“Knowing When a Drug is Not Going to Work in Bipolar Depression”: Absence of Early Improvement as a Predictor of Later Non-Response in 3,369 Patients From 10 Placebo-Controlled Acute Trials
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Background: In testing for differences in depression
symptom-severity between antidepressants and
placebo in major depressive disorder (MDD) using
repeated measures ANOVA, significant differences are
usually not observed until week 3 (Everitt 1998,
Montgomery 1995). Previously conducted pattern
analyses have also posited that ‘true’ drug response
does not occur until after 3 weeks (Quitkin et al 1987,
1993, 1996). Collectively, these findings have led to the
belief that trials of antidepressants required 4-6 weeks
of exposure, a practice which is difficult to
operationalize and frequently encumbered by poor
treatment adherence.

More recently, survival analytic techniques (Stassen
et al 1993, 1996, 1999) have been applied to short-term
randomized controlled trials in MDD and suggest that
conditional probability of achieving response or
remission in subjects experiencing early improvement is
high. In fact, a meta-analysis of 47 double-blind,
placebo-controlled antidepressant trials in MDD
concluded that benefit was in fact occurring within the
first 2 weeks of treatment (Posternak & Zimmerman,
2007).

These findings suggest that clinicians may be able to
make rational treatment decisions in such patients after
two weeks of treatment (Szegedi et al., 2003 & in press;
Nierenberg et al., 1995). Since the predictive value of
early improvement has never been studied in bipolar
depression, similar analyses were undertaken in
patients enrolled into 10 placebo-controlled, acute
bipolar depression medication trials.

Methods: Ten similarly-designed, multicenter,
randomized, double-blind, placebo-controlled trials in
3,369 patients with bipolar disorder experiencing major
depression were blinded and used to determine if early
improvement predicted later response and remission [2
aripiprazole studies (Thase et al., 2008), 5 lamotrigine
(Calabrese et al., 2008), 1 olanzapine and olanzapine-
fluoxetine combination (OFC) study (Tohen et al.,
2003), and 2 quetiapine studies (Calabrese et al., 2005,
Thase et al., 2006)]. 1,456 patients were randomized to
placebo and 1,913 to active compounds.

Study designs and results are summarized in the
following tables. Early improvement was defined as =
20% reduction from baseline in MADRS total score at
Week 2. Response was defined as = 50% reduction in
MADRS total score at endpoint (LOCF) [last
observation carried forward] and CA [completer
analyses]). Remission was defined as MADRS total
score < 10 at endpoint (LOCF&CA). Sensitivity,
specificity, and positive (PPV) and negative predictive
values (NPV) were calculated. Completer analyses
yielded similar findings (data not shown). Weighted
(shown) and unweighted analyses yielded similar
results.

Predictive power analyses used LOCF, including 4
positive studies separating from placebo, the
corresponding segregated placebo data, 6
negative/failed studies, and the corresponding
segregated placebo data. Olanzapine and OFC data
were pooled.
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consider this factor, especially in formulating evidence-based treatment guidelines.
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