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A B STRA CT ~ O b j e c tiv e s : To describe and ex a m i n e, in a sample of d e p ressed outpatients,
the relationship between level of response to a previous SSRI or SNRI antidepre s s a n t
trial and subsequent response to duloxetine hyd ro ch l o ri d e. E x p eri m e n tal Design : D a ta
c o l l e c ted from a multicenter trial that eva l u a ted the safety and ef f i cacy of d u l oxetine for
the treatment of major depre s s ive disord er were analyzed to determine the rel a t i o n s h i p
b e tween response to previous antidepressant treatment and degree of response to duloxe-
t i n e. E i g h ty - two patients, with documented antidepressant usage history, were included
in the analysis. Participants were required, at baseline of the duloxetine treatment proto-
col, to be $18 years of age and meet criteria for major depressive disorder. Patients, whose
d a ta were included in these analyses, were classified as belonging to one of the thre e
groups based on the most recent antidepressant treatment received: nonresponders, partial
re s p o n d er s , and re s p o n d ers without re m i s s i o n . Time to first re s p o n s e, first re m i s s i o n , s u s-
tained re s p o n s e, and sustained remission during the first 12 weeks of d u l oxetine tre a t-
ment were compared ac ross patient gro u p s . Principal Observa ti o n s : Response and
remission with duloxetine treatment ra n ged between 57 and 68% and 29 and 57%,
respectively, and did not differ significantly across previous response levels. An additional
a n a l y s i s , c o l l apsing the partial re s p o n d er and re s p o n d er without remission gro u p s , i n d i-
ca ted significantly lower ra tes of remission in those patients who demonstra te d
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n o n response to the most recent antidepressant tre a t m e n t . C o n c l u s i o n s :
Findings suggest that patient’s response to duloxetine, when used as a switch
tre a t m e n t , may not be significantly influenced by degree of response to the
most recent antidepressant tre a t m e n t . Ps ych o ph a rm a c o l o gy Bull e t i n .
2008;41(1):34-45.

INTRODUCTION

At least one-third, and possibly up to one-half, of patients treated for
major depressive disorder do not respond adequately to an initial anti-
depressant trial.1,2 Existing pharmacotherapeutic options for nonre-
sponders or partial responders to an initial antidepressant trial include
a plethora of augmentation and combination strategies,3 as well as
switching to an agent of the same or different class. Which of these
options a clinician chooses is often based on factors other than extant
empirical findings.4,5 The optimal next step treatment in such situations
has yet to be established, but rates of response to each subsequent phar-
macotherapy trial appear to diminish considerably.6,7

In many cases of non- or partial re s p on s e, s w i t ching antidepre s s a n t
t reatments is a prudent treatment ch o i c e, e s p e c i a lly when a patient has
e x p e rienced burd e n s ome side effects from the initial treatment or is
uneasy about taking more than one medica t i on .8 The selection of
w h i ch agent to switch to does not, u n f o rt u n a t e ly, rest on substantial
e m p i ri cal ev i d e n c e . Few con t ro lled trials have been conducted to
d i re c t ly com p a re within and between switch and augmentation option s
for inadequate re s p onders to an initial antidepressant tri a l . The APA
p ractice guideline for major depre s s i ve disord e r9 re c ommends switch-
ing to an agent of a diffe rent class in the event that two antidepre s s a n t s
of the same class have been ineffe c t i ve, a scenario that clinicians oft e n
face in pra c t i c e .

With the advent of a newer class of antidepressants, selective sero-
tonin (5-HT) and norepinephrine (NE) reuptake inhibitors (SNRIs),
clinicians enjoy a broader range of treatment options for depressed
patients. While some small studies suggest efficacy of SNRIs for
patients who have not responded adequately to an initial SSRI treat-
ment,10,11 this has not been established by large-scale, controlled trials.
Additionally, the benefit of SNRI to SNRI switch is unknown,
although existing literature and clinical experience may suggest the use-
fulness of such a treatment strategy.

To determine the usefulness of next step treatment options, it is crit-
ical to understand accurately patients’ history of antidepressant treat-
ment. Often a patient is considered to have “failed” an antidepressant
trial, but further examination reveals that the trial was of inadequate
duration or dosage (or both). It is important in clinical practice for the
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treating physician to document by means of careful data gathering the
nature of and response to previous antidepressant treatments. The rela-
tionship between response to past and current treatments will help
guide clinicians’ choices of which strategy may work best in the case of
a patient who does not respond to any given antidepressant trial. The
objective of this study was to describe and examine the relationship
between level of response to a previous adequate SSRI or SNRI trial
and subsequent response to duloxetine hydrochloride in a sample of
depressed outpatients.
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