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A B STRA CT , O b j e c tiv e s : Assessing antidepressant onset ef f i cacy presents substa n t i a l
m e t h o d o l o g i cal ch a l l e n ge s . Most assessments of onset ef f i cacy are based on post hoc analy-
s e s . This article presents a case study of a pro s p e c t ively designed trial to compare antide-
p ressant onset ef f i cacy. E x p eri m e n tal Design : The current study design was compare d
with previously published criteria for an ideal onset of action study. Prospectively defined
s e n s i t iv i ty analyses were used to assess whether results of the present study were influ-
enced by the assumptions and decisions necessary to implement this stu d y. Pri n c i p a l
O b s erva ti o n s : The study ach i eved its pri m a ry objective of e s ta blishing noninferi o ri ty
b e tween SNRI and SSRI . S e n s i t iv i ty analyses sugge s ted that results from the pri m a ry
analysis were not influenced by patient population, outcome measure, cut-off for defining
c l i n i cally meaningful sustained impro ve m e n t , or analytical method. Although not all
l i m i tations could be ad d re s s e d, ap p ro p ri a te conclusions could be draw n . For ex a m p l e, t h e
study tested only one fixed dose of each drug; hence, conclusions are limited to those dosages
and cannot be ex trap o l a ted ac ross the entire dose ra n ge s , as would be possible in the ideal
s tu d y. C o n c l u s i o n : This article illustra tes that pro s p e c t ively designed studies (as opposed
to re tro s p e c t ive comparisons) can be implemented and sensitiv i ty analyses can be used to
ad d ress concerns rega rding assumptions and arbitra ry decisions. Ps ych o ph a rm a c o l o gy
B u ll e t i n .2 0 0 8 ; 4 1 ( 2 ) : 4 0 - 5 4 .

I NTRODUCT ION

Antidepressant medications typically exhibit a delay of at least 2 weeks follow-
ing the start of therapy before patients experience clinically relevant improve-
m e n t .1 Ð 3 D u ring this latency peri o d , patients remain sym p t omatic and
functionally impaired,with an associated risk for suicide and morbidity, a pro-
longed reduction in quality of life, and a continued loss of work productivity. In
contrast,antidepressants with a more rapid onset of action may offer potential
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benefits.Therefore, the development of new pharmacotherapies,with
rapid onset of action,is an active area of research.2,4Ð11

Assessments of onset of action have generally been based on retro-
spective analyses.12Ð14 Although post hoc analyses of existing data may
provide an initial indication of differential times to onset,a prospec-
tively designed study with an a priori-specified definition of onset of
action is generally preferred.15 Unfortunately, few adequately powered,
prospectively designed onset of action studies have been undertaken.16Ð18

This may be the result of the methodological challenges inherent in
designing such trials,which has also led to an extensive body of litera-
ture in this area.12,15,19Ð21

Leon et al.15 addressed these methodological challenges in proposing
a design for an ÒidealÓtrial to study differential onset of action between
two active drugs.The proposed design called for the enrollment of
1,750 patients,leading the authors to admit that Òit would be impracti-
cal, if not impossible, to conduct a study based on our design.ÓRather
than abandoning the opportunity to prospectively study onset, our
approach was to design the best trial possible and then assess via sensi-
tivit y analyses how the assumptions and decisions necessary for imple-
menting the trial may have influenced results.

The purpose of this inve s t i g a t i on was to outline how our trial diffe re d
f rom the ideal trial and to present results of the sensitivity analyses that
assessed how these diffe rences and other assumptions influenced re s u l t s .
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