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and de Jonge receive VIDI grant support from the Dutch Medi-
cal Research Council (grant # 016.086.397).

This letter (doi: 10.1176/appi.ajp.2009.09040482) was accepted
for publication in May 2009.

Drs. Carney and Freedland Reply

TO THE EDITOR: Our review article on treatment-resistant de-
pression and mortality following acute coronary syndrome
was intended to inspire new studies and secondary analyses
of relevant databases. We are delighted that Drs. Zuidersma
and de Jonge have included a secondary analysis of data from
the MIND-IT clinical trial to explore a point we raised in our
review. However, we respectfully disagree with their state-
ment that we “hypothesized” that the increased risk for car-
diac morbidity and mortality in depressed patients with coro-
nary heart disease is a result of the presence of a higher
proportion of treatment-resistant cases among patients
whose first episode of major depression coincides with an
acute coronary syndrome than among those with a recurrent
major depressive episode around the time of an acute coro-
nary syndrome. Actually, we noted that we found no relation-
ship between response to treatment and the type of depres-
sive episode (initial versus recurrent) in the Enhancing
Recovery in Coronary Heart Disease (ENRICHD) clinical trial.
In ENRICHD, patients with either treatment-resistant or first-
episode depression were at higher risk for mortality than
those with treatment-responsive or recurrent depression. Be-
cause other studies of depression in patients with coronary
heart disease have found initial episodes to be less responsive
to treatment than recurrent episodes, we suggested that this
potential relationship “deserves more careful study” (p. 414).

For this reason, we are pleased that Drs. Zuidersma and de
Jonge examined the MIND-IT data to determine whether
these subgroups overlap or, as in the ENRICHD trial, whether
they were independent risk factors for cardiac events. Even
though first depressive episodes were relatively unresponsive
to treatment in the MIND-IT study, first episodes of depres-
sion and nonresponse to treatment were independently asso-
ciated with the incidence of cardiac events. The small size of
the subgroups precludes strong conclusions, but the goal of
the analysis was hypothesis generation.

We also agree with the authors that poor adherence to the
depression and cardiac treatment regimens may explain both
poor response to antidepressant treatment and a higher inci-
dence of cardiac events. We have previously suggested that
poor adherence to the medical treatment regimen is likely to
at least partially explain why depression is associated with an
increased risk of cardiac events (1), and we agree that it de-
serves more careful study.

In his letter, Dr. Nicholas suggests that an initially inade-
quate response may prompt more aggressive depression treat-

ment, which may prove to be harmful for patients with coro-
nary heart disease. Patients who did not respond to treatment
in the ENRICHD clinical trial did not receive more sessions of
cognitive behavioral therapy than those patients who re-
sponded to treatment, but they were more likely to be given an
antidepressant. However, treatment with an antidepressant
was associated with improved survival in the ENRICHD trial
(2). Although it is not known whether the psychotherapy ses-
sions were more stressful or longer for patients who did not re-
spond to treatment, we do not find support for Dr. Nicholas’
conjecture in the ENRICHD trial data. Nevertheless, the possi-
bility that initial nonresponse to depression treatment leads to
more aggressive treatment, and in turn, to greater cardiac
morbidity and mortality, deserves further consideration.
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The Use of Short Half-Life Antidepressants in 
the Treatment of Bipolar Depression

TO THE EDITOR: In the February 2009 issue of the Journal,
Mark A. Frye, M.D., et al. (1), and Joseph F. Goldberg, M.D., et
al. (2) examined the predictors of treatment-emergent mania
and mixed states in depressed bipolar patients. I would en-
courage both groups of investigators to review their data to
examine two variables that have not been reported. The first
is the diurnal variation of mood, which I find to be more ex-
treme in patients who have bipolar depression and may be a
predictor of a response to a mood stabilizer in unipolar pa-
tients. The second variable is the form of antidepressant given
to patients. A convention in publishing is to use the generic
names of medications, but this does not distinguish among
the three preparations of bupropion (immediate release, 12-
hour release, and 24-hour release) and two forms of venlafax-
ine (immediate- and time-release). Although time-release
preparations technically have the same half-life of the under-
lying compound, their sustained presence keeps blood and

TABLE 1. Patients in Each Subgroup With New Cardiovascular Events

Associated Risk Factor

Group

Subjects Responding to Treatment Subjects Not Responding to Treatment Total

N % N % N %
First episode 2/18 11 10/36 28 12/54 22
Recurrent episode 0/9 0 1/7 14 1/16 6
Total 2/27 7 11/43 26 13/70 19
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brain levels more constant, resulting in differing side effects
and efficacy profiles.

I have found that in bipolar patients with extreme diurnal
variation of mood (characterized by severe a.m.-hour depres-
sion followed by significant brightening in the evening), the
non-time-release preparations of medications, such as bu-
propion and venlafaxine, given in low doses in the a.m. hours
only can be very helpful and less likely to cause manic switch-
ing. Conversely, the long-acting preparations of the same
medications tend to cause a reversal of diurnal variation, with
improvement in the a.m. hours and agitation in the p.m.
hours. It might turn out that short half-life reuptake inhibitors
have a place in treating bipolar depression. Other relatively
short-acting agents, such as atomoxetine, may also fall into
this category.
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Drs. Frye and Helleman Reply

TO THE EDITOR: Dr. Liebowitz comments on the safety (i.e.,
reduced switch rate) and effectiveness of morning single-
dose immediate-release antidepressant therapy when there is
a classic diurnal variation to the bipolar depressive episode.
He further states that, conversely, extended-release antide-
pressant therapy may “tend to cause a reversal of diurnal vari-
ation, with improvement in the a.m. hours and agitation in
the p.m. hours.” We find these observations intriguing and
potentially meaningful.

This is not the first examination of diurnal variation and
treatment response. We know that the presence of diurnal
variation can be predictive of response to sleep deprivation in
some but not all studies (1, 2). Second, patients with bipolar I
disorder have responded more frequently to sleep depriva-
tion than patients with major depression (3). This may be re-
lated to Dr. Liebowitz’s observation of more pronounced diur-
nal variation in bipolar versus unipolar disorder.

Our study design utilized immediate-release antidepres-
sants, and thus we are unable to comment on the potential ex-
tended-release liability or the proposed safety of morning-dose
immediate-release therapy. However, we have gone back to
conduct a secondary post hoc analysis of prevalence rate of di-
urnal variation to mood at the time of randomization. For this

post hoc analysis, we utilized the Inventory of Depressive
Symptomatology (4) question 9 rated mood that appeared to
be related to the time of day as a score of 2. The rate of diurnal
variation to mood was 14/44 (31.8%) in the treatment-emer-
gent mania group, 25/83 (30%) in the antidepressant re-
sponder group, and 20/42 (46.5%) in the antidepressant non-
responder group (χ2=3.49, df=2, p=0.18). Similarly, there was no
difference among the three groups pertaining to mood being
worse in the morning, afternoon, or evening.

Antidepressant response based on classic or reverse diur-
nal variation to mood in the context of antidepressant half-
life is a very thought-provoking observation and worthy of
controlled study.
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Dr. Goldberg Replies

TO THE EDITOR: Dr. Liebowitz offers an interesting anecdotal
observation about the potential importance of diurnal varia-
tion in bipolar depression and its possible relationship to
mood stabilizer response. Unfortunately, the Systematic Treat-
ment Enhancement Program for Bipolar Disorder (STEP-BD)
study did not obtain data on this clinical characteristic during
depressive episodes. Existing literature on the phenomenol-
ogy of bipolar depression has not identified diurnal variation
as a feature that is more common in bipolar than unipolar de-
pression, in contrast to other constructs such as reversed veg-
etative signs (1). However, some investigators have hypothe-
sized that diurnal mood variation may reflect disruptions of
circadian rhythms in healthy volunteers (2), suggesting a pos-
sible role in cyclical or highly recurrent mood disorders.

Dr. Liebowitz also raises the hypothesis that short-acting
antidepressant preparations may be less prone than longer-
acting formulations to induce affective polarity switch. STEP-
BD found no differences in treatment-emergent affective
switch in bipolar depressed patients who underwent equi-
poise randomization to adjunctive bupropion sustained-re-


