authors offered
that the high degree of overlap in applied technique across different treatment models may
explain why different forms of treatment in standard outcome studies demonstrate similar
results (Ablon & Jones, 1998).

Addiction psychotherapy is more unitary than might be assumed by the existence of PT,
CBT, MET, and TSE. The treatment approaches are so overlapping as to make siding with one
or another approach adventitious. After a careful review, many differences appear to be the
result of “branding” of therapies and use of different terms for the same ideas in one or another
tradition. The reason for overlap is that they all exist to treat very difficult patients, and over
time, individual practitioners have found some interventions that work better than others.

Psychotherapy of addiction is a wide-open field with no clear superiority of any one ap-
proach and where outcomes could doubtless be better. An ideal psychotherapy for addiction
has yet to be described. PT, CBT, MET, and TSF are all valid approaches that find their uses
according to the particular training of the therapist and the conditions under which the
treatment is delivered. Addicted patients have a life-threatening illness that is ruled by un-
conscious factors. All psychotherapies aim to make patients more conscious of the choices
that they are constantly making.

Ideally, therapists will vary their approach to make it specific for each patient. PT, MET, TSE,
and CBT have strengths and weaknesses for addicted patients. The strength of PT (and also of
MET) is that by putting the patient at the center of initiative, the patient can feel empowered,
and the psychoanalytic therapist can monitor associations and use increasingly powerful inter-
pretations, from clarification to transference interpretation, to help the patient be conscious,
and therefore more likely to be in control, of decisions regarding drugs and alcohol. A study by
Karno and Longabaugh (2005) has indicated that the outcome of alcoholic patients with mod-
erate or high reactance is strongly and negatively related to the degree of therapist directiveness.

However, the CBT therapist’s more structured and directive stance may be helpful for
certain patients. Patients who use avoidance will often not bring up obvious relapse-oriented
behaviors and may state, “I can’t think of anything to say.” Patients are sometimes screening
their associations from the therapist because the first thing that comes to mind refers to their
intention to drink/use. CBT might better unearth relapse-oriented behaviors and cravings
by virtue of its more directive and systematic approach to screening for relapse tendencies.
Psychopharmacologists all may have different approaches when prescribing. Some are more
directive and forceful. Others offer a partnership and deliberation with their patients. The
astute psychopharmacologist also should improve therapeutic skills to match the individual
patient being seen at the time. Further process research is needed to better delineate these
specific treatment interventions within therapeutic modalities that mediate the relationship
between patient characteristics and outcome, so that treatment may be tailored to the indi-
vidual needs of a particular patient.

The authors hope that this discussion of similarities and differences has made addiction
practitioners more comfortable in using what they know without worrying that they are tak-
ing sides in some conflict about what is “right” in psychotherapy.
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COMBINING PSYCHOTHERAPY AND MEDICATION

The final part of the above section suggests that clinicians who treat addiction might want
to consider integrated psychotherapy approaches. This final section could ask, “Might there
be a way to combine our psychotherapy approaches to addiction with our understanding
of the neural mechanisms to other pharmacological somatic interventions?” There is a lim-
ited literature on this approach. Most studies start with a particular method, and add in a
complementary treatment, such as adding psychotherapy to methadone maintenance, as will
be described below. The single treatment that was specifically designed to incorporate both
medication and psychotherapy from the beginning is behavioral couples therapy (BCT).

Behavioral Couples Therapy

Rather than have a single patient arrive for treatment, BCT is organized to have family mem-
bers arrive together. The nonalcoholic partner is asked to give the alcoholic partner disulfi-
ram as a part of the treatment. Medication administration occurs as part of a prescribed daily
engagement where difficult topics can be broached, but expressions of love and appreciation
are also required. Compared to couple education or interactional couples treatment, the ef-
fect size was 0.55 after the conclusion of treatment and 0.45 at 12-month follow-up. In a
comparison of BCT with individual treatment of men with alcoholism, 50% of the subjects
remained abstinent during treatment versus 30% receiving individual treatment. During the
year of treatment, 8% of BCT subjects had drug-related arrests versus 28% of individually
treated men, and 13% of BCT subjects required inpatient treatment versus 35% of individu-
ally treated men (Fals-Stewart, O’Farrell, & Birchler, 2004).

CBT and Disulfiram for Cocaine Dependence

Eighty-five percent of cocaine dependent persons were also alcohol dependent (Suh, Pet-
tianati, Kampman, & O’Brien, 2006). A late pharmacodynamic discovery is that there is a
second action of disulfiram: inhibition of dopamine beta hydroxylase. This is the enzyme
that converts dopamine to norepinephrine. The apparent mechanism of action of disulfiram
is to reduce norepinephrine-induced stress that leads to relapse (Gaval-Cruz & Weinshenker,
2009). Participants in a yearlong study of CBT and 250 mg of disulfiram daily were more
reliably abstinent than subjects taking placebo and subjects treated with interpersonal psy-
chotherapy and disulfiram (Carroll et al., 2004). Therefore, disulfiram has two advantages
in treating patients with cocaine dependence. The patient is protected from starting with
alcohol and progressing to cocaine use. Independently, the patient is protected from starting
a relapse with cocaine.

Methadone Maintenance and Psychotherapy or Drug Counseling

Woody (2003) used the same general schema of psychoanalytic therapies, CBT, motivational
interviewing, and drug counseling/TSF that was described in this review. He described the
outcomes of each approach in the treatment of patients in methadone maintenance pro-
grams based at Yale University and the University of Pennsylvania (Penn). Subjects with low
comorbidity improved with any treatment. The Penn study showed that subjects with high
psychiatric comorbidity did better in terms of employment, legal, psychiatric, and drug use
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indices, as measured by the Addiction Severity Index. This finding was not replicated at Yale.
Woody’s explanation for the divergence of findings was that at Penn the psychotherapy of-
fices were located within the methadone maintenance program, whereas the Yale psycho-
therapy offices required a short walk from the methadone program.

As the reader can see, there is much theory that can support the integration of psycho-
therapy plus pharmacotherapy for the treatment of addiction patients, but the amount of
stringent research studies related to an integrated approach are few.

CONCLUSION

The neurobiology of addiction is much better understood in the 21st century than it was for
much of the 20th century. Manipulating the brains of addicted patients with medications
and combining reasonable psychotherapies that take advantage of medication interventions
makes perfect sense. However, evidence-based treatments with this approach are just begin-
ning to appear.

As described above, the technology of exactly how to document that one or another ap-
proach is more effective needs much development before any school of psychotherapy can
declare victory over another. The methodology of Gregory et al. (2010) in showing the out-
comes of dialectical deconstructive psychotherapy compared with optimized community
care might be the most sophisticated attempt currently available, albeit on a small scale at
present. As noted in the critique of Westen and Bradley (2005), clinicians need to know that
one or another approach, applied in the real world and compared against another commonly
used approach using real world subjects and with carefully documented outcomes, is shown to
be psychotherapist friendly, and is more effective than another intervention for patients who
are at risk of dying from addiction. The phenomenon of “branding,” that academics borrow
interventions and techniques from other therapies, but label them as if they were a unique
invention, may be at times destructive toward the goal of identifying effective treatments.

Finally, the best approach probably resides in the person of the psychotherapist. This may
be an underlying reason that TSF has such strong research support as a treatment. It is often
carried out by recovering people who care deeply about their own experience, strength, and
hope, and want to carry the message of recovery to patients with whom they identify. Alli-
ance; warmth; friendliness; affirmation; understanding; helping; protecting; and being char-
ismatic, inspiring, and emotional—all wrapped up with a sense of pleasure in being paid to
do what comes as part of their spiritual recovery—means that practitioners of TSF may have
a built-in advantage over other trained providers.

Hopefully, this review has been helpful to the reader. Pharmacology treatments have been
reviewed. Psychotherapy treatments have been reviewed. Finally, where available, integrated
treatments have been reviewed or at least theorized in regards to how the work to improve
patient outcomes.
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Integrating Pharmacotherapy and
Psychotherapy in Perinatal Distress

Amy Wenzel

INTRODUCTION

Although the integration of pharmacotherapy and psychotherapy is important to achieve in
the treatment of many, if not all, clinical presentations, it is particularly important to achieve
in the treatment of perinatal distress. I define perinatal distress as the presence of clinically
significant psychiatric symptoms of depression or anxiety in women who are pregnant or
who are in the first year postpartum. The decision to medicate a perinatal woman is made
with great care, as during pregnancy, medications cross the placenta and are absorbed by
the fetus, and when postpartum women are breastfeeding, a portion of the medication can
be measured in the breast milk. Thus, medicating a woman during pregnancy and lactation
means that the prescriber is, to some degree, medicating the fetus or the infant. For this rea-
son, many practitioners and patients, alike, unilaterally opt for psychotherapy rather than
pharmacotherapy. That being said, there are numerous instances in which the medication of
a pregnant or lactating woman is indicated on the basis of aspects of her clinical presentation.
In other words, the decision not to medicate a perinatal woman is not so clear-cut and cer-
tainly not a rigid rule of thumb. Rather, prescribers consider a number of different variables
in ultimately making a treatment recommendation.

The empirical literature on pharmacotherapy and psychotherapy for perinatal distress is
largely separate from one another; as such, I summarize and evaluate these bodies of litera-
ture in a sequential manner in the first parts of this chapter. Specifically, I describe available
data on the safety of two general classes of pharmacological interventions for the fetus and
infant, as well as data on some specific medications within those classes. The few efficacy
studies that have evaluated pharmacological treatments for perinatal distress are examined.
In addition, I describe the literature that evaluates the efficacy of two evidence-based psycho-
therapies for perinatal distress, providing commentary on design limitations and clinical im-
plications. However, what is most innovative is the consideration of the integration of the two
approaches to psychiatric treatment. Thus, in the last major section of the chapter, I evaluate
current practice guidelines that practitioners can consult as they weigh the advantages and
disadvantages of various approaches to treatment and provide additional insight about other
variables that have relevance for the integration of pharmacotherapy and psychotherapy for
perinatal distress. I conclude the chapter with suggestions for future research.
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PHARMACOTHERAPY FOR PERINATAL DISTRESS

The decision to medicate a pregnant or lactating woman is complex and must be made on the
basis of a number of competing factors. As might be expected, one of the first factors that
the prescriber considers is the risk of harm to the developing fetus or nursing infant due to
exposure to the medication. Currently, the U.S. Federal Drug Administration (FDA) provides
guidelines for prescribers by assigning all medications to one of five risk categories dur-
ing pregnancy: (a) Category A indicates that well-designed research with humans has failed
to demonstrate that there is risk to the fetus if the medication is taken during pregnancy;
(b) Category B indicates that well-designed animal studies have failed to demonstrate that
there is risk to the fetus if the medication is taken during pregnancy, but there are no well-
designed studies in humans; (c) Category C indicates that animal studies have demonstrated
that there may be adverse risk to the fetus if the medication is taken during pregnancy, but
there are no well-designed studies in humans, and the benefit of taking the medication might
outweigh the risk; (d) Category D indicates that there is evidence from research with humans
that there is risk to the fetus if the medication is taken during pregnancy, but the benefit of
taking the medication might outweigh the risk; and (e) Category X indicates that animal
and/or human research has demonstrated that there is risk to the fetus if the medication is
taken during pregnancy, and that the risk of taking the medication outweighs the benefits.
Most of the medications that are commonly prescribed to treat depression and anxiety fall
in Categories C and D.

There are a number of criticisms of these FDA guidelines. First and foremost, they pertain
only to pregnancy and exclude lactation. Although a separate set of guidelines for the medi-
cation of lactating women has been developed by Dr. Thomas Hale, a renowned professor of
pediatrics (Hale, 2012), having one set of guidelines that spans pregnancy through lactation
using a similar format and similar criteria would achieve the greatest continuity of care. Sec-
ond, the FDA guidelines imply that risk systematically increases from Category A to Category
X, which is overly simplistic because (a) different categories rely more or less on data from
animal studies rather than human studies; and (b) Categories C—X consider risk relative to
benefit, rather than risk alone (FDA, 2009). In addition, the FDA guidelines are problematic
because they (a) give the impression that all medications in the same category are associated
with the same level of toxicity; (b) do not identify adverse effects that vary as a function of
dose, duration, frequency of administration, or gestational time of exposure; and (c) consider
only planned administration at the exclusion of inadvertent exposure (Public Affairs Com-
mittee of the Teratology Society, 2007; Wenzel & Stuart, 2011). As a result, clinical decisions
about medicating pregnant women are often made on the basis of category designations
alone, failing to consider the subtle nuances that could facilitate a more complete conceptu-
alization of the degree to which pharmacotherapy is indicated for a perinatal woman.

In response to these limitations, the FDA has drafted a Proposed Rule that contains a new set
of guidelines for labeling risk associated with medication use in both pregnant and lactating
women (http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/
Labeling/ucm093310.htm). It eliminates Categories A—X altogether and instead contains
concise descriptive summaries that pertain to the many dimensions described above that
affect risk to the developing fetus and nursing infant. The pregnancy subsection contains
(a) arisk summary that addresses risk for structural abnormalities, fetal and infant mortality,
impaired physiologic function, and alternations to growth and that explicitly states whether
the data are based on human or animal subjects; (b) clinical considerations for prescribing;
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(c) predicted risks for inadvertent exposure before a woman knows she is pregnant; (d) fac-
tors influencing prescribing decisions, including pregnancy-related dosing adjustments,
pregnancy-related adverse effects, interventions that may be needed, and risks to the woman
and fetus; and (e) a detailed discussion of available data. The lactation subsection contains:
(a) a risk summary that describes the effects of the drug on milk production, the degree to
which the drug is present in human milk, and the effect of the drug on the nursing infant;
(b) clinical considerations, such as ways to minimize exposure to the nursing infant (e.g.,
timing of medication ingestion); and (c) a detailed discussion of available data. At the time
of the writing of this chapter, the Proposed Rule has not been adopted by the FDA in an
official capacity, so the existing categories of pregnancy risk should be used, supplemented
with Hale’s (2012) guidelines for medication during lactation. However, the Proposed Rule
is presented here because it will change the manner in which prescribers make decisions to
medicate perinatal women in the future.

Although the consideration of risk to the developing fetus and nursing infant is essential in
deciding whether to medicate a pregnant or lactating woman, other factors carry additional
weight. For example, deciding not to medicate a pregnant or lactating woman may put the
developing fetus or nursing infant at more risk than deciding to medicate because her psychi-
atric condition may be associated with adverse physiological and neurochemical sequelae and
may affect her own self-care, prenatal care, and/or ability to care for the newborn (Goldstein &
Sundell, 1999). Thus, prescribers are encouraged to take on a careful risk—benefit analysis that
weighs potential risks to the developing fetus or nursing infant against the potential conse-
quences of an unmedicated psychiatric disorder. Moreover, the mother’s preferences should
also be considered when making this decision, as ambivalence about taking medications while
pregnant and lactating could lead to excessive guilt and rumination, exacerbating psychopa-
thology, and could be associated with noncompliance. Finally, prescribers should factor in the
woman’s previous response to treatment, as treatments that have been successful in the past
would be the logical first-line treatment to use during pregnancy and lactation when a timely
response to treatment is of great importance (Ragan, Stowe, & Newport, 2005).

Although there are no expert guidelines for the treatment of anxiety disorders during
pregnancy, there are well-established guidelines for the treatment of depression that are en-
dorsed by the American Psychiatric Association and the American College of Obstetricians
and Gynecologists during pregnancy (Yonkers et al., 2009). Because depression and anxi-
ety are often treated with the same medications (e.g., selective serotonin reuptake inhibitors
[SSRIs]), it is logical to consult these guidelines in the treatment of anxiety until more spe-
cific expert guidelines become available (Wenzel & Stuart, 2011). According to the expert
guidelines for depression, psychotherapy is indicated for mild to moderate depression, and
medications are indicated for moderate to severe depression (Yonkers et al., 2009). I say more
about these guidelines later in the chapter where I consider variables that affect the integra-
tion of pharmacotherapy and psychotherapy.

When medications are used to treat perinatal women, prescribers must monitor their pa-
tients especially closely and adjust the dosage and timing of medication administration as
a function of the woman’s gestation or breastfeeding status. For example, pregnant women
might need higher dosages because of an increase in total body water, which lowers drug
serum concentrations (Bindorf & Sacks, 2008). Moreover, antidepressant serum levels de-
crease during pregnancy because of increases in plasma volume, enzyme activity, and renal
clearance rates, and drug binding decreases during pregnancy because of lower levels of
protein (Altshuler & Hendrick, 1996; Jeffries & Bochner, 1988). Experts have recommended
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(a) that prescribers carefully monitor drug levels, side effects, therapeutic response, and
toxicity throughout pregnancy because pregnant women’s bodies are constantly changing;
and (b) that the lowest dosage to achieve a therapeutic effect should be used (Bindorf &
Sacks, 2008; Nonacs & Cohen, 1998). When lactating women are taking psychotropic medica-
tions, they are often encouraged to feed their infant immediately before taking the drug, when
plasma concentrations are at their lowest (Eberhard-Gran, Eskild, & Opjordsmoen, 2006).

The discussion to this point in the chapter makes it clear the complexities that must be
considered in making the decision to medicate perinatal women with depression and anxiety.
Of utmost importance is that prescribers remain mindful of the current literature on the
safety profiles and efficacy of the particular psychotropic medications that they prescribe. In
the follow sections, I provide an overview of the empirical research that has examined the
safety and efficacy of medications for perinatal distress.

Safety Data

Antidepressants. The most frequently prescribed medications to treat depression and anxi-
ety are the serotonin reuptake inhibitors, which fall into two main classes: (a) selective se-
rotonin reuptake inhibitors (SSRIs), and (b) serotonin—norepinephrine reuptake inhibitors
(SNRIs). All of these medications fall either in the FDA’s Category C, meaning that there may
be risk to the fetus or infant, but no well-designed studies have confirmed this association, or
Category D, meaning that well-designed studies have determined that their use during preg-
nancy is associated with risk to the fetus. Hale (2012) classified all of the SSRIs and SNRIs as
either “safer” to take during pregnancy, meaning that limited studies have found no adverse
effects in nursing infants exposed to the breast milk of a mother taking these medications, or
as “moderately safe” for use while breastfeeding, meaning that the risk to the infant is likely
to be minimal and nonthreatening, and that it is likely that effects will be seen only in small
doses. However, these recommendations must be taken with caution, as the literature on the
effects of antidepressants on nursing infants is based almost entirely on case studies or case
series.

The vast majority of available research on the safety of these antidepressants is focused
on the SSRIs. SSRI use during pregnancy is not associated with increased rates of miscar-
riage and organ malformation above and beyond the rates observed in the general popula-
tion (Malm, Klukka, & Neuvonen, 2005; McElhatton et al., 1996; Wen et al., 2006), with the
exception of cardiovascular malformations associated with paroxetine use (Cole, Ephross,
Cosmatos, & Walker, 2007). One large study determined that SSRI use after 20 weeks ges-
tation was associated with a sixfold increase in the rate of pulmonary hypertension of the
newborn (PPHN; Chambers et al., 2006), though the absolute level of risk was quite low.
Although a large database study found that SSRI use during pregnancy is associated with
shorter gestations, longer hospital stays, lower birth weights, respiratory distress, jaundice,
and feeding difficulties (Oberlander, Warburton, Misri, Aghajanian, & Hertzman, 2006), it
is likely that these findings were statistically significant because of the size of the database,
and many findings were rendered nonsignificant when severity of mothers’ depression was
controlled. Relative to infants whose mothers did not take SSRIs during pregnancy (i.e., non-
exposed infants), infants whose mothers took SSRIs during pregnancy (i.e., exposed infants)
demonstrated serotonergic overactivity characterized by tremor, restlessness, and increased
muscle tone, but the symptoms declined over the first few days, and no differences were de-
tected at the 2-week and 2-month follow-up visit (Laine, Hekkinen, Ekblad, & Kero, 2003). In
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a longer-term study, Misri et al. (2006) found that there were no differences in internalizing
symptoms in 4-year-old children who had and had not been exposed to SSRIs in utero. With
regard to lactation, SSRIs have low levels of excretion into breast milk and are associated with
few and minor adverse infant outcomes (e.g., colic, gastrointestinal problems, sleep distur-
bance; Eberhard-Gran et al., 2006).

The body of literature examining the safety of specific antidepressant medications is grow-
ing rapidly. For example, prospective research has determined that fluoxetine use during
pregnancy is associated with elevated rates of miscarriage, preterm labor, and admission to
special-care nurseries (Chambers, Johnson, Dick, Felix, & Jones, 1996; see Levine, Oandasan,
Primeau, & Berenson, 2003, for a review), although other studies have failed to replicate these
findings, and women taking fluoxetine in these studies were characterized by elevated rates of
other factors that put the fetus and infant at risk for these outcomes, such as smoking, alcohol
use, and low weight gain (Goldstein & Sundell, 1999; Wenzel & Stuart, 2011). In contrast,
there is no evidence for an association between fluoxetine use during pregnancy and major
organ malformations (e.g., Nulman & Koren, 1996) or long-term cognitive, emotional, and
behavioral problems (Nulman et al., 1997; Nulman et al., 2002). As mentioned previously,
a large database study found that paroxetine use during the first trimester of pregnancy was
associated with cardiovascular defects (Cole et al., 2007), which prompted the FDA to change
paroxetine’s label from Category C to Category D. However, this conclusion is not with-
out controversy, as a subsequent meta-analysis found that elevated rates of cardiac defects
were found in exposed infants of mothers who took other SSRIs during the first trimester of
pregnancy (Bar-Oz et al., 2007), and results from another large database study suggest that
rates of cardiac defects in infants exposed to paroxetine are well within the population inci-
dence of approximately 1% (Einarson et al., 2008). There is less prospective research on other
serotonin reuptake inhibitors, such as sertraline, citalopram, escitalopram, and venlafaxine,
although the studies that have been published provide no evidence to conclude that these
medications are associated with adverse infant outcomes (e.g., Ericson, Kallen, & Wilholm,
1999; Kulin et al., 1998; Malm et al., 2005). There is only one published case report, in the
form of a letter to the editor, on duloxetine use during pregnancy, which described poor neo-
natal adaptation that commenced within hours after birth (Eyal & Yeager, 2008).

Benzodiazepines. Benzodiazepines are often prescribed for the treatment of anxiety dis-
orders, and many prescribers also use them as adjuncts to antidepressants in the treatment
of depression with anxious and agitated features. All of the benzodiazepines that are rec-
ommended for the treatment of anxiety disorders are in the FDA’s Category D, meaning
that well-designed studies have determined that their use during pregnancy is associated
with risk to the fetus. For example, the risk of oral cleft in infants whose mothers took ben-
zodiazepines during pregnancy is 0.6%, which is a tenfold increase over the 0.06% risk in
the general population (Dolovich et al., 1998). Thus, it has been recommended that ben-
zodiazepine use during the first trimester be avoided because that is the period of time in
which major skeletal development occurs (Nonacs, Cohen, Viguera, & Mogielnicki, 2005).
Exposure to benzodiazepines is also associated with withdrawal symptoms when the infant
is born, such as mild sedation, hypotonia, reluctance to suck, apnea, cyanosis, and tempera-
ture dysregulation (March & Yonkers, 2001), although most experts view these symptoms as
temporary and easily managed (Nonacs et al., 2005). Hale (2012) classified benzodiazepines
as “moderately safe” for use while breastfeeding, meaning that the risk to the infant is likely
to be minimal and nonthreatening, and that it is likely that effects will be seen only in small
doses (March & Yonkers, 2001). However, as with the recommendations for antidepressants,
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these recommendations must be taken with caution because the literature on the effects of
benzodiazepines on nursing infants is based almost entirely on case studies or case series.

The vast majority of the literature that documents the effects of specific benzodiazepine
use in perinatal women consists of case studies. In one exception, two prospective studies
of women who used alprazolam during the first trimester found no conclusive evidence for
increased rates of congenital abnormalities and pregnancy loss (Schick-Boschetto & Zuber,
1992; St. Clair & Schirmer, 1992), although these findings contradict conclusions drawn from
case studies (e.g., Barry & St. Clair, 1987). Case studies suggest that clonazepam use during
pregnancy is associated with congenital abnormalities, toxicity, and withdrawal symptoms in
infants, but the majority of women described in these studies were taking a combination of
medications, making the unique effect of clonazepam unclear (Igbal, Sobhan, & Ryals, 2002).
Lorazepam is often viewed as good option for managing anxiety during pregnancy because
it is relatively short acting, it does not easily cross the placenta, it metabolizes primarily to
a pharmacologically inert substance (Igbal et al., 2002), and it is easier to metabolize than
other benzodiazepines because it requires hepatic glucuronidation and not hepatic oxidation
(Elizebeth Goldman, personal communication, November 14, 2012). There is no evidence of
neonatal toxicity associated with oral administration of lorazepam during pregnancy (Godet,
Damato, & Daley, 1995). Perhaps the greatest amount of research on specific benzodiazepine
use during pregnancy has focused on diazepam, although the vast majority of these reports
were published 3—4 decades ago when diazepam was prescribed more frequently than it is
today. These studies suggest that diazepam use during pregnancy is associated with cleft lip
(e.g., Saxen & Saxen, 1975), low birth weight, small head circumference (Laegreid, Hagberg, &
Lundberg, 1992), and a symptom profile similar to fetal alcohol syndrome (Laegreid, Ole-
gard, Wahlstrijm, & Comradi, 1987), although it must be acknowledged that many studies
have failed to identify these associations (e.g., Rosenberg et al., 1983).

Efficacy Data

There is a noticeable paucity of research on the efficacy of psychotropic medications for
perinatal women. In fact, most of the efficacy data that have been conducted with general
psychiatric samples does not necessarily apply to perinatal women, as perinatal women are
often excluded from randomized controlled trials (RCTs) due, in part, to the safety concerns
previously described.

The existing research on the efficacy of psychotropic medications for perinatal distress is fo-
cused specifically on the treatment of postpartum depression. Approximately 15 years ago, Ap-
plby, Warner, Whitton, and Faragher (1997) examined reduction in depressive symptoms in 87
postpartum women 6 to 8 weeks following childbirth, who were assigned to one of four treat-
ment cells: fluoxetine or placebo and one or six sessions of “cognitive behavioural counseling.”
Although postpartum women in all cells reported a decrease in depressive symptoms, those
receiving fluoxetine reported more benefit than those receiving placebo, and those receiving
six counseling sessions reported more benefit than those receiving one session. However, there
was no interaction between fluoxetine and counseling, leading the researchers to conclude that
the combination of both treatment modalities is not needed, and that patients and their health-
care providers have a choice. Wisner et al. (2006) investigated the efficacy of an 8-week trial of
sertraline versus nortriptyline (i.e., a tricyclic antidepressant) in 109 women whose depression
began within 4 weeks postpartum' and found that use of both medications was associated with
similar response and remission rates, times to response, improvements in psychosocial functioning,
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and side effect burdens (though the specific side effect profiles for each medication differed).
Yonkers, Lin, Howell, Heath, and Cohen (2008) compared the efficacy of immediate-release
paroxetine and placebo in 31 postpartum women with new-onset major depressive disorder.
Although depressive symptoms declined similarly across the 8-week trial in both conditions,
greater improvement in clinical severity was found in the paroxetine group, and 37% of women
in the paroxetine group achieved remission, relative to 15% of women in the placebo group.
Thus, the little data that exist suggest that fluoxetine, sertraline, paroxetine, and nortriptyline
are viable medications for the treatment of postpartum depression. However, there are no data
that speak to the efficacy of medications for depression during pregnancy, nor to the efficacy of
these medications for other conditions such as anxiety disorders.

Summary

It is understandable that many women are reluctant to take psychotropic medications dur-
ing pregnancy and lactation, as the fetus or infant will be exposed to these medications, there
are some large prospective studies documenting adverse effects in the fetus or infant, and
there are numerous case studies that describe an array of concerning clinical presentations
in infants exposed to medications in utero soon after they are born. However, it is important
to weigh these risks with observations that most perinatal complications documented in the
literature seem to be short-lived and able to be managed (Nonacs et al., 2005; Wenzel & Stu-
art, 2011). Moreover, important methodological caveats must be considered when interpret-
ing results from large studies that find an association between medication use and adverse
fetal and infant effects. For example, most of these studies do not control for the effects of
maternal psychopathology, and it could be that maternal psychopathology rather than medi-
cation use, per se, is associated with adverse fetal and infant outcomes (Nonacs et al., 2005;
Yonkers et al., 2009). In addition, it is often the case that a significant finding detected in one
study is not replicated in another study. Many of the significant findings use large databases
of thousands of subjects, which makes it likely that small differences between exposed and
unexposed infants will be statistically significant, even if their clinical meaningfulness is ques-
tionable. For example, one study found that SSRI use was associated with shorter gestational
ages at birth, with those exposed infants being, on average, 38.5 weeks, and the unexposed
infants being, on average, 39.4 weeks (Simon, Cunningham, & Davis, 2002). Both of these
gestational ages are considered “full-term.” Finally, most of the studies in this literature do
not use blind raters to assess neonatal outcomes, so it is possible that findings are influenced
by a priori study hypotheses (Nonacs et al., 2005).

My recommendation, then, is that prescribers carefully and collaboratively weigh the
advantages and disadvantages of using psychotropic medication during pregnancy and lac-
tation, taking care to acknowledge the risks associated with both medicating and not medi-
cating the woman. Alternative treatments (e.g., an evidence-based psychotherapy) should be
thoroughly described to the woman, and the availability of trained and competent providers
should be investigated. Psychotherapeutic approaches for perinatal distress that have been
evaluated in the empirical literature are described in the next section.

PSYCHOTHERAPY FOR PERINATAL DISTRESS

A much larger body of research has examined the efficacy of psychotherapy in women
with perinatal distress, relative to the body of research that has examined the efficacy of
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pharmacotherapy. This is likely the case for two reasons. First, as stated previously, pregnant
and lactating women have historically been excluded from RCTs examining the efficacy of
pharmacotherapy for psychiatric disorders, so there was a pressing need to identify alterna-
tive treatments that were efficacious. Second, researchers in the related field of clinical psy-
chology have long been interested in the phenomenology of perinatal distress, as the period
surrounding childbirth represents an ideal set of circumstances in which to study diathesis—
stress models of psychopathology. Indeed, during the 1970s and 1980s, several experimental
psychopathologists examined the degree to which childbirth (i.e., a stressor) was associated
with psychopathology in women who were viewed to be at risk (i.e., who had diatheses)
(e.g., O’Hara, Rehm, & Campbell, 1982). A logical extension of this quasi-experimental re-
search, then, was to develop efficacious interventions for women who were at risk for peri-
natal distress on the basis of these models. This section describes the two psychotherapeutic
approaches that have been evaluated most often in the research literature: (a) interpersonal
psychotherapy, and (b) cognitive behavioral psychotherapy.

Interpersonal Psychotherapy

Interpersonal psychotherapy (IPT) is a short-term, time-limited approach to psychotherapy
that is rooted in psychodynamic theory but that focuses on interpersonal distress in the here
and now (Weissman, Markowitz, & Klerman, 2000). Therapists work with their patients on
current interpersonal distress in one or more of the following domains: (a) role transitions,
(b) role disputes, and (c) unresolved grief (Stuart, 2012). Patients begin to understand their
psychiatric distress in the context of their interpersonal relationships and make tangible gains
in approaching their relationships with increased balance, formulating reasonable expecta-
tions for their relationships as well as for their own role in their relationships, and communi-
cating effectively. Although a few small open trials and RCTs have demonstrated the efficacy
of IPT for anxiety disorders (e.g., Lipsitz et al., 2006; Lipsitz et al., 2008; Robertson, Rushton,
Batrim, Moore, & Morris, 2007), the majority of large RCTs have evaluated IPT for depres-
sion. Results from these trials indicate that the effect sizes for the efficacy of IPT relative to
various control groups is in the moderate to large range (Cuipers et al., 2011; de Mello, Mari,
Bacaltchuk, Verdeli, & Neugebauer, 2005).

IPT has been embraced wholeheartedly by the community of scholars who research treat-
ments for perinatal distress, who reasoned that IPT would have particularly strong face va-
lidity for perinatal women who are facing the transition to parenthood, and hence, a major
transition in their roles that has the potential to be associated with conflict in their close
relationships. In a landmark study of a community sample of women with postpartum de-
pression, O’Hara, Stuart, Gorman, and Wenzel (2000) found that IPT was associated with
significantly greater reductions in interviewer-rated and self-reported symptoms of depres-
sion and significantly greater improvements in social functioning relative to a waiting list
control condition. Spinelli and Endicott (2003) extended IPT for postpartum depression
to antenatal depression and found that it was more efficacious than a parenting education
program in reducing interviewer-reported and self-reported symptoms of depression. More-
over, IPT has been adapted into a culturally sensitive brief format for inner-city, low-income
women, which includes a treatment engagement component and biweekly or monthly main-
tenance IPT in the first 6 months postpartum as needed (IPT-B; Grote, Bledsoe, Swartz, &
Frank, 2004). Results from evaluations of this adaptation suggest that relative to usual care,
IPT-B is associated with higher rates of attendance at an initial mental health appointment,
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higher rates of retention (Grote, Zuckoff, Swartz, Bledsoe, & Geibel, 2007), and reductions
in self-reported depressive symptoms and rates of depression diagnoses (Grote et al., 2009).
Although the efficacy of IPT has yet to be evaluated in perinatal samples with psychiatric
disorders other than depression, Wenzel (2011) recommended that IPT can be considered as
an evidence-based treatment for conditions for which it has been found to be efficacious in
the larger literature when perinatal women (a) are nonresponsive to other treatments that
have a larger empirical base; (b) have difficulty implementing or complying with aspects of
other evidence-based treatments; (c) clearly have interpersonal issues associated with the
onset, maintenance, and/or exacerbation of their psychiatric disorder; and/or (d) express a
preference for this modality.

Cognitive Behavioral Therapy

Like IPT, cognitive behavioral therapy (CBT) is a short-term, time-limited approach to psy-
chotherapy. In contrast to IPT, however, it is not limited to a focus on interpersonal relation-
ships; rather, targets for treatment are any issues that are associated with emotional distress
in the here and now. Although CBT is more of a family of psychotherapies than any one
particular protocol in and of itself, the essential features of CBT are (a) a focus on cogni-
tive case conceptualization, or the understanding of the individual clinical presentation in
light of cognitive behavioral theory; (b) an organized session structure; (c) the application
of cognitive change techniques to help patients achieve an accurate, helpful view of their life
problems; and (d) the application of behavioral change techniques that are tailored to the
particular clinical presentation (e.g., behavioral activation for depression, exposure for anxi-
ety). While implementing these change techniques, the therapist attends to the therapeutic
relationship and ensures that the therapeutic relationship serves as an additional agent of
change (Wenzel, Brown, & Karlin, 2011). CBT has been evaluated relative to waiting list con-
trol conditions and supportive or educational psychotherapy placebo conditions in countless
RCTs and is regarded as efficacious in the treatment of depression anxiety, eating disorders,
and adjustment to many medical conditions, as well as an important adjunct in the treatment
of bipolar disorder and even schizophrenia (Butler, Chapman, Forman, & Beck, 2006).
Unlike the body of literature on IPT for perinatal distress, the body of literature on CBT for
perinatal distress lacks coherence. There have been no large-scale RCTs like that conducted
by O’Hara et al. (2000) examining IPT for postpartum depression. Results from small out-
come studies are decidedly mixed—one found that CBT is no more efficacious than routine
care (Prendergast & Austin, 2000); another found that group-based psychoeducation that
included cognitive behavioral techniques was more efficacious than routine care in reducing
depressive symptoms, but not in improving self-reported social support, marital satisfaction,
or coping (Honey, Bennett, & Morgan, 2002); and another found that CBT was equally as ef-
ficacious as nondirective group and individual counseling but more efficacious than routine
care in reducing depressive and anxious symptoms in women with moderate to severe post-
partum depression (Milgrom, Negri, Gemmill, McNeil, & Martin, 2005). Results from a large
outcome study conducted in rural Pakistan indicated that home-based CBT administered by
“community-based health workers” was associated with lower rates of major depression at
6 and 12 months postpartum, relative to home visits that contained no CBT (Rahman, Malik,
Sikander, Roberts, & Creed, 2008). Studies examining CBT as an adjunct to medication have
also yielded mixed results. Specifically, Applby et al’s (1997) study yielded very large effect
sizes for fluoxetine plus cognitive behavioural counseling (i.e., 3.871; Bledsoe & Grote, 2006).
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In contrast, Misri, Reebye, Corral, and Milis (2004) found that the addition of CBT did not
enhance the efficacy of paroxetine for postpartum depression and anxiety.

Many studies have examined CBT packages that target the prevention of postpartum de-
pression, such that they are delivered to at-risk women during pregnancy or in the hospital
immediately following childbirth. Although three of these studies indeed found that the CBT
package reduced self-reported depression (Chabrol et al., 2002; Cho, Kwan, & Lee, 2008) or
the incidence of a major depressive episode (Muoz et al., 2007) in the postpartum period
relative to usual care, others found no advantage of the CBT package over usual care (Austin
et al., 2008; Hagan, Evans, & Pope, 2004; El-Mohandes et al., 2008; Le, Perry, & Stuart, 2011;
Zayas, McKee, & Jankowski, 2004; see Nardi, Laurenzi, Di Nicol6, & Bellantuono, 2012, for
areview).

How does one make sense of this confusing body of literature? Many of the methodological
limitations characteristic of the general psychotherapy literature apply here, such as sample
sizes that are too small to have adequate power to detect statistical significance for small ef-
fect sizes, samples that are so prescribed that their generalizability to the general postpartum
population is questionable, and high attrition (cf. Nardi et al., 2012). Many of the participants
in these studies were only mildly depressed and spontaneously remitted early in the course
of treatment, regardless of whether they were receiving CBT or usual care. However, a more
fundamental problem with this body of literature is that no “gold standard” CBT protocol for
this population has been developed, evaluated, and disseminated. Rather, the CBT protocols
evaluated in these studies were very different—some were loosely based on a number of CBT
treatment manuals in an unspecified manner (e.g., Misri et al., 2004); others focused primar-
ily on psychoeducation (e.g., Honey et al., 2002; Zayas et al., 2004); others focused primarily
on behavioral skills and problem solving (e.g., Austin et al., 2008; Milgrom et al., 2005); and
others incorporated a combination of cognitive, behavioral, and communication skills (e.g.,
Griffiths & Barker-Collo, 2008; Prendergast & Austin, 2001). A range of healthcare providers
delivered the CBT intervention, such as psychologists (e.g., Austin et al., 2008; Griffiths &
Barker-Collo, 2008; Misri et al., 2004), “senior therapists” (e.g., Milgrom et al., 2005), nurses
(Griffiths & Barker-Collo, 2008; Prendergast & Austin, 2001), “health visitors” (e.g., Honey
etal., 2002), and midwives (e.g., Austin et al., 2008; Hagan et al., 2004), and, in most cases, it
was unclear whether these providers were trained to a specific criterion (e.g., the threshold for
competence on the Cognitive Therapy Rating Scale [Young & Beck, 1980]) and participated
in regular supervision in order to maintain therapist fidelity.

Complicating matters further is the fact that it is probably misleading to refer to some
of these treatment packages as CBT per se. For example, Chabrol et al’s (2002) preven-
tion program consisted only of one session in the hospital soon after women gave birth.
Moreover, women who met probable criteria for depression 4—6 weeks later had the op-
portunity to participate in an eight-visit home-based treatment program that incorporated
supportive, educational, cognitive behavioral, and psychodynamic components, the latter
of which focused on helping “the subject to acknowledge her ambivalence and link it with
her personal history, in particular Oedipal and separation-individuation conflicts” (p. 1041).
These psychodynamic components are unequivocally inconsistent with the manner in which
cognitive behavioral therapists conceptualize their course of treatment and deliver therapy.
Yet, this study is one of the primary ones that are often cited by other scholars to support their
statement of CBT’s efficacy for perinatal women. Moreover, Applby et al. (1997) described
their cognitive behavioral counseling condition as one that was “designed to be delivered
by non-specialists in mental health after brief training” and as having sessions that were
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“structured to offer reassurance and practical advice on four areas of concern to depressed
mothers” (p. 933). Contemporary cognitive behavioral therapists view reassurance seeking
and the direct provision of advice as, at best, peripheral in CBT, and at worst, contraindicated
(Wenzel, 2013). Thus, it cannot be determined whether “CBT” is an efficacious treatment for
perinatal distress because each CBT package that has been evaluated is a unique adaptation
that may or may not incorporate the core components of CBT described at the beginning of
this section. I propose a solution to the state of this literature in the final section of the chapter.

Summary

IPT is a psychotherapy that is unequivocally regarded as an evidence-based treatment for
perinatal depression. IPT-B, in particular, has the potential to be an especially good match
for low-income women who historically do not seek or remain in treatment in clinic set-
tings because it includes a flexible administration of sessions and a treatment engagement
component. There is a vast literature suggesting that CBT is an evidence-based treatment for
depression, anxiety, and other psychiatric conditions, and there are few reasons to believe that
it would be inappropriate for perinatal women. Although the state of the literature on CBT
for perinatal distress is equivocal at best, it can be explained by methodological limitations
(e.g., small sample sizes) and, in most cases, the absence of an established and theoretically
coherent cognitive behavioral foundation from which the treatment can be adapted for this
population.

Despite the fact that the psychotherapy literature is more developed for perinatal distress
than it is for many other conditions, there remains a discrepancy between the treatments that
have empirical support and the availability of these treatments in the community (Wenzel &
Kleiman, in press). Healthcare professionals who make referrals to mental health providers
who claim to have expertise in IPT or CBT would be wise to confirm these providers’ train-
ing and credentials and ensure that they are practicing the protocols that have empirical
support in the literature, rather than implementing isolated interpersonal, cognitive, and
behavioral techniques in an eclectic or atheoretical manner. One source for finding mental
health professionals who specialize in perinatal distress is through Postpartum Support In-
ternship’s “get help” page (http://www.postpartum.net/Get-Help.aspx). Here, the consumer
can be connected to knowledgeable area coordinators representing many different countries,
as well as states within the United States.

INTEGRATING PHARMACOTHERAPY AND PSYCHOTHERAPY
FOR PERINATAL DISTRESS

It is reasonable that clinicians would make decisions about treating perinatal women in the
basis of the guidelines endorsed by the American Psychiatric Association and the American
College of Obstetricians and Gynecologists (Yonkers et al., 2009). A major strength of these
guidelines is that they were developed by leading experts in the field on the basis of empiri-
cally derived data on the safety of psychotropic medications for pregnant women. However,
I would caution clinicians against routinely making the decision to recommend pharma-
cotherapy for moderate to severe psychiatric symptoms without critical evaluation. These
guidelines do not account for the fact that at least one type of evidence-based psychotherapy—
CBT—has been demonstrated to be as efficacious as antidepressant medication for moder-
ate to severe depression and to have longer-enduring effects than antidepressant medication
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(DeRubeis et al., 2005; Hollon et al., 2005). Also important for this consideration is that most
evidence suggests that CBT and IPT are equally as efficacious (Jakobsen, Hansen, Simonsen,
Simonsen, & Gluud, 2012), and IPT is regarded as an appropriate treatment for moderate to
severe distress as well (cf. Stuart, 2012). Thus, I contend that CBT and IPT are also reasonable
options for perinatal women with moderate to severe distress, especially when these women
are hesitant to take psychotropic medications. It would behoove clinicians in these instances
to carefully monitor response to treatment; for example, if objective ratings of depressive and
anxious symptoms are not decreasing across the course of several weeks of treatment, and
these symptoms are associated with substantial interference with self-care or child-care, then
medication augmentation would be in order.

Even when a provider and patient collaboratively make the decision that psychotropic
medications should be used as to treat the woman’s distress, I encourage providers to make
a referral for evidence-based psychotherapy. I base this suggestion on the substantial body
of research demonstrating that evidence-based psychotherapy with or without concurrent
pharmacotherapy is associated with much lower rates of relapse than medication alone (e.g.,
Hollon et al., 2005; see Cuipers et al., 2001, and Gloaguen, Cottraux, Cucherat, & Blarkburn,
1998, for meta-analytic reviews). Even when a woman’s episode of distress remits over the
course of the first year postpartum, she will still be faced with several years of raising a young
child and perhaps balancing work—home responsibilities, and she may very well plan for
another pregnancy during those first few years. An active, problem-focused, evidence-based
approach to psychotherapy can provide such a woman the tools for coping with the ongo-
ing life stressors and challenges that she will invariably experience, thus preventing a future
recurrence of perinatal distress.

Another point to keep in mind is that there is a dynamic interplay between pharmacother-
apy and psychotherapy process and outcome. For example, pharmacotherapy often relieves
patients of bothersome symptoms that have the potential to interfere with making good
use of psychotherapy (e.g., fatigue, sleep disturbance); thus, resolution of these symptoms
early in the course of intervention can help patients assume readiness for psychotherapy.
Conversely, psychotherapy often helps patients to identify self-defeating attitudes and be-
haviors, and addressing these cognitive and behavioral patterns has the potential to increase
medication compliance and attendance at visits with prescribers. Similarly, in some instances,
perinatal women will have ongoing concerns about the use of psychotropic medications, and
a psychotherapy session might very well be a place in which they have the opportunity to
systematically evaluate the advantages and disadvantages of this treatment modality. Thus,
pharmacotherapy and psychotherapy do not proceed in isolation from one another, and it
is very likely that they will exert bidirectional influences on one another in terms of process
(i.e., the mechanism by which each modality exerts its effects) as well as the content (i.e., the
issues that are discussed at the time of the appointments).

The most direct way to facilitate a seamless interplay between pharmacotherapy and psy-
chotherapy is though close collaboration between the prescriber and psychotherapist. Initial
consultation with one another ensures that both healthcare professionals have a similar and
complete conceptualization of the patient’s clinical presentation. Ongoing communication
allows each to be privy to the patient’s attendance at the other’s appointments, side effects,
and any factors that enhance or interfere with treatment. Perhaps most importantly, ongo-
ing communication ensures that both healthcare professionals are in agreement with the
treatment plan and are proceeding with treatment in a manner that reinforces the treatment
plan, rather than inadvertently thwarting it. For example, consider an anxious patient who
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relies on benzodiazepines prescribed on an as needed basis as a way for managing her anxiety
during situations she would rather avoid. Many cognitive behavioral therapists regard ben-
zodiazepine usage in this manner as a false safety signal that interferes with the ability to gain
benefit from a corrective learning experience and, thus, as contraindicated (e.g., Abramowitz,
Deacon, & Whiteside, 2011). Clear and consistent communication between providers can
avoid these scenarios.

Although it is clear by this point in this chapter that I am a strong advocate for the delivery
of evidence-based psychotherapy with or without concurrent pharmacotherapy for perinatal
women, [ must acknowledge the fact that it is difficult for many perinatal women to ar-
range for the logistics that will allow them to attend regular psychotherapy sessions. Perinatal
women are exhausted; they are managing numerous medical appointments; and they are
undergoing a major life transition that leaves many overwhelmed and unsure of themselves.
Regular attendance at psychotherapy can often seem like too much to handle (Wenzel &
Kleiman, 2014). Thus, prescribers should have access to other means for perinatal women
to obtain some of the benefits that are typically gained from psychotherapy. For example,
self-help books often describe many well-established strategies and tools for managing mood
disturbance, and they provide a guided framework for readers to begin to implement those
tools in their lives. I recently summarized and evaluated many self-help resources for peri-
natal women, and I provided tips for maximizing their usage (Wenzel, 2011). In addition,
peer-run support groups are another option for perinatal women to obtain information and
emotional support from others. Thus, prescribers may need to broaden their view of psy-
chotherapeutic processes and benefits and consider other options to which perinatal women
may be more amenable.

CONCLUSIONS AND FUTURE DIRECTIONS

Research on postpartum depression has surged over the past 20 years, and research on peri-
natal anxiety disorders is burgeoning. There is a large body of literature on the short-term
effects of taking psychotropic medications on the fetus and infant, and evidence-based psy-
chotherapies are being adapted for this population. Many researchers and clinicians, alike,
have developed specialty areas in perinatal psychology, which have led to the creation of many
treatment programs and resources to which perinatal women can turn when they need help.

Despite these scientific and clinical advances, much future research is needed to guide
the optimal care of perinatal women. The literature on the efficacy of specific psychotropic
medications for perinatal distress is small and is limited to postpartum depression. We clearly
need more data on the efficacy of the full range of antidepressants and benzodiazepines for
both depression and anxiety disorders during both pregnancy and the postpartum period.
Moreover, the literature on the integrative treatment of pharmacotherapy and psychotherapy
is just as limited, and at present, there is no evidence to suggest that combination treatment
enhances outcome. However, the existing studies on combination treatment used small sam-
ples sizes and, at times, protocols for the psychotherapy condition that were not necessarily
those that have been validated in the larger psychotherapy research literature, so the degree
to which psychotherapy can enhance pharmacotherapy and vice versa is unknown. What is
needed in addition to larger and more targeted efficacy studies is a set of empirically sup-
ported guidelines to facilitate the selection of specific treatments at various points during a
woman’s pregnancy and adjustment in the postpartum period.



PERINATAL DISTRESS 237

In addition, a glaring omission from the literature on psychotherapy for perinatal dis-
tress is a large, well-designed study of CBT for postpartum depression. Unlike IPT experts,
who carefully exported the original treatment (Klerman, Weissman, Rounasville, & Chevron,
1984) and evaluated modest adaptations for perinatal women before making more substan-
tial modifications for particular subgroups of perinatal women (e.g., low-income, inner-city
women) in a step-wise manner, researchers to date who have evaluated CBT for perinatal
distress have developed diverse protocols that may or may not reflect the key components of
CBT packages that have an evidence base in the larger psychotherapy literature. As a result,
results from more studies than not suggest that CBT is no more efficacious than usual care.
This pattern of results is at odds with the larger psychotherapy literature, which points to
moderate to large effect sizes in favor of CBT when it is compared with usual care or a psy-
chotherapy placebo (Butler et al., 2006). I strongly encourage CBT researchers to follow the
model established by the IPT community, such that a well-established evidence-based proto-
col is evaluated in a large sample of perinatal women (such as that described in Beck, Rush,
Shaw, & Emery, 1979; see Wenzel et al., 2011 for a “contemporary” version of CBT for depres-
sion), and then modifications be made systematically in response to the needs of subtypes of
perinatal women. In addition to such a research program, I encourage both the IPT and CBT
communities to conduct larger-scale RCTs to evaluate these psychotherapeutic approaches
for perinatal anxiety disorders, as there is much evidence in the general psychotherapy litera-
ture that anxiety disorders respond to these treatments. A trend for such research in the CBT
literature is beginning to emerge (Ayers, McKenzie-McHarg, & Eagle, 2007).

After systematically developing and evaluating the efficacy of these treatments in controlled
settings, it will behoove researchers to evaluate the effectiveness of these protocols in “real-life”
community settings. Much psychotherapy for perinatal distress is delivered by nurses, mid-
wives, and other support professionals, oftentimes in women’s homes. It will be important
to demonstrate that evidence-based psychotherapies can be transported to these settings in
a manner in which their integrity is maintained. Moreover, it is surprisingly difficult to find
mental health professionals in the community who are trained to deliver evidence-based treat-
ments like IPT and CBT, and it is even more difficult to find an IPT or CBT expert who also has
expertise in perinatal psychology. The dissemination of the therapeutic approaches described
in this chapter will be crucial in order to reach perinatal women in the community, as well as to
facilitate the optimal integration of pharmacotherapy and psychotherapy for perinatal distress.
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Integrating Psychotherapy and
Psychopharmacology in Sexual Disorders

Mehmet Z. Sungur and Anil Giindiiz

INTRODUCTION

New Challenges in the Area of Sexual Disorders

A considerable amount of available information regarding sexual disorders (SD) has been
challenged during the last few decades. SD have long been defined as persistent and recur-
rent difficulties that interfere with one or more stages (desire, arousal, and orgasm) of hu-
man sexual response cycle. Today, even this gross definition has been subject to criticisms.
Clinicians and researchers no longer want to base definitions of SD on sexual response cycles
defined initially by Masters & Johnson (1966) and modified later by Kaplan (1974), as these
cycles follow a linear pattern and are not likely to be analogous in men and women.

All the DSM classifications until the present time based definitions of SD on expert opin-
ions that were not supported by clinical or epidemiological data. Additionally, they included
vague terms such as “satisfactory,” “rapid,” “short,” “minimal,” “recurrent,” “persistent,” etc.,
that were not possible to be quantified and relied on interpretations of clinicians (McMahon,
2008; Waldinger & Schweitzer, 2008). It is argued that diagnostic criteria of many SD are so
imprecise that they hamper advancements in the field of sexual medicine (Segraves, Balon, &
Clayton, 2007). Therefore, operational definitions based on data coming from controlled
clinical trials are more welcome than those that are authority based. One concrete outcome
of efforts to establish operational criteria was acceptance of one minute duration from pen-
etration to ejaculation as a necessary construct to diagnose premature ejaculation (PE) (Mc-
Mahon, 2008; Waldinger & Schweitzer, 2008). Therefore 1 minute duration is included in the
new DSM-5 definition of early ejaculation (American Psychiatric Association, 2013).

Clinicians and researchers recently shifted their attention toward understanding the nor-
mative sexual functions. Increasing knowledge obtained about normal physiological processes
encouraged researchers to challenge the available information regarding sexual pathology.
This challenge has brought many unresolved and controversial issues into discussion, par-
ticularly regarding female sexual dysfunctions.

One of the basic challenges is about defining what makes a sexual problem become a
dysfunction or disorder. Conditions such as delayed ejaculation, vaginismus, or erectile
dysfunction (ED) may indeed be symptoms that represent various etiological categories or
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manifestations of other medical diseases such as diabetes mellitus, rather than disorders.
They can also be variations along normal distributions, which represent transient alterations
in normal sexual activities. They may emerge as consequences of relationship problems and/
or in response to the sexual problems of the presenting partner for adaptive purposes.

Lack of consensus in defining SD leads to problems in determining their prevalence. Dif-
ferent methodologies, different study populations, lack of clear description of research inclu-
sion criteria, differences in study periods, and difference in data collection and measurement
instruments all lead to problems and biases in comparative analysis. Epidemiological data is
important for assessment of overall impact of a clinical condition on a given society. Stan-
dardized operational criteria and standard measurements are therefore essential to improve
our knowledge on prevalence rates, which may be crucial in determining health policies re-
garding sexual issues.

Whether there should be a specific duration and severity criteria in order to diagnose SD is
another challenge. Including a duration and frequency criteria may help to identify more homo-
geneous groups and help differentiate sexual dysfunctions from variations of normal sexual re-
sponse. Epidemiological research indicates that the criterion specifying duration of > 6 months,
combined with the criterion of occurring on > 75% of sexual encounters, serves to distinguish
sexual dysfunctions from transient sexual problems (Segraves et al., 2007). Establishment of du-
ration and severity criteria is necessary when comparing the efficacy of two different interven-
tions (Oberg, Fugl-Meyer, & Fugl-Meyer, 2004; Segraves et al., 2007). Unfortunately, specific
durations have not been part of diagnostic criteria for SD until DSM-5 (American Psychiatric
Association, 2013). However, adding a standard (6 months) duration criteria for all SD as sug-
gested for DSM-5 may cause delay in diagnosis of some sexual dysfunctions such as vaginismus
(defined as genito-pelvic pain/penetration disorder in DSM-5), where a period of 6 months’
duration may be an unnecessary waste of time during which the couple may or may not manage
to stay together due to the emergent and culturally demanding nature of the problem.

Subtyping definitions based on etiology such as organic, psychological, or mixed is an-
other challenging issue, as most of the time it becomes rather hard to make such distinctions,
and they are not necessarily helpful. Therefore this subtying is deleted in DSM-5 (American
Psychiatric Association, 2013).

Another very important challenge comes from increasing recognition that male and fe-
male sexuality could be quite different (Chivers & Bailey, 2005). Until DSM-5, different gen-
ders’ sexual responses were assumed to be analogous. However, there is considerable data
today to claim that sexual interest, motivation, arousal, and pleasure may be experienced
differently in different genders. Therefore, definitions based on common sexual response
cycles are nowadays challenged, leading to a major paradigm shift suggesting that male and
female sexuality are different and therefore subject to be classified and managed differently.
This paradigm shift is reflected in DSM-5 concluding gender specific classifications.

Another challenge is to include terms such as “interpersonal difficulties” or “partner distress”
in the definition in order to fulfill the criteria of SD. Many clinicians today tend to avoid label-
ing people on the basis of their partner’s distress while they are not themselves uncomfortable.

These challenges make it difficult to define, assess, and treat SD. Additionally, more mean-
ingful questions are being asked today such as: “Which treatments are most effective? phar-
macotherapy? sex therapy? couple therapy or combined?”; “Which treatment works better
for whom?”; “What are the advantages and disadvantages of each approach?”; “What are
the costs and benefits of different treatment modalities?”; “What kind of training should be
given to professionals working in the area of sexual medicine?”; “Does effective training in
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assessment and treatment of sexual disorders result in improved patient outcome and thera-
pist competence?”; “Must both partners be included in treatment in order to achieve better
long-term success?”; “What are the success criteria?”; “Are there reliable measures to assess
outcome and success?”; “Are subjective reports more reliable than measurement of objective
genital responses, at least in women?”; “Who determines treatment success: the clinician,
the patient or both?”. Some of these challenging questions are raised as significant and criti-
cal for research and clinical practice in the arena of sexual medicine (Leiblum, 2007). This
chapter addresses some of these issues and summarizes pharmacological, psychological, and
combined treatments of SD as defined in DSM-IV-TR, with recommendations for the future.

SEXUAL DYSFUNCTION IN MEN

Erectile Dysfunction (ED)

ED is defined in DSM-IV-TR (American Psychiatric Association, 2000) as persistent and re-
petitive inability to achieve and/or maintain penile erection sufficiently for sexual activity.
DSM-5 (American Psychiatric Association, 2013) added marked decrease in erectile rigidity
that interferes with sexual activity criterion to this definition. It is considered as one of the
most prevalent and severe sexual health problems in men aged 40-70 years. The Massachu-
setts Male Aging Study (Feldman, Goldstein, Hatzichristou, Krane, & McKinlay, 1994) showed
52% overall prevalence of ED in men aged between 40 and 70. Of these 52% men, 9.6% had
severe, 25.2% had moderate, and 17.2% had mild ED. Primary efficacy measures that are used
to assess ED are International Index of Erectile Function (IIEF) and Sexual Encounter Profile
questions 2 and 3 (SEP2 and SEP3). SEP comprises five questions, but the second and third
questions are used widely for assessment. SEP2 (“Were you able to insert your penis into your
partner’s vagina?”) and SEP3 (“Did your erection last long enough for you to have successful
intercourse?”) questions turned out to be the most rigorous and most frequently used efficacy
measures in clinical ED trials. IIEF comprises 15 questions in five domains and IIEF Erectile
Function (EF) domain is used as outcome measure for ED. EF domain scores between 6-10
indicates severe, 11-16 is moderate, 17-25 is mild ED, and 26-30 is normal EF.

Pharmacotherapy for ED

Phosphodiesterase type 5 inhibitors (5PDEI). According to literature, tadalafil, vardenafil,
and sildenafil have similar efficacy results, but differences exist regarding side effects, onset,
and duration of action. Recently established 5PDEI such as avanafil, udenafil, mirodenafil,
and lodenafil are not investigated as thoroughly as the older ones, and therefore further ef-
ficacy studies are needed to reach final conclusions. Table 12.1 shows comparison of efficacy
and side effects of 5SPDEI. A review (Morales, Casillas, & Turbi, 2011) of available literature
showed that 52%—65% of patients preferred tadalafil, whereas 12%—-20% preferred vardenafil,
and 8%—30% preferred sildenafil. A partners’ preference study showed 79% of partners felt
more relaxed and enjoyed more natural or spontaneous sexual experiences with tadalafil over
sildenafil (Conaglen & Conaglen, 2008).

Daily usage. A double-blind, randomized controlled trial (DBRCT) (Zumbe et al., 2008)
compared 10 mg daily and 20 mg on-demand vardenafil. No significant differences were
found between them in mild to moderate ED, and both were significantly superior to placebo.
Another DBRCT (Zhao et al., 2011) of once daily dosing of 50 and 75 mg udenafil showed
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a significant increase in mean EF domain score over placebo, but 25 mg did not. Another
DBRCT of tadalafil 2.5 and 5 mg (Rajfer et al., 2007) showed significant increase in all efficacy
measures. An open label study (McMahon, 2004) of 10/20 mg daily tadalafil in patients who
had failed to respond to on-demand 20 mg tadalafil found that daily tadalafil (10/20 mg) was
effective in salvage of previous tadalafil nonresponders.

Onset of action and duration of effect. Superior response rates for vardenafil over pla-
cebo for SEP3 was found at 10 minutes, 11 to 25 minutes, and at 25 minutes, following
10 and 20 mg intake (Montorsi et al., 2004). In a DBRCT, the initial onset of action was
16 minutes for tadalafil 20 mg in a smaller proportion, whereas one third to one half of
patients responded within 30 minutes (Rosen, Padma-Nathan et al., 2004). Successful in-
tercourse was reported in 35% of patients within 14 minutes and in 51% of patients within
20 minutes following intake (Padma-Nathan, Stecher et al., 2003). Seventy-two percent of
patients achieved successful intercourse within 15 minutes following rapid-acting avanafil
intake (Goldstein et al., 2012). Duration of effect was reported to continue in some patients
up to 12 hours for sildenafil (Moncada, Jara, Subira, Castano, & Hernandez, 2004), 36 hours
for tadalafil (Young et al., 2005), 8 hours for vardenafil (Porst et al., 2006), 6 hours for ava-
nafil (Goldstein et al., 2012), and 12 hours for udenafil (Park, Park, Park, Min, & Park, 2010),
measured by SEP3.

Apomorphine Sublingual (ASL). Effects were seen within 15-20 minutes after 2-3 mg
dosing. ASL showed significant improvement over placebo and was most effective in men
with mild to moderate ED (Stief, Padley, Perdok, & Sleep, 2002). A comparison study of
sildenafil and ASL (Eardley, Wright, MacDonagh, Hole, & Edwards, 2004) showed that silde-
nafil patients reported more successful intercourse attempts (75% versus 35%) and higher
EF domain scores.

Bremelanotide. Efficacy and safety of bremelanotide has been reported in some clinical
trials. A group of 25 men with moderate and severe ED, who did not adequately respond to
sildenafil in 12 months prior, responded to intranasal bremelanotide in a DBRCT (Rosen,
Diamond, Earle, Shadiack, & Molinoff, 2004).

Yohimbine and Trazodone. A meta-analysis (Ernst & Pittler, 1998) showed superiority of
yohimbine over placebo. There are inconsistent results for trazodone, and subgroup analyses
suggest that it is more effective in men with pyschogenic ED (Fink, MacDonald, Rutks, &
Wilt, 2003).

Intracavernosal injections (ICI). After the discovery of SPDEI, ICI became the second-
line treatment and are still used in men who are unresponsive to and/or have contraindica-
tions for use of 5PDEIL.

Alprostadil (PGE1). Erection occurs 5-15 minutes following ICI. In one crossover, ran-
domized open-label study, intraurethral alprostadil (MUSE; Medicated Urethral System for
Erection) plus constriction ring (if preferred) and intracavernosal alprostadil were compared.
Intracavernosal alprostadil showed greater efficacy over intraurethral for SEP2 and EF do-
main scores. Use of constriction ring increased response to the treatment. Sixty-nine percent
of patients and 63% of partners preferred intracavernosal alprostadil (Shabsigh et al., 2000).

Papaverine was the first ICI for treatment of ED. It has a longer half-life than other ICI
which explains the higher incidence of priapism when compared to others.

Phentolamine (P) and Vasoactive Intestinal Polypeptide (VIP). In a DBRCT of intracav-
ernosal VIP and P, 25 mcg VIP plus 1.0 mg P produced more erections suitable for vaginal
penetration than 25 mcg VIP plus 2.0 mg P. They were both significantly more effective than
placebo (Dinsmore et al., 1999).
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Papaverine-Phentolamine-PgE1 (Alprostadil) combination, known as Trimix, is a com-
bination of lower doses of these three agents that aims to reduce side effects and enhance
efficacy. In a prospective, randomized, single-blind comparative study (Seyam, Mohamed,
Akhras, & Rashwan, 2005), effects of lower doses of Trimix started as fast as high doses of
PgE1. In total, 29% of patients reported better response to PGE1, 51% to Trimix, and 20%
reported similar response to both agents. Incidence of priapism with Trimix was 5%, which
was significantly higher than PgE1, and the duration of erection was significantly longer with
Trimix (120 min).

One study (Giuliano, Montorsi, Mirone, Rossi, & Sweeney, 2000) showed that more than
two-thirds of ED patients who were switched from ICI to sildenafil reported maintenance or
increase in treatment satisfaction with sildenafil. Another study (Hatzichristou et al., 2000)
showed that 64% of the patients switched to sildenafil preferred taking sildenafil by the end
of 3 months. These studies indicate that even in patients where ICI are highly successful,
satisfaction may be improved by switching to sildenafil.

Psychosocial Interventions for ED

The Cochrane review (Melnik, Soares, & Nasselo, 2007) evaluated the effectiveness of psy-
chosocial interventions. It showed that group sex therapy (GST) was significantly more ef-
fective than waiting list (WL) at the end of treatment. Two RCTs (Munjack et al., 1984; Price,
Reynolds, Cohen, Anderson, & Schochet, 1981) showed maintenance of efficacy at 6-month
follow-up. A study comparing group therapy versus sildenafil (Melnik & Abdo, 2005) found
significant difference favoring group therapy determined by mean IIEF scores in psycho-
genic ED. This study also showed a higher dropout rate for sildenafil group. An evaluation
of sex therapy approaches (Mathews et al., 1976) compared modified M&]J approach with
systematic desensitization plus counseling and with self-help instructions with minimum
therapist contact in couples with a range of sexual problems. Although differences in the
three treatment groups were limited, consistent trends were found by the end of treatment
and 4 months later, favoring the modified M&]J approach. Everaerd & Dekker (1985) com-
pared sex therapy with systematic desensitization. Both forms of treatment had only limited
positive effects, and no difference was found between them either at the end of treatment
or at 6-month follow-up. A study (van Lankveld, Leusink, van Diest, Gijs, & Slob, 2009)
that compared Internet-based CBT (IBCBT) with WL showed that IBCBT was efficacious
for male erectile disorder. Another study (McCabe, Price, Piterman, & Lording, 2008) on
Internet-based psychological intervention showed that those who completed the program
reported improved erectile functioning and also sexual relationship satisfaction and quality.
Larger RCTs with longer follow-ups are needed to conclude the effectiveness of psychosocial
interventions for ED.

Combined Treatments for ED

Although 5PDEI have been regarded as first-line treatments due to their proven efficacy and
safety profiles, increasing evidence suggests that many men with ED discontinue treatment
due to diminished or failed expectations, fear of side effects, partner concerns, and inefficient
focus on special needs of presenting partners (Rosen et al., 2004). Combined approaches may
be beneficial regardless of etiology when couples have relationship problems, when one of the
partners has severe psychological problems, when there is only limited response to 5PDEI,
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when the female partner also suffers from a sexual dysfunction, and when long-term main-
tenance is needed. A holistic approach that addresses all of these issues may improve overall
satisfaction with treatment (Perelman, 2005). A study (Melnik & Abdo, 2005) randomly as-
signed men with psychogenic ED to three groups—namely, psychotherapy only, sildenafil
only, and combined. All groups demonstrated significant improvement in posttreatment
IIEF scores compared to baseline at the end of 6 months. However, utilizing the criterion of
normalization of IIEF scores, the combined and psychotherapy only groups demonstrated
statistically significant improvement, whereas the sildenafil only group did not. Satisfaction
with the treatment, confidence, and naturalness significantly increased in the combined and
psychotherapy only group but not in the sildenafil only group (Melnik, Abdo, de Moraes, &
Riera, 2012). There have been several other articles recommending combined approach for
treatment of ED. One study (Turner et al., 1989) showed that pharmacologically induced
erections were not effective in improving psychogenic ED when it was not accompanied by
psychological counseling. A more recent study (Abdo, Afif-Abdo, Otani, & Machado, 2008),
which aimed to evaluate quality of life in men with ED before and after three kinds of treat-
ments (counseling, sildenafil, and sildenafil plus counseling), showed that all treatments were
significantly efficient, but the best results were achieved with sildenafil plus counseling. An-
other recent study (Banner & Anderson, 2007) compared the effectiveness of an integrative
treatment protocol (sildenafil plus cognitive-behavior sex therapy [CBST]) with that of silde-
nafil only for men with psychogenic ED. Results yielded higher rates of clinical success within
the first 4 weeks of therapy in integrated treatment. Similar significant improvements in the
IIEF domain scores were found in both groups at 8 weeks when CBST was added to the silde-
nafil only group by the end of 4 weeks. These studies all suggest that combined treatments
for ED improve the outcome and treatment satisfaction and reduce dropout when compared
to pharmacological treatment groups alone. More research is needed for addressing the costs
and benefits of combined treatment conducted in larger groups.

Strengths and advantages of 5PDEI in treatment of ED. Introduction of 5SPDEI has max-
imized therapeutic polarization of professionals from different disciplines. Following its in-
troduction, the question of whether there is still a space or a need for sex therapy became the
main question that uroandrologists often asked sex therapists. Despite this provocative polar-
izing effect, SPDEI are generally welcomed by many professionals due to their strengths and
advantages which could be listed as follows: (a) When sex therapy is not acceptable or proves
to be ineffective, 5SPDEI become the choice of treatment; (b) 5PDEI may be a better choice
of treatment in men who do not have partners to conduct sexual assignments (c) Drug treat-
ments generate more publicity and attract the attention of media more than psychotherapy
and therefore increased media coverage may encourage “silent sufferers” to come forward to
seek help, (d) 5PDEI are easy to administer drugs with good efficacy, safety, and tolerability
profiles (e) 5PDEI are “erection-facilitating” rather than “erection-inducing” drugs and pro-
duce a sexual stimulation related to natural erectile response; (f) The availability of erection-
facilitating drugs make treatment more accessible; and (g) 5PDEI treatment regardless of ED
etiology have reduced the costly and potentially invasive differential diagnostic procedures.

Limitations and weaknesses of using 5PDEI as sole approach in ED. There are some rea-
sons why giving a “quick fix” with a pharmacological agent may not always be the best treat-
ment option for men suffering from ED. First of all, “quick fix” approaches that aim at rapid
restoration of physiological functions focus on the organ (dysfunctional penis), sometimes at
the expense of disregarding the men behind the organ. Many men using drugs and having firm
erections report that their feeling of inadequacy is not resolved as they attribute the success to
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the drug rather than themselves. They worry about long-term consequences of developing tol-
erance and increasing costs. Others ruminate about not being able to achieve erections despite
using the drug. These ruminative negative cognitions may explain why some men are unable
to respond to SPDEI as well as others do. On top of that, little attention has been given to the
partners of men with ED who also have a high prevalence of sexual problems. Drug treatment
is not likely to resolve partner problems. Most importantly, sexual problems are highly comor-
bid with couple problems, which may both be causes or consequences of sexual dysfunctions.
However, regardless of their origin, these problems are not likely to respond to medications
alone. Treatment modality must be made attractive for partners in order to sustain its long-
term use. Despite the overall safety, tolerability, and efficacy of 5PDEI, increasing evidence
suggests that a substantial proportion of men with ED discontinue treatment. A large-scale,
multinational study including more than 25,000 men found that only 16% of men continued
to use the medication given by their physicians (Rosen et al., 2004).

Premature Ejaculation (PE)

There is no consensus about the definition, classification, and prevalence of PE. The high
prevalence (20%-30%) reported is probably due to the vague terminology used in its defini-
tion. One source of vagueness is the lack of operational definitions until DSM-5. DSM-IV-TR
(American Psychiatric Association, 2000) defines PE as persistent or recurrent ejaculation
with minimal sexual stimulation before, on, or shortly after penetration. It is only recently
that Intravaginal Ejaculation Latency Time (IELT) of 1 minute (from penetration to ejacula-
tion) has been defined (McMahon, 2008; Waldinger & Schweitzer, 2008) as an operational
measure to replace vague terms such as “shortly after” in defining PE. This is also reflected in
DSM-5 (American Psychiatric Association, 2013) as ejaculation occurring within approxi-
mately one minute of beginning sexual activity. Masturbation ELT, oral ELT, and anal ELT are
also suggested to be used for research in heterosexual or homosexual men with and without
partners (Althof et al., 2010).

Pharmacotherapy for PE

On-demand serotonergic antidepressants. Meta-analysis of on-demand treatments showed
that the mean percentage of IELT increase was 263% for clomipramine (25-50 mg), 929%
for paroxetine (20 mg), and 553% for sertaline (50—100 mg) over baseline. This suggests that
interpretation of on-demand treatment data should be made more cautiously, as studies
were conducted with different methodologies, different antidepressants (AD) with differ-
ent doses, different baseline IELT values, and different assessment techniques (questionnaire
versus stopwatch) (Waldinger et al., 2004).

Dapoxetine is a fast-acting SSRI with a short half-life. A meta-analysis of five DBRCT
which included 6,000 men (McMahon et al., 2011) showed that in patients whose baseline
[ELT was < 2 minutes, 30 and 60 mg of first-dose dapoxetine produced significant increase
in mean average IELT over placebo. After first-dose dapoxetine, mean IELT increased to 2.3,
2.7, and 1.5 minutes respectively, with dapoxetine 30 mg, 60 mg, and placebo from baseline,
which was 0.9 minutes. At 12 weeks, mean IELT increased to 3.1, 3.6, and 1.9 minutes by
dapoxetine 30 mg, 60 mg, and placebo from baseline, which was 0.9 minutes. Similar IELT in-
creases were found for patients whose average IELT was < 0.5 minute and < 1 minute with 30
and 60 mg when compared to placebo. The most frequently reported side effect was nausea.
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Tramadol. A DBRCT (Bar-Or, Salottolo, Orlando, Winkler, & Tramadol ODT Study
Group, 2012) of tramadol orally disintegrating tablet (ODT) showed that in the group with
baseline IELT < 1 minute, the mean IELT increased to 2.78 and 3.19 minutes for tramadol
62 and 89 mg, respectively, versus 1.91 minutes with placebo. The authors also reported that
tramadol ODT appeared to provide similar mean percentage IELT increase with dapoxetine.

Daily use of SSRIs. In a meta-analysis of eight double-blind, stopwatch-used studies
(Waldinger et al., 2004), the order of efficacy in increasing IELT was 783% for paroxetine,
360% for clomipramine, 313% for sertraline, 295% for fluoxetine, and 47% for placebo.
Opverall, clomipramine, sertraline, and fluoxetine had similar effects.

5PDEI. A DBRCT of vardenafil showed increase in IELT (from 0.6 to 4.5 minutes) and
ejaculatory control (Aversa et al., 2009). Tadalafil increased IELT from baseline 49.26 seconds
to 186.53 seconds, and this increase was found to be larger with tadalafil plus fluoxetine when
compared to tadalafil alone in men with lifelong PE (Mattos et al., 2008). A DBRCT of silde-
nafil (McMahon et al., 2005) showed mean IELT increase to 2.60 minutes from baseline of
0.96 minutes versus placebo, but the increase did not reach statistical significance. However,
patients who took sildenafil reported significant increase in ejaculatory control. One system-
atic review of 5PDEI (McMahon, McMahon, Leow, & Winestock, 2006) reported that there
is limited but reasonably convincing evidence that 5PDEI (alone or combined with daily or
OD SSRI drugs) have a role in the treatment of acquired PE when comorbid with ED. One
possible mechanism of action may be improved EF with reduction in performance anxiety,
reduction of the erectile refractory period, and opposition of sympathetic vasoconstriction.

Topical anesthetic agents. A review of placebo-controlled studies of topical SS cream and
lidocaine-prilocaine cream and spray reported significant increase in IELT compared to base-
line and placebo (Morales, Barada, & Wyllie, 2007).

Psychosocial and Combined Interventions for PE

More than 97% of treatment success rates were reported for treatment of PE by behav-
ioral techniques (BT) such as “stop and start” (Semans, 1956) and “squeeze” (Masters &
Johnson, 1970). Although subsequent clinicians and researchers could not achieve similar
success rates, these techniques are still being successfully used in PE. Despite their efficacy,
both BT and pharmacological agents present some drawbacks. AD medications may impair
sexual desire and arousal, and once they are stopped PE returns. BT may interrupt sexual
activity and distract the person’s attention from engagement in sexual activity. A study
(de Carufel & Trudel, 2006) evaluated the effects of a newly defined functional sexologi-
cal treatment (FST) that aimed to teach men how to control arousal and delay ejaculation
without interrupting sexual activity. The authors compared FST with BT and WL for 12
weeks in 36 couples. Similar treatment results were obtained by BT and FST, which were
superior to WL. Three trials compared psychotherapy with pharmacotherapy. One of these
trials (Yuan, Dai, Yang, Guao, & Liang, 2008) allocated 96 PE patients to either BT only,
citalopram only, or a combination of citalopram and BT. All of the three groups showed
significant increase in IELT. Citalopram only versus BT comparison favored citalopram
only group, whereas a comparison between the combined approach versus citalopram only
favored the combination group. Another study (Li, Zhu, Xu, Sun, & Wang, 2006) allocating
90 PE patients to either psychological intervention plus chlorpromazine or chlorproma-
zine only favored the combined approach. One-month follow-up also showed significantly
higher efficacy rates for combined treatment. Another RCT (Abdel-Hamid, El Naggar, &
El Gilany, 2001) with 31 primary PE patients showed that the median ejaculation latency
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time significantly increased from the pretreatment median of 1 minute to 4 minutes with
clomipramine, 3 minutes with sertraline, 4 minutes with paroxetine, and 3 minutes with
pause—squeeze technique. A more recent study (van Lankveld et al., 2009) compared IB-
CBT with WL and found no difference between IBCBT and WL in the treatment of PE.
Better research designs, addressing specific interactions between patient characteristics and
treatment modalities and identifying the psychological characteristics of men who perceive
themselves as having control over ejaculation despite short IELT time or who perceive
themselves as suffering from PE while having long IELTs are issues that remain to be ex-
plored further.

Hypoactive Sexual Desire Disorder (HSDD)

DSM-IV-TR (American Psychiatric Association, 2000) defines HSDD as a persistent or re-
current deficiency or absence of sexual fantasies for sexual activity that causes marked dis-
tress or interpersonal difficulty. Motivations (reasons/incentives) for attempting to become
sexually aroused are scarce or absent. The prevalence of low desire varies between 14% and
17% in men.

Pharmacotherapy for HSDD in Men

A meta-analysis of RCTs (Isidori et al., 2005) supported the notion that increased testoster-
one (T) levels improved sexual thoughts regardless of T levels, which may imply that effects
of T are not related to a fixed range but to transient increase in circulating sex hormones. A
DBRCT of bupropion slow release (BSR) (225-450 mg/day) (Crenshaw, Goldberg, & Stern,
1987) and a single-blind crossover study of BSR 150 and 300 mg/day (Modell, May, & Katholi,
2000) significantly improved sexual functioning compared to placebo. A DBRCT, crossover
study of Melanotan II showed increase in sexual desire (Wessells et al., 2000).

Psychosocial Interventions for HSDD in Men

A survey (O’Carroll, 1991) searching for controlled psychotherapy trials in men with HSDD
(from 1970 to 1989) found only two trials, but they did not include a homogenous sample.
Heiman, Epps, and Ellis (1995) searched couples where HSDD was the presenting problem
and found significant treatment gains with BT that maintained at follow-up. However De
Amicis et al’s study (De Amicis, Goldberg, LoPiccolo, Friedman, & Davies, 1985) did not
demonstrate sustained success in HSDD. Van Lankveld et al. (2001) reported that men pre-
senting with HSDD in couples who were randomized to a cognitive behavioral bibliotherapy
that included psychoeducation, sensate focus exercises, and rational-emotive analyses showed
significant improvement in sexual function over waiting list control group.

Methodological problems regarding outcome research on HSDD make results largely in-
consistent and uninterpretable. Lack or loss of sexual desire in men is probably not a single
disorder but rather a shared symptom that may represent a common expression or complaint
emerging as a result of a wide variety of different etiologies.

SEXUAL DYSFUNCTION IN WOMEN

Although different studies with different measurement tools show a wide range of frequency
(20% to 30%) for low sexual desire (LSD), a large prevalence study showed that LSD had
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the highest prevalence (38.7%), followed by low arousal (26.1%), and orgasmic difficulties
(20.5%) (Shifren, Monz, Russo, Segreti, & Johannes, 2008).

Hypoactive Sexual Desire Disorder (HSDD)

DSM-IV-TR refers to HSDD as persistent or recurrently absent sexual thoughts, fantasies,
and/or desire for sexual activity. It was later claimed that lack of spontaneous sexual fanta-
sies and desire cannot be labeled as HSDD in every woman, as desire and fantasies may not
be spontaneously present but can be triggered or activated as a response to internal sexual
stimuli or nonsexual reasons (Basson, Wierman, van Lankveld, & Brotto, 2010). HSDD is one
of the sexual disorders with the lowest treatment success rate. Better results may be expected
when patients are highly motivated. No gold standard treatment has been established for
female sexual disorders (FSD) including HSDD.

Pharmacotherapy for HSDD in Females

Hormonal treatment. There are no drugs currently approved in the United States for the
treatment of HSDD, but a transdermal testosterone patch is approved in several European
countries. Different types of androgens (testosterone, dihydrotestosterone, dehydroepian-
drosterone, androstenedione, and androgenic dietary supplements) are available in different
forms (pellets, injectables, formulated creams, patches) in treatment of HSDD.

Testosterone (T) in treatment of HSDD is not new, but systematic studies have been
conducted only recently. Although some authors report a beneficial effect of adding T to
conventional postmenopausal hormone therapy (HT), convincing data is unavailable to
conclude its long-term benefits. A Cochrane review showed that sexual function scores and
number of satisfying experiences were improved by adding T to HT (Somboonporn, Davis,
Seif, & Bell, 2005). Regarding its delivery, the transdermal form appears to be the preferred
choice, as it produces high levels of testosterone with fewer side effects when compared
with oral form. Two multicentered, DBRCT parallel group design studies (Buster et al.,
2005; Simon et al., 2005) showed that 300 mcg/day transdermal testosterone patch (TTP)
used for 6 months in surgically menopausal women with concomitant estrogen therapy
was found to be effective in increasing sexual desire (Buster et al., 2005; Simon et al., 2005).
The 967 subjects who completed these two studies and who volunteered to attend a conse-
quent open-label study with 4-year follow-up were monitored for long-term safety of the
TTP treatment. Patients received 300 mcg/day TTP during the 4-year follow-up. Although
there was a high rate of withdrawal seen over the 4-year course, a high safety profile was
found (Nachtigall et al., 2011). Current data does not support the use of testosterone in
pre- and perimenopausal women, but there are some studies showing some benefit. In a
DBRC crossover study of transdermal testosterone therapy (TTT) conducted in premeno-
pausal women with low libido, TTT improved well-being, mood, and sexual function,
including sexual interest, when compared to placebo (Goldstat, Briganti, Tran, Wolfe, &
Davis, 2003). Finding the balance that improves libido without side effects should be the
aim of T therapy.

Dehydroepiandrosterone (DHEA) levels decrease with aging, and assumptions have been
made that a decrease in DHEA and DHEA-S results in loss of libido and well-being. The ef-
fects of oral DHEA on the sexual function of women have been evaluated in a number of
RCTs with inconsistent findings (Labrie et al., 2009; Lovas et al., 2003; Panjari et al., 2009).
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DHEA should be used with caution, as there is not enough data to show favoring effects, dos-
age, and duration of DHEA usage for FSD to make specific recommendations.

Tibolone is a synthetic steroid with metabolites that are estrogenic, progestogenic, and
androgenic. A DBRC crossover study of tibolone 2.5 mg/day showed significant increase
in sexual desire, arousability, and frequency of sexual fantasies when compared to placebo
(Laan, van Lunsen, & Everaerd, 2001). Another study that compared estrogens, estrogens
plus androgens, and tibolone in postmenopausal women showed that androgen and tibo-
lone users have higher increases in their sexual interest, orgasms, and sexual responsiveness
(Castelo-Branco et al., 2000).

Nonhormonal Treatments

Apomorphine. A crossover DBRCT of daily apomorphine sublingual (ASL) (2 or 3 mg) used
in 62 premenopausal women with low desire and arousal disorder showed that sexual desire
and arousal were improved when compared to placebo (Caruso et al., 2004).

Flibanserin is a 5-HT1A agonist and a 5-HT2A antagonist. A Phase III flibanserine study
(Derogatis et al., 2012) found it to be effective and well tolerated in the treatment of HSDD
for premenopausal women. But the U.S. FDA Advisory Panel reported that its benefits did
not outweigh the side effects.

Bupropion. A DBRCT dose-escalating study of bupropion sustained release (SR) for treat-
ment of HSDD in premenopausal women showed that bupropion had prosexual effects, but
increase in desire was not statistically significant (Segraves, Clayton, Croft, Wolf, & Warnock,
2004). Another DBRCT for efficacy and safety of bupropion SR 150 mg/daily in ovulating
women showed that bupropion SR significantly improved HSDD at several endpoints (Safa-
rinejad, Hosseini, Asgari, Dadkhah, & Taghva, 2010).

Bremelanotide (PT-141). A DBRCT in women with sexual arousal disorder showed that
bremelanotide had positive effects on desire and arousal (Diamond et al., 2006).

To conclude, the etiology of HSDD is complex and includes hormone and neurotrans-
mitter imbalance, as well as psychosocial factors. Androgens improve HSDD, but further
research is needed to address whether there is a subgroup that would specifically benefit from
its use in the long term.

Female Sexual Arousal Disorder (FSAD)

FSAD is defined in DSM-IV-TR (American Psychiatric Association, 2000) as persistent or
recurrent inability to attain, or to maintain, an adequate lubrication-swelling response of
sexual excitement, coupled with marked distress or interpersonal difficulty. Different types
of FSAD have been described (Basson et al., 2003), such as subjective sexual arousal disorder,
genital sexual arousal disorder, and combined genital and subjective arousal disorder. FSAD
in daily practice is generally comorbid with desire and orgasmic disorders, and proposals
have been made to merge desire and arousal problems into one and this proposal has been
welcome in DSM-5 (American Psychiatric Association, 2013) as female sexual interest and
arousal disorder (FSIAD).

Pharmacotherapy for FSAD

Pharmacologic treatments for FSAD can be hormonal and nonhormonal.



254 MEHMET Z. SUNGUR AND ANIL GUNDUZ

Hormonal Treatments

Estrogen. A Cochrane review showed that in women with vaginal atrophy, intravaginal es-
trogenic preparations had a positive effect on dryness and dyspareunia, regardless of how
estrogens were applied (creams, tablets, vaginal ring, or pessaries) when compared to placebo
(Suckling, Lethaby, & Kennedy, 2006).

Testosterone. Two multicentered, DBRCT parallel group design studies (Buster et al.,
2005; Simon et al., 2005) showed that TTP 300 mcg/day given to treat low desire in surgi-
cally menopausal women who are on concomitant estrogen therapy also increased arousal
when compared with placebo. Studies using vaginal photoplethysmograph or Doppler velo-
cimeter following chronic T supplementation have not found significant changes in genital
response (Myers, Dixen, Morrissette, Carmichael, & Davidson, 1990). Vaginal application of
T in premenopausal women without sexual dysfunction did not show any increase in genital
or subjective sexual response (Apperloo et al., 2006). However, an acute dose of T in sexually
functional premenopausal women in a crossover DBRCT of SL testosterone undecanoate
showed significant improvement in genital sexual arousal, and increased subjective reports
of sexual sensations compared to placebo after 4.5 hours of the peak of testosterone concen-
trations. These women had repeated exposure to visual sexual stimuli after T administration
(Tuiten et al., 2000). A study which measured only two time points to eliminate repeated
exposure to erotic material found an increase in vasocongestion at 4.5 hours but not in sub-
jective reports. Based on these findings, authors concluded that an acute dose of T resulted in
delayed effect on genital but not on subjective sexual arousal (Tuiten et al., 2002).

Tibolone. A DBRCT crossover study of tibolone 2.5 mg/day resulted in significant in-
crease in sexual desire, arousability, frequency of sexual fantasies, and vaginal lubrication
compared to placebo. It also increased vaginal pulse amplitude (VPA) during erotic fantasy
periods but not during erotic film stimulation (Laan et al., 2001). In two DBRCT, tibolone
2.5 mg showed greater increase in the domains of sexual desire, arousal, and satisfaction
over transdermal estradiol (E2) plus norethisterone acetate (NETA) (Nijland et al., 2008)
and 0.625 mg conjugated equine estrogen plus 2.5 mg medroxyprogesterone acetate (CEE/
MPA) (Ziaei, Moghasemi, & Faghihzadeh, 2010). Tibolone was also superior to placebo in
both trials.

Nonhormonal Treatments

Apomorphine. A crossover DBRCT of daily apomorphine SL in treatment of HSDD and
FSAD in premenopausal women showed increased arousal when compared to placebo (Ca-
ruso et al., 2004). A similar study examining the 3 mg SL apomorphine showed improvements
in subjective and objective sexual arousal (Bechara, Bertolino, Casabe, & Fredotovich, 2004).

Bremelanotide (PT-141). Two DBRCT in treatment of FSAD showed that bremelanotide
had positive effect on desire and arousal (Diamond et al., 2006; Safarinejad, 2008).

5PDEL In a review of 16 studies of 5PDEI (Chivers & Rosen, 2010), three main clinical
implications were reported: (a) 5SPDEI do not show significant treatment effect in the man-
agement of FSAD as they do in men. On the other hand, 5PDEI efficacy is well established
in the management of drug-related sexual dysfunctions in women taking antidepressants
(Nurnberg et al., 2008). (b) When combined with psychosexual interventions such as sex
therapy, 5PDEI may become effective agents in improving sexual functioning by facilitat-
ing the development of concordance between subjective and genital responses in FSAD. Sex
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therapy interventions (Brotto, Basson, & Luria, 2008) may help resolve underlying discor-
dance between psychological and physiological states of female arousal. (c) Women with
genital arousal disorder may respond to 5PDEI, unlike women with subjective or combined
subjective-genital arousal disorder, showing that the impact of drug treatment could be very
different in different subgroups of women suffering from FSAD. This may be attributed to
the fact that women may show discordance between physiological and subjective aspects of
sexual response. If the underlying problem for a woman with FSAD is discordance between
physical and subjective aspects of sexual arousal, adding a 5PDEI could be counterproduc-
tive, as such pharmaceuticals that augment genital responding may not result in greater con-
cordance between subjective and physiological aspects of sexual arousal.

Basson and Brotto’s (2003) study suggested that women who showed less genital response
with sexual stimulation prior to drug treatment showed greater increases in sexual function-
ing with sildenafil treatment. However, sildenafil increased latency to orgasm, suggesting that
in women who are already genitally responsive, the drug delayed orgasm.

Alprostadil trials conducted with different methodologies showed inconsistent findings
ranging from no significant improvement over placebo (Padma-Nathan et al., 2003) to in-
creased sexual functioning and satisfaction (Liao et al., 2008).

Psychosocial Interventions for Sexual Desire and Arousal Disorders in Females

Sexual desire disorders have one of the lowest treatment success rates amongst all sexual
disorders. The complex etiology, high comorbidity with other SD, and relationship problems
and inconsistent motivation to improve sexual relation with the present partner are some
of the factors that explain low treatment response. Genital-nongenital sensate focus and
masturbation training exercises including directed masturbation are the BT used. Cognitive
approaches include restructuring of maladaptive cognitions about sexual activity, reducing
performance anxiety, and improving capacity to focus on sexual content. Couple therapy
approaches for establishing trust and intimacy and improving communication and coop-
eration skills may be very helpful in psychosocial treatment of desire and arousal disorders.
When there is lack of emotional intimacy, it might be a better choice to start with relation-
ship issues and then proceed to sex therapy. Every case should be thoroughly assessed for
past history of traumatic experiences. Results of a controlled study of three behavioral group
approaches (focusing on either their sexual dysfunction, their interpersonal problems, or a
combination of both compared to waiting list) in treatment of sexually dysfunctional women
without partners showed no clinically meaningful differences between the groups. However,
all of the active treatments proved to be more effective than the waiting list (Stravynski et al.,
2007). A comparative study using orgasm consistency training plus standard group inter-
vention versus standard group intervention only showed that the combined group reported
greater sexual arousal and sexual assertiveness at posttreatment and at 3-month and 6-month
follow-up evaluations (Hurlbert, 1993). Twelve weeks of CBT for treatment of 74 couples
(Trudel et al., 2001) where the presenting women were diagnosed as HSDD showed signifi-
cant improvement in sexual satisfaction, arousal, pleasure, perceived self-esteem, and couple
relationship when compared to the control group who did not receive any treatment. An-
other CBT approach conducted with 365 couples showed consistent improvement during
1-year follow up (Sarwer & Durlak, 1997). Some factors reported to be associated with better
treatment outcome are overall quality of the couples’ relationship, motivation of partners
and especially that of men, degree of physical attraction between the partners, absence of
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major psychiatric disorders, and compliance with the homework assignments at early stages
in therapy (Sungur, 1994). Methodological problems and lack of well-controlled studies limit
the value of findings regarding sex therapy outcome studies in women with HSDD. There is
clearly a need for further controlled efficacy trials. One important concern for the future is
conducting treatment of desire and arousal disorder in women conjointly with their partner’s
sexual dysfunction. On top of that, desire and arousal problems are frequently seen as co-
morbid with orgasmic problems. A more integrative treatment approach considering sexual
responses of women as a whole (like FSTAD diagnosis in DSM-5) with a unique formulation
of each individual case is more likely to succeed.

Female Orgasmic Disorder (FOD)

FOD is defined as a persistent or recurrent delay in, or absence of, orgasm following a normal
sexual excitement phase (American Psychiatric Association, 2000). It may emerge due to a
wide variety of reasons, including general relationship issues. Although there are no approved
specific medications to treat FOD, there are some promising pharmacological agents and
strategies. In a review (West, Vinikoor, & Zolnoun, 2004), the rates of anorgasmia, orgasmic
difficulty, or orgasmic disorders ranged between 20% and 50%.

Pharmacological Treatment for FOD

Nonhormonal Treatments

Bupropion. A single-blind sequential treatment of placebo and bupropion-SR 150-300 mg/
day showed significant improvement in overall satisfaction, whereas only 150 mg/day showed
satisfaction with intensity of orgasm relative to baseline (Modell et al., 2000).

Sildenafil. Two DBRCT showed significant increase in orgasm over placebo (Caruso, Inteli-
sano, Farina, Di Mari, & Agnello, 2003; Cavalcanti et al., 2008), whereas another two (Basson &
Brotto, 2003; Kaplan et al., 1999) showed nonsignificant minimal increase over placebo.

Hormonal Treatments

Data are limited on the effects of treatments with estrogens, testosterone, and DHEA. The
effect of androgen replacement therapies for improving orgasmic functioning in women
with hormonal deficiencies is hard to interpret, as the majority of the studies have recruited
women with HSDD, and their orgasmic capacities were not initially assessed.

Testosterone. In postmenopausal women with HSDD, use of testosterone improved or-
gasm domains in multiple assessment scales in some RCTs (Buster et al., 2005; Simon et al.,
2005). However, in a DBRC progressive cohort study, effects of additional methyltestosterone
to combined hormone therapy (estrogens and progestogens) did not show additional ben-
efits (Penteado et al., 2008). A crossover designed RCT of testosterone cream in premeno-
pausal women with low libido showed significant benefits of the cream beyond placebo for
improving orgasm (Goldstat et al., 2003).

Tibolone administered to menopausal women has shown to improve sexual function-
ing, including orgasm, compared with placebo (Castelo-Branco et al., 2000; Kamenov,
Todorova, & Christov, 2007), although results of another study did not support this finding
(Kokcu, Cetinkaya, Yanik, Alper, & Malatyalioglu, 2000).
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DHEA treatment in postmenopausal women with low libido did not show any significant
difference in improving sexual dysfunction including orgasm (Panjari et al., 2009). However,
there are studies that showed improvement in orgasms in postmenopausal women when dif-
ferent application sites were selected (Labrie et al., 2009; Munarriz et al., 2002).

It may be concluded that improvement in orgasm cannot be assessed in isolation from
increased sexual desire and arousal. Further studies need to be conducted with women who
suffer exclusively from FOD to assess drug-specific effects.

FOD due to medication side effects. A meta-analysis showed that agomelatine, aminep-
tine, bupropion, moclobemide, mirtazapine, and nefazodone did not show any difference
with placebo in causing orgasmic dysfunction, and these medications may be the choice of
treatment in SSRI-induced FOD (Serretti & Chiesa, 2009). In cases where FOD is a result
of medication side effect, clinicians may decide to wait and see if there is any spontaneous
remission, reduce the dose, change the medication and give brief drug holidays, and/or add
an antidote.

Psychosocial Interventions for Treatment of FOD

Woman experiencing acquired FOD due to sexual anxiety may benefit from systematic de-
sensitization and sensate focus exercises (Sotile & Kilmann, 1978). Directed masturbation
(DM) is the most frequently used technique in women who have lifelong primary anor-
gasmia with reported success rates of 80%—90% (LoPiccolo & Stock, 1986; Riley & Riley,
1978), whereas the same rate for secondary anorgasmia ranges from 10% to 75% (Fichten,
Libman, & Brender, 1986). Another study showed the effectiveness of a technique called
“coital alignment” for women with secondary anorgasmia. In this study (Hurlbert & Apt,
1995), 37% of women on coital alignment technique and 18% of women on DM technique
reported > 50% improvement in orgasmic ability during intercourse. Some women who
learn to achieve orgasm with DM transfer this skill successfully to their sexual activity with
their partners, whereas others who experience orgasm exclusively with masturbation need
additional stimulation techniques during their sexual interaction. In summary, there is evi-
dence that CBT is effective, especially with primary orgasmic disorders. Although a systems
approach that emphasizes mutual responsibilities has been applied more to treatment of
sexual interest and arousal disorders (Verhulst & Heiman, 1988), it may be interpreted as a
potentially valuable approach that needs to be tested in FOD as well. Long-lasting debates
and discussions are still made as to whether orgasm is essential for sexual satisfaction and
if inability to orgasm during intercourse may always be considered as pathological. It is
important to keep in mind that as clinicians, our treatment targets are mainly determined
by our clients’ demands and the fact that each woman is unique in her sensual and sexual
responses and preferences.

Vaginismus

Vaginismus appears in 15%-17% of women demanding help (Spector & Carey, 1990). This
is much less than 52% to 73% of all female referrals made to sexual dysfunction treatment
centers in some more traditional collective cultures (Sungur, 2013). Although there is little
agreement regarding definition and phenomenology of vaginismus, its psychosocial treat-
ment is generally considered to be successful. Vaginismus is defined as genito-pelvic pain
penetration disorder in DSM-5 (American Psychiatric Association, 2013).
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Psychosocial Interventions for Vaginismus

Unfortunately, the focus of treatment has long been the management of symptoms and
therefore fixing the vaginal spasm has been the major priority. A RCT showed modest im-
provement rates in reduction of fear of pain when treatment was given in a group format
(Bergeron et al., 2001). CBT focusing on reduction of fear of penetration and avoidance
behavior showed significant benefits in achieving full vaginal penetration (Hawton & Cata-
lan, 1990). Another more recent study showed similar efficacy of CBT when compared with
waiting list (ter Kuile et al., 2007). Two RCT (Schnyder, Schnyder-Luthi, Ballinari, & Blaser,
1998; ter Kuile et al., 2009) showed that therapist-aided exposure was more effective than
self-exposure. A high success rate of 90% was reported in these studies, which were compa-
rable with effect sizes in uncontrolled outcome studies. However, some precautions need to
be considered during treatment of vaginismus. Conceptualizations based on penile-vaginal
penetration or interference with coitus are not likely to be beneficial, as they are only based on
the penetrative aspect of sexual relationship. Definitions focused on muscle spasms and treat-
ments based on reducing the contractions bring the increasing risk of irrelevant treatments
such as hymenectomy, local injections of botilinum toxin, local anaesthetics, and other pe-
culiar so-called treatments, which are often conducted in traditional cultures (Sungur, 2013).

WHEN AND WHAT KIND OF APPROACH FOR TREATMENT OF SD

Psychosocial approaches seem to be the reasonable choice of treatment for those who do
not and who cannot take drugs, who have not found drugs effective, who have partners with
sexual problems, and who have relationship problems. Choice of treatment inevitably relies
on the background training of the clinician. The aim today must be to move away from uni-
dimensional technician type of therapist to the multiskilled clinician who is able to tackle
not only sexual problems but also couple and individual problems. This is a necessity, as
sexual behaviors cannot be considered in isolation from other psychological, health, couple,
or family issues (Sungur, 1998). A skillful integration of sex and couple therapy techniques
may help clients to take additional benefits in sexual dysfunctions, whereas sex therapy alone
is not very effective unless general relationship issues are also handled. Combining psycho-
social approaches with medical treatments for gaining additional benefits is rapidly gaining
more interest and attention amongst professionals working in the field of SD. To date, there
is neither a consensus nor an evidence-based accepted model for conducting combination
treatment. It is not yet known whether a sequential or a concurrent combination model
works better. Combining disorder-focused psychotherapy with medical interventions is likely
to improve outcome and reduce treatment blocks. In the future, it is expected that new treat-
ment paradigms will emerge, and combined treatments will be the standard care for treat-
ment of male and female SD.

FUTURE DIRECTIONS, RECOMMENDATIONS, AND CONCERNS

One basic direction that can be predicted for the future is the development of new drugs that
will be used particularly in the area of FSD. Improved understanding of sexual physiology in
women is likely to continue. No doubt, there is still room for improvement of pharmacother-
apy used in the area of male SD and especially in the treatment of PE and HSDD. The search
for effective and safe new drugs will hopefully result in new solutions for the needs of elderly
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people. Closer liaison and collaboration is required between sex therapists and healthcare
providers in other disciplines, leading to access to the benefits of a multidisciplinary type of
approach (Sungur, 1997). Additionally, there is need for more effective treatment approaches
for people who have physical and mental disabilities. In order to prevent the area of sex
from being over medicalized, further RCT conducted with bigger populations are required to
evaluate the efficacy of psychosocial treatments. Most of the studies concerning effectiveness
of psychotherapy are not controlled, and are conducted with small groups. Overemphasis
on biological causes for SD, the tendency to find simple (quick fix) solutions for complex
problems, and the strong influence of the drug industry are some risk factors that might lead
to further medicalization in the area of sexual medicine.

No doubt a high prevalence of SD and an increasing demand for sexual help makes easy
“access” a necessity, especially for those who do not have access to face-to-face treatment
(Leiblum, 2007). Delivery systems of professional help are likely to expand to include long-
distance counseling or treatment via Internet. The future of sex therapy will depend on which
people practice this kind of approach and how it is practiced. Effective and ethical ways to
function as a sex therapist wait to be redefined and reevaluated. Training and supervising
mental health professionals working in the area of SD is another necessity. Establishing ef-
fective ways of helping gay, lesbian, bisexual, and transgender individuals (LGBT) is another
important challenge for the future. A culturally sensitive approach is another issue in treat-
ment, as cultural case formulations and conceptualizations provide clinicians with further
tools for better understanding the unique character of each individual case (Sungur, 2013).

Modern sex therapy is far more than simple application of specific techniques developed
for treatment of specific sexual dysfunctions. How the therapy should be best tailored to the
particular needs of each person or couple is a significant question to be considered during
treatment (Sungur, 1998). Sex therapy is obviously an ambiguous term. Binik and Meana’s
article (2009) points to this vagueness and criticizes sex therapy in a very informative, ac-
knowledging, and thought-provoking manner. The future of sex therapy relies on how sex
therapists are defined and what they do. Therapists from around the world are expected to
describe operationally what they do with clients. Additionally, one of the main requirements
for the evolution of psychotherapy from art to clinical science is to establish a common
psychotherapy language. The absence of a common language for psychotherapy procedures
leads different therapists to use different terms to describe the same procedure and/or the
same term to describe different procedures. This often confuses professionals and patients. A
shared language would reduce confusion and speed psychotherapy’s evolution into a science.
Some other significant questions that need to be answered to improve sex therapy can be
listed as follows: What kind of background is necessary in order to conduct sex therapy both
ethically and effectively? Should sex therapists be professionals working in the area of mental
health, or can they also be nonprofessionals who have access to effective training? What are
the essential components of effective sex therapy training? Does effective sex therapy train-
ing result in improved therapist competence and patient outcome? More research should be
conducted regarding predictors of short- and long-term outcome in sex therapy.
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Integrating Psychopharmacology and
Computer-Based Psychotherapy

John Greist

INTRODUCTION

It is obvious that both medications and psychotherapies work for many psychiatric disorders.
Both modalities produce changes in neurotransmitters, neuromodulators, brain structures,
and functioning. Despite treatment decision trees so plentiful it is difficult to see the forest, it
remains difficult to predict for whom either modality or their combination will work best or
be most acceptable. We remain guided largely by empirical trials with each patient, evaluating
patient preference, risk/benefit ratio, past response, availability, and cost. Consideration of
combination and augmentation therapies begins with this background of justifiable humility.
Substitution of computer-based psychotherapies for human psychotherapists adds another
variable in treatment decision making. This chapter addresses many of the issues regard-
ing the development, evaluation, and implementation of computer-based psychotherapies
and their combination with medications. We begin by considering medication combinations
with psychotherapies provided by clinicians.

While it is logical that combining individually effective treatments should produce addi-
tive or synergistic effects, this logic does not always hold. But one example is the combination
of potent serotonin reuptake inhibitors (SRIs) and cognitive-behavior therapy (CBT) for
OCD. In children (March et al. 2004) and adults (Foa et al., 2005), SRIs are more efficacious
than placebo, CBT more than twice as efficacious as SRIs by Yale-Brown Obsessive Com-
pulsive Scale score reductions, and combined treatment surpasses CBT alone mainly in side
effects (Figure 13.1).

Still, knowing that cohort results include individual patient results both better and worse
than study means, continued trials of combinations are clearly warranted.

One interesting difference in both these OCD trials was significantly greater effect size for
CBT at the Penn site with children than at Duke, and with a trend favoring Penn in the adult
trial compared with Columbia. Conversely, Penn efficacy with SRIs lagged behind the other
institution in both trials. As there was only a single baseline difference among many com-
parisons in the study populations in the adult trial and none in the pediatric trial, it seems
probable that variables in psychotherapy and pharmacotherapy practice may explain these
efficacy differences. Even at sites where intensive training and supervision of treatment are
employed, standardization of psychotherapies remains a challenge. Disseminating faithful
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Figure 13.1 Adult and pediatric OCD efficacy of SRIs and CBT alone and in combination.

facsimiles of RCT manual-based psychotherapies into routine care settings is even more diffi-
cult. The fact that medication efficacy varied by institution bespeaks the difficulty of training
clinicians and patients to employ even standardized medications systematically.

A similar efficacy result favoring CBT was found for chronic panic disorder with agora-
phobia in a study completed in the United Kingdom and Canada 20 years ago (Marks et al.,
1993). After 8 weeks in the randomized treatment trial,

all four treatment groups (alprazolam and exposure [combined treatment]); or alprazolam and
relaxation [a psychological placebo]; or placebo and exposure; or placebo and relaxation [double
placebo], improved well on panic throughout. On non-panic measures, by the end of treatment,
both alprazolam and exposure were effective, but exposure had twice the effect size of alpra-
zolam. (Marks et al., 1993, p. 776)

After drug taper from 8 to 16 weeks and follow-up to week 43,

gains after alprazolam were lost, while gains after exposure were maintained. Combining alpra-
zolam with exposure marginally enhanced gains during treatment, but impaired improvement
thereafter. . . . By the end of treatment, though gains on alprazolam were largely as in previous
studies, on phobias and disability they were half those with exposure. Relapse was usual after
alprazolam was stopped, whereas gains persisted to six-month follow-up after exposure ceased.
Panic improved as much with placebo as with alprazolam or exposure. (Marks et al., 1993, p. 776)

PTSD paints a similar picture with guidelines from seven organizations on three conti-
nents all strongly supporting “trauma-focused” psychotherapy, while most, but not all, rec-
ognized “some benefit” from pharmacotherapy (Forbes et al., 2010).
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In contrast, except in exceptional cases, few would think of treating schizophrenia or bipo-
lar disorder with psychotherapy alone. Equally unthinkable would be providing medications
for these disorders without at least supportive psychotherapy. But here the weight of efficacy
evidence rests firmly with pharmacotherapy over psychotherapy.

A brief history and rationale for use of computer-based psychotherapies will be fol-
lowed by a briefer review of the current status of combination therapy with medications and
computer-based psychotherapies—necessarily briefer as few studies have been done.

Brief History of Computer-Based Therapies

When Warner Slack conducted the first patient—computer interviews (Slack et al., 1966), he
rapidly recognized that the medium was capable of giving information to patients, as well as
gathering information from them. Spontaneous responses during interviews indicated can-
dor and transference unusual in doctor—patient interactions (e.g., “That’s dumb. You already
asked that question.”).

The possibility of rough modeling of a psychotherapeutic relationship was also appar-
ent in Joseph Weizenbaum’s natural language parsing Eliza program that affected Rogerian
therapy well enough that credible exchanges might continue for a few minutes (Weizenbaum,
1966). Ken Colby’s simulation of the paranoid position passed the Turing test, as psycho-
therapists couldn’t discern whether typed responses to their typed queries were generated by
a person or a computer (Colby, 1972).

By the time Paulette Selmi submitted her doctoral dissertation “Computer-Assisted
Cognitive-Behavior Therapy in the Treatment Of Depression” in 1983, the efficacy of CBT
for depression was well described (Beck et al., 1979), although not accepted by many dynamic
psychotherapists. Results of Selmi’s RCT of 6-week acute treatment RCT with 2-month
follow-up of computer-based cognitive-behavior therapy (CCBT) versus clinician CBT with
wait list control waited 7 years before publication in the American Journal of Psychiatry, de-
spite large effect sizes on all measures (e.g., 1.37 for Beck Depression Inventory) including
small number needed to treat (1.59), where efficacy was indistinguishable from human CBT
(Selmi, et al., 1990) (Figure 13.2.).

BT STEPS, a computer-based CBT for OCD developed in the mid-1990s, is familiar to
the chapter author (Greist et al., 2002). The original BT STEPS combined a telephone-based
interactive voice response (IVR) program with a text that patients used without therapist
assistance to understand and implement exposure and ritual prevention (E&RP) treatment
for their OCD. BT STEPS benefit was equal to that obtained from 12 hours of office-based
therapy by experienced therapists plus homework for the 65% of BT STEPS patients who
did at least one E&RP session guided by the computer (completer analysis) (Figure 13.3.).

In the intent-to-treat analysis, while clinician CBT had a larger effect size (1.22) than BT
STEPS (0.84), both of which were larger than the relaxation control (0.35), there was no dif-
ference in reduction of hours per day obsessing and ritualizing for the therapies (3.36 and
3.44 hours, respectively), and both were larger than the relaxation control group (0.66 hours/
day) (Figure 13.4).

Consistent with the results above from Foa et al. (2005) and March et al. (2004) and rel-
evant to our consideration of combining psychotherapy and medication, there was no differ-
ence in benefit for patients continuing SRIs (49%) and those who were not treated with SRIs.

The clear dose-response relationship seen in the BT STEPS RCT (Figure 13.5) was con-
firmed in a subsequent study of BT STEPS in a clinical care setting, which showed the value
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Figure 13.2 Change in Beck Depression Inventory scores with computer versus therapist CBT and wait
control.
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Figure 13.3 Completer analysis mean improvement in total Y-BOCS.
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Figure 13.4 Mean reduction in rituals and obsessions hours/day.
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Figure 13.5 Dose-response relationship between exposure and ritual prevention sessions with BT STEPS and
reduction in Y-BOCS score.
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of brief telephone coaching (Marks et al., 2003) to increase adherence and effect size (1.4) to
a level comparable to clinician administered CBT.

Fear Fighter, (Hayward et al., 2007, p. 409), a CCBT program, has been used in rural areas
where “[m]ajor improvements were obtained, with several large effect sizes, which remained
at follow-up. It was concluded that computer-guided CBT can play a useful part in delivering
CBT services in rural areas; and that self-help CBT may be the only treatment option avail-
able to some sufferers.” Fear Fighter has been approved by the National Institute on Clinical
Excellence (NICE) for use in the U.K. National Health Service.

Drug abuse/dependence is still another arena where positive results have been few and
small with medications and psychotherapies. Against this difficult background, researchers
at Yale reported a paradigm-shifting approach that closes the gap to cost effective real-world
delivery of an efficacious CCBT program for substance dependence (Carroll et al., 2008).
(Description of the Carroll et al. program is adapted from an editorial in the American
Journal of Psychiatry by Greist, 2008.) Cleverly called CBT4CBT (computer-based train-
ing for cognitive behavioral therapy), this information age web-based program penetrates
previously impregnable barriers to care delivery. Well-matched patients in a randomized
controlled trial assigned to CBT4CBT plus treatment as usual had half as many positive
urine specimens (2.2 versus 4.3 specimens, F = 6.18, p = 0.02, effect size d = 0.59) and longer
urine-confirmed abstinence (22 versus 17 days, which while not statistically significantly
longer, demonstrated a moderate effect size [d = 0.45]). Benefit persisted at 6-month follow
up (Carroll et al., 2009).

How representative of the real world were the setting and patients in the study? A
community-based outpatient substance abuse treatment program in Bridgeport, Connecti-
cut, was the setting. Randomization worked, and treatment groups were balanced with regard
to primary substance used, gender, and ethnicity. The population average age was 42 years,
with a mean of 17 years of use of their primary substance of abuse. Fifty-eight percent were
male, 46% African American, 34% European American, 12% Latin American, and 6% Native
American. Twenty-two percent were married or in a stable relationship, 77% were unem-
ployed, 37% on probation or parole, 27% sought treatment under duress from the criminal
justice system, and 3 were arrested after randomization before participation in any treatment.
Cocaine was the main drug problem for 59%, alcohol for 18%, opioids for 16%, and mari-
juana for 7%, while 80% used more than one drug. This was not a carriage trade setting or
treatment population.

In 2007, a thorough review of computer-based psychotherapies (Marks et al., 2007) identi-
fied 97 computer therapy programs that had been tested in 175 studies including 103 random-
ized controlled trials of a wide range of psychiatric disorders, often with documented benefit.

By 2010, evidence supporting the benefit of CCBT was even stronger (Andrews et al.,
2010). In 22 studies comparing CCBT with a control group for depression and panic, social
anxiety, and generalized anxiety disorders, the effect size was 0.88 (NNT = 2.15), with im-
provement maintained for a median of 26 weeks. Five studies compared CCBT with face-to-
face CBT, and both treatments were equally beneficial.

COMBINED/AUGMENTATION THERAPY

Thoughtful clinicians have speculated for decades about the possible additive or synergistic
benefit of combining medications and psychotherapies. Two RCTs of CBT augmentation of
SRI therapy for OCD support the value of the combination.
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The first RCT added eighteen 45-minute clinician-administered CBT sessions plus home-
work to medication over 6 months, compared with four 30-minute pharmacotherapy ses-
sions without CBT. Drug-only completer patients worsened, while CBT patients improved
(+3.9 versus —3.9 change on Y-BOCS scores, respectively [p < 0.001]). Drug-only patients
who received later CBT for 6 months also improved, though not significantly (Y-BOCS
change —2.7 for completers) (Tenneij et al., 2005).

The second RCT compared addition of clinician-administered CBT or stress management
training (SMT), a credible psychosocial control, to a mean of 64 weeks of SRI treatment. Each
psychotherapy treatment provided two introductory planning sessions followed by 15 therapy
sessions. CBT was significantly more efficacious than SMT (Y-BOCS score decreases of 11.2
and 3.6 points, respectively [p < 0.001; effect size = 1.31]; Simpson et al., 2008) (Figure 13.6).

Pharmacotherapy may also augment psychotherapy. d-cycloserine was shown to increase
response to CBT in OCD (Wilhelm et al., 2008) (Figure 13.7), though the benefit may be
more a speeding than augmentation of CBT’s benefits (Chasson et al., 2010).

Accepting that some combinations of pharmacotherapy and psychotherapy have additive
and possibly synergistic effects, what rationales support the use of CCBTs? Advantages of em-
ploying CCBT in clinical care are many. CCBT can help overcome the paucity of effective
psychotherapists in both numbers and distribution. In our mind’s eye, the ideal therapy might
involve years with Freud. Poke-in-the-eye reality provides many patients with 15 minutes of
Warholian fame with primary care clinicians hard-pressed by ever-growing nonclinical de-
mands that distract from patient care. Even after CBT for OCD in adults and children has been
proven more than twice as beneficial as FDA-approved pharmacotherapies (Foa et al., 2005;
March et al., 2004), and is the preferred treatment of patients seeking care in a New York
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Figure 13.6 Effect of CBT and SMT as augmentation of SRI treatment.



PHARMACOLOGY AND COMPUTER-BASED PSYCHOTHERAPY 273

D-Cycloserine* (n=13) vs. Placebo (n=13) in CBT for OCD

100 mg 1 hour before 10 twice weekly sessions

2 —@— D-Cycloserine m d
Enhances —m— Placebo n tl’C‘fltS
short-term 2 comorbid
' !
learning and TB!
memory »
15
10
p=0.009

Wilhelm et al. AJP. 2008;165:335-341

Figure 13.7 D-Cycleserine versus placebo in CBT for OCD.

City OCD treatment center (Patel & Simpson, 2010) (Figure 13.8), CBT for OCD remains
rarely available. Only 5 of 40 mental health clinicians attending the 2012 26th Annual Door
County Summer Institute Update on Pharmacotherapeutic Advances in the Treatment of
Mood and Anxiety Disorders indicated they have referral access to high-quality CBT (].G.,
personal communication, August 31, 2012).

Computer therapies offer truly standardized, measurement- and evidence-based care
coupled with customization rivaling that of expert clinicians. Always available, computer
therapies are most often used outside clinic office hours when therapists prefer not to work,
but when patients find convenient. Web-based and IVR systems that provide access to pro-
grams via computers and smartphones don’t require travel to a clinic and are often more
comfortable for sensitive subjects, both topics and people, and lead to greater candor than
face-to-face communications (Greist et al., 1973; Locke et al., 1992).

The study of computer therapies is easier than the study of therapies delivered by clini-
cians because of their perfectly standardized presentation of therapy components and the
ease of applying component dismantling and addition protocols with large numbers of study
participants. Proven improvements can be immediately available to subsequent users, a mat-
ter far different from effective continuing education of therapists. Delivered cost of CCBT can
be substantially lower than for human therapists. The cost of developing CCBTs is a fraction
of the cost of development of a new medication. A role for computer therapy in stepped care
is a logical extender of the scarce resource of skilled human therapists, including assurance
of programmed ego-free acknowledgement when CCBT isn’t helping.

The advantages of computer therapy identified for clinical care apply to studies of CCBT
in combination or augmentation with pharmacotherapies. Limitations of CCBT include the
obvious: No therapy works for everyone, although CCBT programs should and usually do
measure patient status and can refer patients elsewhere according to specified criteria. Early
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OCD Treatment Preferences

* Preferred treatment

— Exposure & Ritual Prevention 42%
— SSRIs 16%
— Combination E & RP plus SSRI 43%

* Experimental treatment
— Most preferred — psychotherapy 48%
— Least preferred — DBS 77%

Patel et al. (2010). Journal of Clinical Psychiatry, 71, 1434-1439,

Figure 13.8 OCD treatment preferences.

stage programs won'’t best the best clinicians on their best days, though they can be improved
through research and will at least provide a standardized level of care to every user. By anal-
ogy, there was a pair of quite famous six-game human-computer chess matches played be-
tween the IBM supercomputer Deep Blue and the World Chess Champion Garry Kasparov.
The first match in 1996 Kasparov won 4-2, losing one game, drawing two, and winning three.
A rematch, played in 1997, was won by Deep Blue 3 1/2-2 1/2.

Resistance to CCBT occurs on several levels. There is a general expectation that things on
the web are free—or should be. Funding of development, evaluation, and delivery of CCBT
may come from for-profit, not-for-profit, or government sources, with payment for use from
equally varied sources. The cost of developing and evaluating a new CCBT is a fraction of the
cost of a new medication.

The psychotherapy guild worries that its privileges and priorities, including income, are
threatened by CCBT. To some degree, these concerns are correct. But as Warner Slack (1966)
often observed in a jocular vein from the outset of direct patient—computer interactions, any
doctor who can be replaced by a computer should be replaced by a computer. The benefit of
coaching by individuals without clinical skills and with the goal not to do therapy but to increase
adherence to effective programs has not been adequately studied, though its promise is real. The
combination of computing programs and professionals across many professions complements,
supplements, and augments what unaided professionals can provide. Computer programs safely
land planes in poor visibility where humans cannot. Auto analyzers have essentially supplanted
laboratory technicians. Specialization—in this instance, computers doing what computers do
best and pharmacotherapists what they do best—optimizes functioning and patient outcomes.
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It is hard for those in the pharmaceutical industry to shift to a view of itself as a healthcare
industry, much as buggy whip manufacturers had difficulty shifting from their perspective,
tradition, and product line at the birth of the automobile industry. There is potential for the
pharmaceutical industry to develop a new CCBT product line that is efficacious, less expen-
sive to develop than medications, protected not by patents but by continuous improvement
based on data gathered through use, and easily and inexpensively disseminated as an integral
part of stepped care.

Another obstacle to implementation of CCBT lies within the healthcare system itself. Even
among well-intentioned practitioners, changes in practice patterns require adaptations that
can be challenging. Electronic medical records provide obvious advantages and are being
adopted widely and rapidly, though the learning curve in using them is steep and difficult
enough that some practitioners retire when required to use a new electronic medical record
system. CCBT is another computer system with marked advantages that requires changes in
practice patterns—often simply remembering to utilize CCBT when patients would other-
wise have no CBT available.

All of these resistances will abate and be swept away in the cross currents of need for eq-
uitable access to stepped and standardized evidence- and measurement-based care, limited
human therapy capacity, Moore’s law (Moore, 1965), improving CCBT quality, and increas-
ing healthcare costs. To date, the manifest poor business skills of clinician developers have yet
to overcome the obstacles to implementation, showing that clinician developers went to the
wrong graduate school to do business.

One may speculate that the adoption of CCBT, with its evolved endogenous pharmaco-
therapy will occur at a pace quicker than the implementation of biomarkers in the pursuit
of personalized medicine. Clinicians would rather have something that works well that’s not
well understood than understanding why something doesn’t work.

We end where we began: Establishment of the value of combinations of effective medications
and psychotherapies for medical disorders rests, as always, on careful research to identify
strengths and weaknesses of each proposed combination. CCBTs standardize psychothera-
pies, reducing variability in this research, and have many other attributes that support proph-
ecies of successful combinations with medications.
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A Delicate Balance

The Contribution of Psychosocial Factors to
Biological Treatments of Mental Disorders

Roger P. Greenberg and Mantosh J. Dewan

INTRODUCTION

The following is a brief description of an actual case seen by one of us (RG) in his psycho-
therapy practice. The patient is a middle-aged man who was referred by his psychiatrist after
a number of months of treatment on antidepressants. The patient, who had suffered with
bouts of depression for most of his adult life, received some benefit from the initial course of
medication treatment, but both he and his psychiatrist felt he might experience even more
gains from the addition of psychotherapy treatment. The suspicion proved to be accurate.
The patient was very responsive to talk therapy. Within a matter of a few months, several
historical and interpersonal elements contributing to the patient’s dysphoria were identified
and discussed. Ways in which the patient distorted present experiences based on his past
were uncovered, and the patient began to make changes in how he responded to others, how
he dealt with important decisions, and how he assessed his perception of himself. His confi-
dence improved, and symptoms of depression evaporated. Ultimately, positive feelings and a
continued sense of stability led the patient—with the concurrence of his psychiatrist—to the
decision to taper and eventually discontinue taking antidepressants. The positive outcome
continued over the ensuing months.

However, one day the patient returned for a psychotherapy session and raised an issue that
concerned him. He stated that his wife noticed that the bottle of antidepressant pills in the
medicine chest had not been moved in some time and correctly concluded that her husband
was no longer taking the medication. She had a very biological view of depression and was
quite anxious that her husband would become depressed again if he was not continuing on
the drug to “repair his body chemistry.” The patient tried in vain to convince his wife that he
was feeling fine, that stability without medication had now been in place for a long time, that
he had a new outlook and tools for dealing with stressful events, and that he had discussed
the situation with his mental health providers. Nonetheless, he was unable to allay her fears
about the possible reappearance of depression. Therefore, the patient asked if he could bring
his wife in for a joint session to discuss the issue.

When the wife came in with her husband, she expressed her anxiety about his not continu-
ing to take pills. Her husband stated he had no objection to the pills and had experienced no
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side effects from them, but he thought they were now unnecessary. The wife was then asked
if she would feel better and more relaxed if the patient was continuing to take pills. She said
she would, and as a result, the husband agreed to begin taking pills again for a period of
time if it would help his wife to feel calmer. This was envisioned to be a kind of anti-anxiety
medication relief by proxy. He took the pills; she experienced the benefit. That plan was put
into effect and lasted for a few months until the wife felt less anxious, more reassured, and
open to his discontinuing the medication. He did so and has remained free of depression for
a few years.

This case illustrates the role that expectations and beliefs can play in dealing with mental
disorders. It also raises questions about the arbitrary distinctions sometimes made between
biological and psychosocial treatments and aspects of human emotions. It is impressive how
difficult it has been for investigators to arrive at a frame of reference that permits a clear
distinction between the effects of “active psychotropic drugs” and the supposedly chemically
inert “placebos.” (For a lengthy discussion of this topic see Fisher & Greenberg, 1997.) At base,
the presumed separation primarily results from the idea that active drug effects occur as a re-
sult of definable biochemical processes, while the placebo acts through psychological mecha-
nisms. In truth, it can be argued that all effects occur in tissue, and neither effect is more
biologically real than the other. Thus, a response to a psychotropic medication, a placebo, or
psychotherapy can all be viewed as biological. Consider, for instance, the research suggest-
ing that placebo effects are physiologically mediated by changes in endorphin levels (Evans,
1985); or the demonstration that placebo analgesia of pain is mediated by an endogenous
opiate-related mechanism (Sauro & Greenberg, 2005); or the finding that successful psycho-
therapy treatment of obsessive-compulsive symptoms produces brain imagery changes that
parallel those produced by drug therapy (Baxter et al., 1992); or that a common pattern of
brain scan changes was identified in depressed patients who responded to treatment with
either placebo or antidepressants (Mayberg et al., 2002).

This chapter is aimed at looking at what we now know in order to integrate psychosocial
issues with medication management and make practical use of research findings for improv-
ing the process and outcome of treatment.

THE IMPACT OF PSYCHOSOCIAL FACTORS ON MEDICATION
AND MEDICAL TREATMENTS

Typically it is assumed that medication treatments for mental disorders are powered by the
chemical composition of the drugs with little to no effect resulting from psychosocial ele-
ments such as the nature of the drug setting, patient expectations, the attitude of the pre-
scriber, or the quality of the doctor—patient relationship. Yet repeatedly, such psychosocial
variables have turned out to play a significant part in whether the patient will achieve a sat-
isfactory result (Dewan, Steenbarger, & Greenberg, 2008; Fisher & Greenberg, 1989; Fisher &
Greenberg, 1997; Greenberg & Goldman, 2009; Kradin, 2008). In fact, evidence suggests that
the majority of benefits provided by a variety of medical procedures and medications may
be attributed to psychosocial or placebo effects. For example, placebos have been shown
to account for more than 75% of the efficacy of antidepressants (Khan, Warner, & Brown,
20005 Kirsch, Moore, Scoboria, & Nicholls, 2002). Comparable results appeared in an even
more recent meta-analytic study focused on all the drug trial data submitted to the Food
and Drug Administration (FDA) on the newest class of antidepressants, the serotonin reup-
take inhibitors (SSRIs) (Kirsch et al., 2008). Here analyses, based on both the published and
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unpublished data, showed that although on average all groups improved with treatment,
there was virtually no difference between patients treated with placebos and those receiving
the new generation drugs.

Such findings indicating the importance of psychosocial variables affecting medical out-
comes are not restricted to psychiatric drug studies. Interesting and unexpected results are
also obtained in reports on sham surgery, which put patients through a surgical experience
without providing any surgical interventions considered to be specific to the condition be-
ing treated. Surprisingly, sham surgeries for osteoarthritis of the knee proved to be just as
effective in reducing knee pain as the formerly accepted arthroscopic knee surgery had been
(Moseley et al., 2002), and a double-blind sham surgery for stem-cell replacement in Parkin-
son’s disease patients resulted in strong and enduring positive outcomes (McRae et al., 2004).

USEFUL FINDINGS FROM DEPRESSION TREATMENT RESEARCH

Evidence has emerged from studies on the effectiveness of antidepressants indicating that
the same medications prescribed at the same dosages by different practitioners can produce
significantly different results (Greenberg & Fisher, 1989; Greenberg & Fisher, 1997). An early
example of this type of finding was presented by Greenblatt, Grosser, and Wechsler (1964).
They published a multicenter study where improvement rates were compared for the same
three antidepressant drugs using the same criteria for selection of depressed patients at three
different hospitals. The rank order of treatment effectiveness among the hospitals was virtu-
ally the same no matter which treatment was used. One hospital consistently produced the
best results, and another produced the worst. For instance, a comparison of the use of one of
the antidepressants showed it was effective 67% of the time at the most effective hospital and
only 31% of the time at the least effective medical center. Obviously, something other than
the chemical composition of the medications was at play in the different settings.

Similarly, there is variability in drug effectiveness when prescribed by different clinicians.
A good illustration of this occurs in the well-known National Institute of Mental Health
(NIMH) Treatment of Depression Collaborative Research Program (TDCRP) (Elkin et al.,
1989). Undoubtedly this was one of the largest, most publicized, and most ambitious studies
of mental health treatments. It compared the treatment outcomes for 239 depressed patients
seen at three different sites. Patients were randomly assigned to four different treatment con-
ditions: cognitive-behavior therapy; interpersonal psychotherapy; imipramine plus clinical
management; and a pill placebo plus clinical management control condition. Analyzing study
results became a very complex task partly due to the number of different outcome measures
and the many ways the patient sample could be configured. As Greenberg and Fisher (1997)
indicated, some of the findings had a “now you see it, now you don’t” quality because of
the myriad ways the patient samples and the measures could be construed. Yet, one of the
overarching conclusions was that each of the treatment conditions (including placebo) led
to positive outcomes, and all were roughly equivalent in providing benefits for patients. Later
analyses, juggling the data in new ways, went on to suggest the debated possibility of some of
the treatments doing better with the more severely depressed patients.

For the purposes of this chapter, though, perhaps the findings of greatest interest appeared
later on when looking at which factors led to the most reduction in patient depression. It
turned out that the nature of the doctor—patient relationship or the level of therapeutic al-
liance (broadly defined as the collaborative bond between patient and clinician) exerted a
strong and “very large effect” on outcome (Krupnick et al., 1996). In fact, to the astonishment
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of the researchers, the relationship ratings were as important for antidepressant outcome as
they were for the outcome with psychotherapies or placebo. Improvement was significantly
less related to the type of treatment received than to the quality of the relationship with
their doctor that the patients experienced. This result is in accord with the Thase and Kupfer
(1996) observation that 80% to 90% of the variability in outcome in treating most cases of
depression can be accounted for by “nonspecific factors” such as clinical support.

Of special note, two studies by Blatt and his colleagues (Blatt, Sanislow, Zuroff, & Pilko-
nis, 1996; Blatt, Zuroff, Quinlan, & Pilkonis, 1996) explored the question of who were the
most effective clinicians in the NIMH study, and what characteristics did they possess? They
came to the conclusion that certain qualities were more common among the most successful
practitioners whether they were providing psychotherapy or drug treatments. The more the
clinicians were seen as empathic, caring, open, and sincere, the better their outcome ratings
became. Relatedly, a cluster of characteristics described the most effective practitioners in the
project. Again, it did not matter whether the treatments were psychotherapy or drugs. The
most successful were those doctors who had a psychological rather than a biological orienta-
tion to the treatment of depression, those who in their regular clinical practices placed less
emphasis on medication, and those who expected the outpatient treatment of depression
would last for a longer period of time than did the less effective clinicians.

The idea that clinicians need to be especially sensitive, flexible, and tuned in to their im-
pact on their relationship with patients is in keeping with modern research findings (Baldwin,
Wampold, & Imel, 2007). In addition, providers who are able to adjust their interactions after
obtaining feedback from patients about how the treatment is going obtain better outcomes
(Lambert et al., 2003). It is also important for clinicians to promote an active collaboration
in the treatment process. Patients who passively sit back, waiting for the drugs to provide the
cure, are not likely to do as well as those who are led to be actively engaged in the process.

THE PROBLEM OF PATIENT TREATMENT ADHERENCE, PREMATURE
TERMINATION, OR DROPOUT

Perhaps one of the most important psychosocial factors affecting whether treatment with
drugs and/or psychotherapy will be beneficial is the patient’s decision about whether to fol-
low through on what is prescribed. For psychotherapy, this issue is often labeled premature
termination or dropout, while drug providers describe the problem as treatment adherence.
In either case, it is clear that benefits are limited when patients do not comply with the treat-
ments offered by their providers.

For psychotherapy, a comprehensive meta-analysis of 669 studies involving more than
83,000 patients revealed the issue of patients dropping out of therapy has continued for many
decades (Swift & Greenberg, 2012). Although premature termination is occurring at a lower
rate than was estimated 20 years ago (Wierzbicki & Pekarik, 1993), it remains a significant
problem with one out of every five patients dropping out of psychotherapy treatment. The rate
of discontinuation was found to be higher when patients were being treated for a personality
disorder diagnosis (such as borderline personality), eating disorders, or when there was no
one specific disorder identified. Of note, there was no difference in dropout rates due to which
model of psychotherapy was employed. However, more experienced providers had lower
dropout rates than those in training and those with less experience (Swift & Greenberg, 2012).

The problem is, if anything, even more pronounced in studies of medication where re-
views have shown treatment nonadherence results often ranging from 30% to 60%, with
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the rate typically estimated at about 50% (Meichenbaum & Turk, 1987). Additionally, it has
been found that patients with psychiatric disorders may have lower levels of compliance with
drug regimens than do those with physical disorders (Cramer & Rosenheck, 1998). Patients
receiving antipsychotics are of particular concern since their rate of medication compliance
appears to be even more reduced than those obtained by patients with other mental disor-
der diagnoses (Ascher-Svanum, Zhu, Faries, Furiak, & Montgomery, 2009). Meichenbaum &
Turk (1987) report a dropout rate as high as 75% for schizophrenic patients.

The realization that noncompliance or dropout is so prevalent in mental health cases has
led some to conclude that medical and psychiatric training should devote more time to deal-
ing with the psychosocial issue of how to manage the doctor—patient relationship. Thus,
Mintz (2005) has emphasized that it is important for psychiatry trainees to learn that it is
“crucial” to develop an understanding of intrapsychic and interpersonal dynamics, even for
those focusing exclusively on delivering somatic treatments. For instance, it is imperative to
recognize that offering—or not offering—medications may have profound meaning to the
patient. To illustrate, the patient might interpret the physician’s message to mean, “She is a
caring doctor who wants to use these medications to make me feel better quickly” or “He
must think I am very seriously ill and does not think I can get better on my own with only
the help of psychotherapy.” Also, specific medications can have an idiosyncratic meaning. For
example, “He said this medication is more likely to help me because it helped my mother but,
God, I’d rather die than be like my mother!”

Chaplin and his colleagues (Chaplin, Lilliott, Quirk, & Seale, 2007) point to the need
for consulting psychiatrists to master “negotiating styles” when prescribing antipsychotic
medications. They advocate for careful listening, developing strong interpersonal skills, and
becoming sensitive to differentiating when situations may require directive or nondirective
interaction styles.

PRACTICE RECOMMENDATIONS FOR REDUCING DROPOUT

Attempts have been made to come up with clinical recommendations to reduce the likelihood
of patients discontinuing treatment prematurely. For example, Swift, Greenberg, Whipple, &
Kominiak (2012) detailed a number of practice strategies, based on the empirical literature,
for dealing with the dropout problem. Though they emphasized findings derived from the
psychotherapy literature, the suggestions can be applied to medication or combination ap-
proaches as well.

The first suggestion has to do with paying special attention to patient preferences. This
may involve an assessment of patients’ values, desires, or wants regarding the type of treat-
ment that is to be implemented. Included could be a discussion of thoughts about medica-
tions, psychotherapy, or their combination, as well as the type of clinician the patient would
most like working with, and the roles of the patient and the provider in working together.
In fact, the American Psychological Association (APA Presidential Task Force on Evidence-
Based Practice, 2006) has recommended that patient preferences be integrated into treat-
ment planning and decision making as an important component of evidence-based practice.
Research supports this idea. A meta-analysis of 18 studies demonstrated that patients whose
preferences were taken into account were about half as likely to drop out of treatment no
matter what their diagnosis or expressed type of treatment preference (drugs, psychotherapy,
or combination) (Swift, Callahan, & Vollmer, 2011). Discussing preference does not mean
that the practitioner automatically accedes to the patient’s initial choice. Often patients are
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not aware of what the range of options might be for their particular situation. Instead, it can
become an opportunity for the clinician to share information about what is known about a
disorder and the best ways to deal with the problem. The end result would then be a collab-
orative decision about which approach might be most useful.

A second suggestion put forth by Swift, Greenberg, and their colleagues (2012) for re-
ducing patient dropout has to do with educating patients about what to expect regarding
treatment duration and patterns of change. As documented by Swift, Callahan, and Vollmer
(2011), patients often hold incorrect or unrealistic expectations about what will happen in
their treatment, how long it will take, what kinds of side effects may appear, and what kinds
of benefits will result from therapy. Frequently, there may be a mismatch between what
the clinician expects based on experience and reading the literature and unrealistic patient
beliefs fed by advertisements, commercials, and an understandable desire for fast, almost
magical solutions. Frank discussion may help patients to adjust their beliefs and stay with
treatment as its course unfolds over ups and downs and a duration that may exceed initial
expectations.

Another important suggestion for reducing the likelihood of premature patient termina-
tion has to do with helping patients strengthen hope about a positive outcome with treatment
(Swift & Greenberg, 2012; Greenberg, Constantino, & Bruce, 2006). Belief in treatment is an
important factor in motivating patient desire to continue. In fact, positive expectations for
recovery have been viewed as explaining as much as 15% of the variability in therapy success
(Norcross & Lambert, 2011). Frank and Frank’s classic discussion of the nature of persuasion
and healing in treatment (Frank & Frank, 1991) leads to the idea that hope can be aroused by
the ways in which practitioners present themselves and their proposed interventions. Patients
are more likely to have faith in a treatment that is presented by an individual who appears
professional, shows expert knowledge about the agreed upon treatment approach, and pres-
ents a logical, credible explanation for how improvement will come about. The provider’s
confidence that treatment is apt to work is also helpful in instilling positive expectations
(Constantino, Glass, Arnkoff, Ametrano, & Smith, 2011).

An additional research-driven suggestion for reducing premature termination comes
from using periodic feedback from patients to monitor the course of treatment. A number of
formal rating systems to evaluate patient progress have been proposed (Lambert, Hansen, &
Finch, 2001; Miller, Duncan, Sorrell, & Brown, 2005). These systems clue providers in on
whether treatment is moving in a positive or negative direction, allowing for a mid-course
discussion and correction.

A review of studies examining the effects of patient feedback to clinicians about progress
revealed significant favorable effects for patients whose doctors requested and received regu-
lar feedback about their progress (Lambert & Shimokawa, 2011). Patients who provided feed-
back to their doctors evidenced significantly better posttreatment outcomes, were more likely
to show reliable gains in therapy, and were less likely to end treatment with a poor outcome.

Perhaps the most important element for achieving a successful treatment result lies in
the creation of a collaborative treatment alliance. The treatment relationship and the role it
plays in outcome is likely the most studied psychosocial factor in the research literature. It is
often thought of as the main variable that underlies the discovery that different approaches
(both biological and psychotherapeutic) can result in equally positive outcomes (Greenberg,
2012). The most widely accepted definition of the working alliance was presented by Bordin
(1979). His definition indicated that the alliance is composed of an agreement between pa-
tient and clinician on the goals and tasks of therapy and the bond that exists between them.
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The alliance construct has been found to be related to treatment outcome (Horvath, Del Re,
Fluckiger, & Symonds, 2011), and, as would be expected, a meta-analysis of relevant studies
has demonstrated that the strength of the alliance is positively related to lowering the prob-
ability of patient dropout (Sharf, Primavera, & Diener, 2010).

Given the research evidence, it follows that facilitating a positive treatment alliance would
both lower dropout and increase benefits for those treated with medications, psychotherapy,
or some combination of the two. It is especially important that efforts to strengthen the re-
lationship occur early in treatment when the connections are first forming and the risk for
nonadherence is highest. How might this be done? First, efforts need to be made in creating
an agreement on the tasks and goals of the treatment. This can come from promoting patient
discussion about their thoughts and preferences regarding treatment type, their concerns
regarding collaboration, and routine feedback from patients about how they think the treat-
ment is going (Tryon & Winograd, 2011). Obviously, benefits will also accrue from perceiving
the clinician as empathic, warm, and nonjudgmental.

THE “DIFFICULT-TO-TREAT” PATIENT

Elsewhere, Dewan and Pies (2001) have addressed the generic factors that lead to psy-
chiatric patients being labeled “difficult to treat.” These include patient factors (inability
to form a therapeutic alliance, nonadherence, severity of illness) and treatment provider
factors (unempathic, cold, judgmental, and lacking in skill or knowledge). Even when all
parties are well intentioned and have a good working alliance, studies indicate that many
patients will be “difficult to treat.” For example, a large prospective investigation of 3,671
patients titled the Sequenced Treatment Alternatives to Relieve Depression (STAR*D) re-
vealed how difficult it is to treat depression with medications alone in the real world (Fava
et al., 2003; Rush et al., 2004; Rush et al., 2006). The project demonstrated that even when
using adequate antidepressant dosages and treatment durations and allowing medications
to be switched or augmented over a series of four different treatment steps, the majority of
patients did not achieve remission. Adding cognitive-behavior therapy as an option did not
produce any better results. Similar disappointing results with antipsychotic medications
were revealed in the so-called “Catie” study of schizophrenia treatment (Clinical Antipsy-
chotic Trials of Intervention Effectiveness) (Lieberman et al., 2005). Here, both new and
older antipsychotic medications were found to be comparably effective but were associated
with high rates of discontinuation as a result of intolerable side effects or lack of adequate
symptom control.

When confronted with a patient who is not doing well, it is important to take a step back.
Was the diagnosis right? Is there an additional condition that was missed (e.g., 15% of severely
depressed patients have psychotic symptoms and need an antipsychotic medication added to
their antidepressant for an optimal response)? Was the dose and duration of the medication
trials adequate? Was the psychotherapy they received disorder specific? For instance, a patient
with OCD is much more likely to benefit from exposure and response prevention behavior
therapy than from supportive therapy. It should be noted that just as psychosocial factors
improve the effectiveness of medications, at times the use of medication allows for successful
psychotherapeutic intervention. A psychotic patient needs to respond adequately to medica-
tion before family therapy or cognitive behavioral therapy can be usefully attempted. Simi-
larly, some patients with OCD need to have their symptoms reduced by medications before
they can face the increased anxiety of behavior therapy.
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COMBINING MEDICATIONS AND PSYCHOTHERAPY

It has been well documented that some disorders require a combination of medications and
psychotherapy for optimal outcomes (Dewan & Pies, 2001). While antipsychotics are a first-
line remedy for the treatment of schizophrenia, one or more psychotherapeutic interventions
are also helpful. These include family therapy, personal therapy, and cognitive behavioral
therapy (Hogarty, Greenwald et al., 1997; Hogarty, Kornblith et al., 1997; Sadock, Sadock, &
Ruiz, 2009). Similarly, for patients with bipolar disorder, it is necessary to combine a mood
stabilizing medication with some form of psychotherapy, such as psychoeducational thera-
pies aimed at illness management, cognitive behavioral approaches, interpersonal and social
rhythms therapy, and family-focused therapy (Sadock et al., 2009). Even disorders that are
treated primarily with psychotherapy frequently benefit from adding medication at some
point in the course of treatment. For instance, patients suffering from borderline personality
disorder may be primarily treated with long-term psychotherapy. However, they will at times
suffer severe regressions and micro-psychotic episodes, which may respond to brief periods
of low-dose antipsychotics. Similarly, they may lapse into persistent depression that responds
to the addition of antidepressants (American Psychiatric Association, 2010).

Greenberg and Goldman (2009) have presented a review of the benefits that might be
obtained from combining or not combining medications with psychotherapy for depression.
They note that since each of the types of treatment (biological or psychological) has received
empirical support, it could be logically theorized that the combination might routinely be
more powerful than either treatment delivered alone. They cite several studies that do not
support this speculation. However, the evidence does indicate that in the case of difficult-
to-treat depressed patients, those whose depressions are more severe, the combination is
preferable. Evidence for this occurs in a study by de Maat and colleagues (2007). Their meta-
analysis of seven studies of 903 patients showed that combined treatments were more effec-
tive than psychotherapy alone, but only in patients with relatively severe, repetitive, chronic
episodes of depression. Similar results were also reported by Friedman et al. (2004), who
demonstrated across 17 studies that adding psychotherapy to antidepressants turned out to
be most useful when patients were suffering with chronic or severe depressions. Comparable
sentiments were expressed by Jindal and Thase (2003), who noted that there is little scientific
reason to combine treatments in the usual care of milder or less severe depressions. Their
recommendation for most cases was to rely on patient preferences and treatment availabil-
ity. Greenberg and Goldman (2009) document in their review that psychotherapy might be
considered as the initial treatment to be tried for most cases of depression because it is less
likely to lead to relapse when terminated, produces fewer side effects, and appears to be the
treatment that more patients would opt for if given the choice.

Patients whose primary treatment is medication (e.g., patients with schizophrenia) may
also get a disorder-specific psychotherapy when available or receive supportive therapy for
illness management, increased adherence, or decreasing the potential for suicide. Patients
whose primary treatment is psychotherapy will often get medications targeted to specific
symptoms (e.g., anxiety, depression or micro-psychotic episodes). It can be safely concluded
then that a large percentage of patients will receive combined treatment.

SPLIT VERSUS COLLABORATIVE CARE

As noted above, there is increasing data to support the common wisdom that “difficult-to-
treat” patients do better on a combination of psychotherapy and medication. Both these
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modalities can be provided as integrated treatment by a psychiatrist, which is time efficient
and cost effective. Or, as often the case, care is “split” between a psychologist or social worker
therapist and a prescribing psychiatrist, which allows for a greater range of expertise. When
the patient, therapist, and prescriber are on the same page and working well together, “split”
treatment is effective “collaborative” treatment. However, “split” treatment has the potential
for the patient splitting the therapist—prescriber dyad and for mis- or noncommunication
between the treatment providers, neither of whom gets reimbursed for the time it takes for
regular collaboration (Dewan, 2012). Studies (Avena & Kalman, 2010; Kalman, Kalman, &
Granet, 2012) show that, in fact, collaboration usually does not occur; this may contribute to
some patients continuing to be “difficult to treat.”

CONCLUSION

In order to best serve our patients, we need to employ one or several treatments from amongst
all the evidence-based, specific treatments available for a particular condition. For optimal
effectiveness of medication alone, psychotherapy alone, or combined modalities, treatment
must be delivered by a caring, empathic, nonjudgmental treatment provider who is sensitive
to the contribution of psychosocial factors and who works at informing the patient of all
treatment options while establishing a robust, collaborative, working alliance. Next, patients
do best with evidence-based, disorder-specific treatments; often a combination of two or more
biological and psychotherapeutic modalities is useful for obtaining maximum benefit. If this
combined approach is provided by two treatment providers—as is so often the case—a con-
certed effort must be made to prevent “split” treatment and to form a collaborative alliance
that respects and maximizes the expertise of both treatment providers to the benefit of their
common patient. When done well, this collaboration increases the chances of a good outcome
and often makes working with even difficult-to-treat patients both manageable and rewarding.
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interpersonal psychotherapy (IPT): effectiveness
of 74; medication management combined with
77-8; outcome studies of 9, 16; for perinatal
distress 2334, 236, 237, 239

interpersonal social rhythm therapy 99

interpersonal thought record (Intra-TR) 27, 30, 31
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PPPT with 5; pharmacotherapy for 137-8;
psychotherapy for 136-7

PPPT see psychopharmacopsychotherapy

prazosin for PTSD 135-6

pregnenolone for schizophrenia 114

premature ejaculation (PE) 249-50

premature termination 280-2

primary insomnia 187-90; see also insomnia

process research 217-8

psychodynamic psychotherapy: for addiction 212-15,
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STAR*D (Sequenced Treatment Alternatives to
Relieve Depression) 283

stimulants for ADHD 165, 169-71, 178, 180-1

stimulus control therapy 194-5, 195

stress management training 272, 272

stress tests 11-12

Stroop test 11

subgenual cingulate cortex (Cg25) 73

substance abuse see addiction

subsyndromal minor depression (dysthymia) and
IPT 78

295

suicide and bipolar disorder 88
synergistic effect 71

tandospirone for schizophrenia 108
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trial-based cognitive therapy (TBCT): action plan
36, 36; case formulation/conceptualization 26,
26-7, 29; case illustration 29, 29, 30, 31, 35-6,
36; Cognitive Distortions Questionnaire 27, 29,
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