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prior to conception, since the natural course of the illness
would likely suggest that the longer period of time an individ-
ual is medication free, the higher the likelihood of recurrence.
It can be hypothesized that if the data analysis had taken into
consideration the length of time since discontinuation, the
results might have shown that discontinuing the use of a
mood stabilizer close to conception may produce different re-
currence rates.

Symptoms of change in energy level, appetite, concentra-
tion, and psychomotor retardation may all occur in normal,
healthy pregnancies and may not be associated with major
depression. How did the analysis adjust for this potential con-
founder? This may explain the much greater frequency of de-
pressive episodes relative to manic episodes. In addition, the
nature of a woman’s previous episode may predict the type of
relapse experienced during pregnancy.

Finally, were there any untoward conditions in the new-
born children that were part of this study? For many clini-
cians, the recommendation whether to discontinue or con-
tinue medication during the first trimester is influenced not
only by the severity of maternal illness but also the perceived
risk to the exposed fetus.
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Dr. Viguera Replies

TO THE EDITOR: We thank Drs. Isakovich and Smith and Dr.
Mazer-Poline et al. for providing us with the opportunity to
clarify several points about our findings pertaining to illness
recurrence in pregnant women with bipolar disorder. They
raise the question of which variables were included in the
multivariate model, including the proposed indices of illness
severity. We used Cox modeling to adjust for covariates in our
primary survival analysis in order to test our hypothesis that
discontinuation of mood stabilizers was a strong predictor of
time-to-recurrence. We reported using forward selection of
covariates associated with recurrence or time-to-recurrence;
however, many of these covariates were not sustained in mul-
tivariate modeling. Specifically, prior rapid cycling, adjunc-
tive antipsychotic use, or use of ≥2 psychotropic agents did
not remain significantly associated with recurrence latency in
multivariate modeling, whereas discontinuation of a mood
stabilizer remained strongly associated with shorter time-to-
recurrence.

In regard to potential predictors of recurrence, specifically
among women who discontinued the use of a mood stabi-
lizer, our analysis yielded the same predictors of recurrence
noted for the overall cohort, with the exception of past suicide
attempts, which was no longer statistically significant. Simi-
larly, results from multivariate regression modeling were un-
changed. In addition, we found little difference in recurrence

risk among women who discontinued the use of mood stabi-
lizers before conception (N=19; 88.4% [95% CI=74.9%–96.1%;
p=0.33]) versus after conception (N=43; 78.9% [95% CI=
54.4%–93.9%]; mean time off mood stabilizer=11.2 weeks).
While the slightly lower recurrence risk among women who
discontinued the use of a mood stabilizer before versus after
conception may seem counterintuitive, it is important to con-
sider the rate of taper during treatment discontinuation. In-
deed, rapid discontinuation was a significant predictor of an
even greater and earlier risk of recurrence compared with the
gradual discontinuation of a mood stabilizer. At closer analy-
sis, a higher proportion of women who discontinued the use
of a mood stabilizer before conception gradually discontin-
ued the use of medication compared with those who discon-
tinued medication after conception (84% versus 26%, respec-
tively). This difference is most likely attributable to whether
the pregnancy was planned or unplanned. Not surprisingly,
we found that unplanned pregnancy was associated with a
greater likelihood of rapid discontinuation of treatment with
a mood stabilizer (unplanned pregnancy: 23/24 [95.8%] ver-
sus planned pregnancy: 12/59 [20.3%]; Fisher’s exact=
p<0.0001).

Dr. Mazer-Poline et al. also raise the thought-provoking
question regarding the extent to which somatic symptoms
that are commonly encountered during pregnancy might ac-
count for the reported high rates of recurrences of bipolar dis-
order in early pregnancy, particularly of depressive and dys-
phoric mixed states. We acknowledge the challenges of
differentiating the normative somatic complaints of preg-
nancy from symptoms of depression. Indeed, none of the
available scales or diagnostic assessments for depression or
mania has been validated in pregnant populations. However,
a major strength of our study was the determination of the
primary outcome variable (i.e., recurrence) using the Struc-
tured Clinical Interview for DSM-IV (SCID) mood module,
which remains the current gold standard for diagnosing a
new major depressive episode, mania, hypomania, or mixed
states. In our study, the SCID mood module was administered
by an experienced and trained rater, blinded to treatment sta-
tus. As we commented in our article, some of the excess of de-
pression we observed may have been accounted for by in-
cluding subjects with bipolar II disorder, but we also reported
a similar excess of depressive-dysphoric symptoms among
bipolar I disorder subjects as well (depressive-dysphoric:
40.9% versus mania/hypomania: 19.6%). Alternatively, preg-
nancy itself may be a selective precipitant for depressive-dys-
phoric recurrences. A strong association of depressive mor-
bidity in pregnancy among women with affective illness was
observed by Louis-Victor Marcé more than150 years ago (1) as
well as in more recent studies (2–4).

We agree that for many clinicians, whether to recommend
the discontinuation or maintenance of any medication dur-
ing the first trimester of pregnancy is strongly influenced by
the potential risk to the fetus and associated liability risks to
the clinician. Indeed, adverse outcomes of childbirth are not
uncommon. In our study sample, which included 85 live
births, there were two stillbirths. Both stillbirths involved the
use of lithium throughout pregnancy, with one being the re-
sult of Ebstein’s anomaly (a cardiac malformation associated
with lithium exposure). However, no other occurrences of ob-
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vious birth defects were observed, but a detailed examination
of neonatal outcomes is in progress.

These observations further underscore recommendations
to consider clinical risks to the mother as well as to the fetus,
particularly as the impact of maternal depression, mania, or
psychosis on fetal and neonatal development remains poorly
defined (5, 6). We advocate informing the patient fully of the
considerable clinical risks involved in the discontinuation of
treatment with a mood stabilizer, especially abruptly, and ad-
vocate that such discussions are a necessary component of
sound, collaborative clinical care for women with bipolar dis-
order through pregnancy and during the postpartum period
(2, 5).
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This letter (doi: 10.1176/appi.ajp.2008.08010072r) was ac-
cepted for publication in February 2008.

Application of the Seasonal Pattern 
Assessment Questionnaire in Detecting 
Seasonal Affective Disorder

TO THE EDITOR: In their article published in the November
2007 issue of the Journal, Brianna Sullivan, B.A., and Tabitha
W. Payne, Ph.D., used the Seasonal Pattern Assessment Ques-
tionnaire to establish a diagnosis of seasonal affective disor-
der (1). We would like to highlight several important method-
ological aspects related to the Seasonal Pattern Assessment
Questionnaire. First, the questionnaire is not sensitive
enough to be considered a diagnostic instrument for deter-
mining seasonal affective disorder. However, it is accurate
enough to be used as a screening instrument (2, 3). Since the
authors did not employ any structured clinical assessment,
the validity of the Seasonal Pattern Assessment Question-
naire-derived diagnosis of seasonal affective disorder (or sea-
sonal depression) can be questioned. It might be highly possi-

ble that although the college students who were diagnosed
with seasonal affective disorder experienced seasonal mood
changes, the severity of their depression did not warrant a
DSM-IV clinical diagnosis of “depression with seasonal pat-
tern.” Our assertion is validated by the mean Beck Depression
Inventory–II scores (mean=10.20 [SD=7.75]) reported for the
seasonal affective disorder sample and the fact that subjects
with major depression were deemed to have a Beck Depres-
sion Inventory–II score ≥18. Additionally, high depression
scores among the three subjects who had qualifying seasonal
affective disorder symptoms (according to Beck Depression
Inventory–II criteria) could have skewed the mean score,
thereby re-affirming our assertion regarding usage of the Sea-
sonal Pattern Assessment Questionnaire as a diagnostic in-
strument.

Second, subjects with seasonal affective disorder may not
have developed the full clinical symptoms of major depres-
sion at the time they were assessed, since the assessment oc-
curred within approximately 4 weeks of the onset of Winter
and the end of daylight saving time (October 27, 2003). The
Winter period is defined most commonly as the time between
November and February (2, 4). It may have been useful if the
authors had considered the respondents’ data regarding the
following question: “Which month of the year do you feel
worst?” There may be a distinct possibility that some individ-
uals who experienced seasonal affective disorder may have
reported feeling worse in December, January, or February.
This being the case, their Beck Depression Inventory–II scores
would understandably be lower than expected as a result of
being assessed in November (a month in which their mood
was not “worst”).

Last, the Seasonal Pattern Assessment Questionnaire does
allow for a diagnosis of subsyndromal seasonal affective dis-
order, a milder form of seasonal affective disorder (2). Thus,
per study design, subjects with subsyndromal seasonal affec-
tive disorder were probably classified with the non-depressed
group. It would have been useful to examine subsyndromal
seasonal affective disorder subjects as a distinct group be-
cause the non-depressed group showed a relatively high cog-
nitive failure score. It may be highly possible that there were
two distinct subsyndromal seasonal affective disorder
groups, i.e., 1) non-depressed subsyndromal seasonal affec-
tive disorder (subjects who manifested cognitive failures) and
2) non-depressed, non-subsyndromal seasonal affective dis-
order (subjects with minimal or no cognitive failures). This
approach would intuitively correlate with the authors’ sug-
gestion (1) of more awareness of the effect of seasonal mood
changes in college students.
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