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based and open to everyone interested (http://www.psychiatry.
ox.ac.uk/balance).

On the relationship between systematic reviews and clini-
cal guidelines, we are understandably very pleased that Dr.
Hirschfeld et al. have already noticed our review, and we look
forward to the next update of the APA guideline for bipolar
disorder. We agree that developing treatment guidelines re-
quires the updating and integration of all available data.
When this leads to different conclusions by different consen-
sus groups, it means—in the absence of obvious cultural or le-
gal constraints—either that the evidence has been selectively
evaluated or there is simply too little evidence to make better
than an opinion-led summary. For example, lamotrigine was
recommended for the acute treatment of bipolar depression
by the APA bipolar disorder guideline on the basis, at that
time, of just one available study in which lamotrigine was
more effective than placebo on a secondary—not the pri-
mary—outcome measure. Since then, the results of two other
acute studies have also become available, and they were both
negative (3).

In the case of short-term treatment of bipolar depression
with antidepressants, we stand by our conclusion that the
available evidence supports their efficacy. Their use in bipolar
I patients should normally be accompanied by a mood stabi-
lizer (4). The need for further independent studies remains
and could meet many of the apparent differences of interpre-
tation raised by our eminent colleagues.
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Extended-Release Divalproex Sodium 
for Patients With Side Effects From Delayed-
Release Divalproex Sodium

TO THE EDITOR: We read with interest the article by Franca Cen-
torrino, M.D., et al. (1). For similar reasons—enhanced pa-
tient compliance resulting from once-daily dosing and the
potential for greater tolerability because of less peak-trough
blood-level fluctuation—we also performed a pilot switching
study that we presented at the 2001 APA annual meeting and
would like to share with your readers.

Ten patients with bipolar I or bipolar II disorder (some with
other axis I or axis II comorbidity) who exhibited side effects
that limited their compliance or tolerability to delayed-release
divalproex sodium were switched to the once-daily extended-
release formulation. The patients were switched based on bio-
available dose data and available tablet strength. In two multi-
ple-dose studies, the average bioavailability of extended-re-
lease divalproex given once daily was 81%–89% relative to
delayed-release divalproex tablets given b.i.d. (2). The patients
were evaluated over 12 weeks to monitor their clinical status
(Clinical Global Impression and Global Assessment of Func-
tioning scales), and side effects were measured with a 7-point
Likert rating scale. No additions, deletions, or dose changes of
concomitant medications occurred in any patients during the
12-week observation period. Laboratory assessments in-
cluded baseline and follow-up divalproex blood levels, liver
function tests, and CBCs. Our case series was unblinded, open
label, and naturalistic. All patients were maintained in their
usual outpatient treatment settings, with no alteration in the
type or frequency of their clinic appointments.

Six male and four female patients ages 27 to 52 who were
currently taking divalproex for a DSM-IV diagnosis of bipolar I,
bipolar II, or schizoaffective disorder were followed. This
study was approved by the Aurora Healthcare Institutional Re-
view Board, and all subjects provided appropriate informed
consent. All patients had liver function tests with results
within normal limits and had no history of hepatitis, pancre-
atitis, or hematological abnormalities. All patients had at least
one side effect attributed to divalproex (namely, gastrointesti-
nal discomfort, sedation, weight gain, or tremor) that
prompted their desire to switch to a potentially more tolerable
extended-release formulation.

Our 12-week follow-up results substantiated that extended-
release divalproex was effective (nine of 10 patients showed
equal or mildly improved clinical status), well tolerated (five
of 10 had reductions in side effects), and led to enhanced
medication compliance in certain individuals. Pharmacoki-
netic data from extended-release divalproex studies suggest
that its peak and trough blood levels do not fluctuate signifi-
cantly compared to the conventional divalproex formulation
(2). Peak levels may be associated with increased side effects,
and adequate trough levels are thought to affect the efficacy
of divalproex. Thus, the extended-release formulation of di-
valproex (which has a more level steady-state curve) may con-
fer the dual advantage of lesser side effects (tolerability) and
more sustained efficacy.

Studies have suggested that noncompliance with pharma-
cological treatments for bipolar disorders is as high as 50%,
and compliance increases as the number of daily doses de-
creases (3). Thus, once-daily dosing should improve patient
compliance and, consequently, may improve treatment out-
comes. This may be especially important in the treatment of
individuals with bipolar disorder, for whom noncompliance
often not only precipitates acute decompensation but also
leads to the development of a more intractable disease pat-
tern or loss of responsiveness to previous regimens (e.g., lith-
ium). Our open pilot findings add to the growing literature (4)
that supports the safety and efficacy of extended-release di-
valproex sodium in psychiatric patient populations, and we
hope that it stimulates more rigorous controlled clinical trials.
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Defining the Core Processes of Psychotherapy

TO THE EDITOR: Janis L. Cutler, M.D., et al. (1) presented an ex-
cellent clinical case conference comparing approaches to the
treatment of an individual using three different types of psy-
chotherapy (cognitive behavior therapy, interpersonal psy-
chotherapy, and psychodynamic therapy). Dr. Cutler com-
mented that cognitive behavior therapy and interpersonal
psychotherapists “do not believe it necessary to explore or in-
terpret transference” (p. 1572). We would disagree with this
statement with regard to cognitive behavior therapy. As cog-
nitive behavior therapy supervisors training psychiatry resi-
dents, we often find that supervisees and psychodynamic
therapy supervisors have the perception that transference is
not examined in cognitive behavior therapy. In our opinion,
this is one of the major misconceptions of cognitive behavior
therapy that has been identified by various experts (2–5).

Although the word “transference” is not part of the jargon of
cognitive behavior therapy, examination of the cognitions re-
lated to the therapist with respect to past significant relation-
ships is an integral part of the assessment and treatment in
cognitive behavior therapy. Developing a cognitive behavior
therapy case conceptualization of patients is recommended
for treating every patient with cognitive behavior therapy (3);
cognitive behavior therapists examine the thoughts, feelings,
and behaviors related to a wide range of situations (including
reactions to the therapist) and relevant childhood experiences
to understand the underlying core beliefs and conditional as-
sumptions of each patient. In addition, Beck et al. (5) stated
that a cognitive therapist must be

particularly sensitive to…the patient’s hypersensitivity
to any action or statement that might be construed as re-
jection, indifference or discouragement. The patient’s
exaggerated responses or misinterpretations may pro-
vide valuable insights but the therapist must be alert to
their occurrence and prepare the framework for using
these distorted reactions constructively.

We believe that it is important to underscore that transfer-
ence issues are examined carefully, in an upfront fashion, in
cognitive behavior therapy and must be an integral compo-
nent of the complete management of every patient undergo-
ing cognitive behavior therapy.
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TO THE EDITOR: The informative clinical case conference by Dr.
Cutler et al. arrived at the brink of psychotherapy’s current
challenges but failed to take the next step into the heart of the
matter. After concise descriptions of cognitive behavior ther-
apy, psychodynamic, and interpersonal therapy by propo-
nents of each approach, Dr. Cutler and colleagues synthe-
sized similarities and distinctions among the three. They
noted their many shared features, including the critical im-
portance of the therapeutic alliance, and found a primary dis-
tinction in the emphasis psychodynamic psychotherapy
places upon transference, which cognitive behavior therapy
and interpersonal psychotherapy do not share. They noted
that “common factors” account for most outcomes. Tech-
nique is important but accounts for only about 15% of out-
come, with 55% of patient change attributable to patient vari-
ables (1). Dr. Cutler et al. correctly believe that there may be
prescriptive approaches for specific patient characteristics,
citing investigators who found that cognitive therapy works
better for patients with less impaired cognitive skills, whereas
interpersonal therapy works better for patients who have
some social skills. There is a growing body of process research
suggesting that therapists must customize their approaches
to patients (2). The patient’s assets and deficits are the most
substantial determinants of outcome, with the therapist’s
skills and abilities—regardless of theoretical school—second-
arily influencing outcome. The strength of the working alli-
ance follows these key variables as a tertiary influence (3).
Like the child who saw that the pompous emperor really had
no clothes, process research is revealing that the schools of
therapy are illusory. It is finally telling us the naked truth that
patient and therapist variables are the primary keys to out-
come. Findings like these compel us to describe psychother-
apy as it is, by using our expanding knowledge of the human
brain to describe the neural circuits of psychotherapy based
upon their fundamental processes: engagement, broadening
self-awareness, pattern search, change, termination, resis-
tance, transference, and countertransference. I hope Dr. Cut-
ler and her colleagues will build upon these neurobiological
discoveries to help define psychotherapy as it is.
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