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Addressing Methodologcal Issues
In Studying Antidepressant Onset
Efficacy Using Rrespecified
Sensitivity Analyses

By Ilya Lipkovich, PhD, Craig H. Mallinckrodt, PhD,
Apurva Prakash, BA, and Andrew A. Nierenberg, MD

ABSTRACT ~ Objectives: Assessing antidepressant onset efficacy presents substantial
methodological challenges. Most assessments of onset efficacy are based on post hoc analy-
ses. This article presents a case study of a prospectidy designed trial fo compare antide-
pressant onset efficacy. Experimental Design: The current study design was compared
with previously published criteria for an ideal onset of action study. Prospectively defined
sensitivity analyses were used to assess whether results of the present study were influ-
enced by the assumptions and decisions necessary to implement this study. Principal
Observations: The study achieved its primary objective of establishing noninferiority
between SNRI and SSRI. Sensitivity analyses suggested that results from the primary
analysis were not influenced by patient population, outcome measure, cut-off for defining
clinically meaningful sustained improvement, or analytical method. Although not all
limitations could be addressed appropriate conclusions could be drawn. For example the
study tested only one fixed dose of each drug; hence, conclusions are limited to those dosages
and cannot be extrapolated across the entire dose ranges, as would be possible in the ideal
study. Conclusion: This article illustrates that prospect v designed studies (as opposed
to retrospectte comparisons) can be implemented and sensitivity analyses can be used to
addres concerns regarding assumptions and arbitrary decisions. Psychophamacolog
Bulletin.2008;41(2):40-54.

| NTRODUCT ION

Antidepressantmediationstypically exhibit a delayof at least2 weekdollow-
ing the stat of therapybeforepatientsexperenceclinically relevantimprove-
ment!®® During this latency period, patients remain symptomatic and
functionaly impaired, with an associatedisk for suicideand morbidity, a pro-
longedreduction in quality of life, and a continued lossof work productivity. In
contrast,antidepessantsvith a more rapid onsetof actionmay offer potential
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benefits.Therefore, the developmentof new phamacotheapies with
rapid onsetof action,is an activeareaof reseagh.>****

Assessmentsf onsetof actionhawe generdly beenbasedon retro-
spectie analses?®* Although posthoc analsesof existingdatamay
provide aninitial indication of differential timesto onset,a prospee
tively designedstudywith an a priori-specifieddefinition of onsetof
actionis geneally prefered’ Unfortunatel, few adequatel powered,
prospectiely designed onset of action studies have been takdat®®*®
This may be the resultof the methodologial chalengesinherent in
designingsud trials,which hasalsoled to an extensie body of litera-
turein this area*'>°*

L eonet al* addessedhesemethodologial chalengesn proposing
adesignfor anGdealtrial to studydifferential onsetof actionbetwveen
two active drugs. The proposeddesigncalled for the enmliment of
1,750patients Jeadingthe authorsto admit that Gt would beimpract
cal, if not impossibleto conducta studybasedn our design.®ather
than abandoningthe oppottunity to prospectiely study onset, our
approachwasto designthe besttrial possibleandthenassesgiasensi 44

tivity anayseshow the assumptios anddecisionsiecessgrfor imple- . "=

mentingthe trial mayhaw influencedresults. Mallinckrodt,
The purpose of thisinvestigatio wasto outlinehow our trial differed ~ Pretash et

from the ided trid and to present results of the sensitivity analyes that

asesed how thes diffe rences and ather assumptionsinfluenced results.
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