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ABSTRACT

Objective: To evaluate relapse rates and predictors of relapse
in 2 randomized, placebo-controlled trials of desvenlafaxine
for major depressive disorder (MDD).

Method: Study 1: week 8 responders to open-label
desvenlafaxine 50 mg/d entered a 12-week open-label
stability phase. Patients with a continuing, stable response
at week 20 were randomly assigned to 6-month, double-
blind treatment (desvenlafaxine 50 mg/d or placebo). Study
1 was conducted between June 2009 and March 2011 at 87
sites worldwide. Study 2: week 12 responders to open-label
desvenlafaxine 200 or 400 mg/d were randomly assigned to
6-month, double-blind treatment (desvenlafaxine 200 mg/d,
400 mg/d, or placebo). Study 2 was conducted between
June 2003 and August 2005 at 49 sites in Europe, the United
States, and Taiwan. Relapse was assessed separately by study
with log-rank test using protocol definitions of relapse and
with 17-item Hamilton Depression Rating Scale (HDRS-17)
score > 16 at any time during the double-blind phase.
Kaplan-Meier estimates evaluated time to relapse, censoring
data at months 1, 2, and 3 and overall; treatments were
compared using hazard ratios. Cox proportional hazards
models assessed relapse predictors.

Results: Overall relapse rates for all definitions were
significantly lower for desvenlafaxine versus placebo for both
studies (all P<.002). In study 1, rates were significantly lower
for desvenlafaxine versus placebo at month 2 (P=.016) and
month 3 (P=.007) using the protocol definition. In study

2, relapse rates were significantly lower for desvenlafaxine
versus placebo at months 1, 2, and 3 for both definitions
(P<.0001-.002). Hazard ratios were similar at months 1, 2, and
3 and overall for both studies (0.382-0.639).

Conclusions: Desvenlafaxine 50 to 400 mg/d effectively
prevented relapse at 6 months. Desvenlafaxine significantly
prevented relapse early (month 1) versus placebo only in
study 2.

Trial Registration: ClinicalTrials.gov identifiers: NCT00887224
and NCT00075257
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I ncomplete resolution of depressive symptoms with treatment
of major depressive disorder (MDD) is associated with early
relapse and recurrence of depressive episodes.!? Risk of relapse
is significantly reduced by continuation of antidepressant
therapy after response to acute treatment.® Treatment guidelines
recommend that patients continue antidepressant treatment
for at least 4 to 9 months after successful acute phase therapy
to prevent relapse of a depressive episode.*® Antidepressant
prescribing records in the United Kingdom from the 1990s and
2000s indicate that there is a trend toward longer durations
of antidepressant treatment in recent years,'®!! but treatment
duration remains below the guideline recommendations for
many patients. In recent retrospective database analyses, 54%
to 56% of patients with new antidepressant prescriptions had a
treatment duration of at least 3 months,'>!3 and antidepressant
treatment for at least 6 months was reported for just 32.5% to
44.3% of patients.!?"1

The recommended range for treatment duration for a
depressive episode is substantial, and clinical decisions regarding
how long to continue an individual patient on an antidepressant
medication after acute phase resolution of symptoms must
take into account the history and severity of that patient’s
illness.*® The effectiveness of antidepressants in studies
assessing maintenance of acute benefit with different durations
of treatment could also instruct clinical recommendations. The
serotonin-norepinephrine reuptake inhibitor desvenlafaxine
(administered as desvenlafaxine succinate)'>'® has been
demonstrated to be effective for the prevention of the relapse
of depression at doses of 50 mg/d and 200 mg/d to 400 mg/d in
separate double-blind, placebo-controlled studies of different
designs.!”!8 The objective of the current analysis was to evaluate
rates and timing of relapse in 2 randomized, placebo-controlled
trials of desvenlafaxine for the treatment of MDD. Predictors of
relapse were also examined.

METHOD

Two previously published!”!® phase 3, multicenter, double-
blind, placebo-controlled, randomized, withdrawal, parallel-
group studies were compared in this analysis (ClinicalTrials.
gov identifiers: NCT00887224 and NCT00075257). Study 1'7
was conducted between June 2009 and March 2011 at 87 sites
worldwide, including sites in North America, South America,
Europe, and South Africa. Study 2'® was conducted between June
2003 and August 2005 at 49 sites in Europe, the United States,
and Taiwan. Study sites included academic and nonacademic
sites, psychiatric practices, and research centers. The study
protocols and any amendments received institutional review
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® (ontinued antidepressant therapy following response to
acute phase treatment reduces the probability of relapse in
patients with major depressive disorder.

= Atreatment period that allows for both a response to
treatment and stabilization of that response is associated
with lower rates of relapse.

board or independent ethics committee approval, and both
studies were conducted in accordance with the International
Conference on Harmonization Guideline for Good Clinical
Practice and the ethical principles that have their origin in
the Declaration of Helsinki. Written informed consent was
obtained from all participants before any protocol-required
procedures were performed.

Study Design

Each study consisted of a screening period, an open-label
treatment period, and a 6-month, double-blind, placebo-
controlled, randomized withdrawal period (Figure 1). The
duration of the open-label treatment period was 20 weeks
in study 1 and 12 weeks in study 2. In study 1, the open-
label period consisted of 2 phases: response and stability. All
patients enrolled in study 1 received 8 weeks of open-label
treatment with desvenlafaxine 50 mg/d (response phase).
Patients who achieved treatment response (defined per study
1 protocol as 17-item Hamilton Depression Rating Scale!”
[HDRS-17] total score <11 and Clinical Global Impressions
Scale-Improvement?® [CGI-I] score <2) at week 8 received
open-label desvenlafaxine 50 mg/d for an additional 12 weeks
(stability phase). Patients with a continued stable response at
the end of week 20 (HDRS-17 total score <11 and CGI-I score
<2and no HDRS-17 total score > 16 or CGI-I score >4 at any
visit during the stability phase) were randomly assigned 1:1
to receive 6 months of double-blind treatment with placebo
or desvenlafaxine 50 mg/d.

Study 2 included only a response phase in the open-label
period. All enrolled patients received 12 weeks of open-label
treatment with desvenlafaxine 200 or 400 mg/d (based on
efficacy and tolerability at the investigator’s discretion).
Responders (defined per study 2 protocol as HDRS-17 total
score <11) at week 12 were randomly assigned to 6 months
of double-blind treatment with desvenlafaxine or placebo.
Patients assigned to desvenlafaxine received 200 or 400 mg/d
based on their desvenlafaxine dose at the end of the open-label
period. Patients assigned to placebo received desvenlafaxine
200 mg/d during week 1 of the double-blind period, 100 mg/d
during week 2, and placebo starting at week 3.

For this post hoc analysis, relapse was assessed using the
studies’ per-protocol definitions and—because those differed
between the studies—a common definition based on HDRS-
17 total score only. The per-protocol definitions were as
follows: for study 1 only, HDRS-17 total score > 16 at any time
during the double-blind phase, study discontinuation due to
unsatisfactory response, or hospitalization for depression,
suicide, or suicide attempt; for study 2 only, HDRS-17 total

e2 [E PRIMARYCARECOMPANION.COM

score > 16 at any visit, CGI-I score (versus double-blind
baseline) > 6, or study discontinuation due to unsatisfactory
response. The HDRS-17 definition of relapse used for both
studies was a HDRS-17 total score >16 at any time during
the double-blind phase.

Patients

The patient populations for each study are described
elsewhere.!”!8 Briefly, both study 1 and study 2 enrolled adult
outpatients (aged >18 years; <75 years for study 2) with a
primary diagnosis of MDD based on criteria consistent with
the Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition, Text Revision?! and depressive symptoms for
at least 30 days before screening. All enrolled patients had
a HDRS-17 total score >20, a HDRS-17 item 1 (depressed
mood) score >2, and a CGI-Severity of Illness®® (CGI-S)
score >4 at screening and baseline.

Major exclusion criteria for each study included treatment
with desvenlafaxine at any time in the past, known or suspected
sensitivity to venlafaxine, and significant risk of suicide
(based on clinical judgment or a HDRS-17 score >3 on item
3 [suicide] at screening). Patients were excluded if they had
current (within 12 months from baseline) manic episodes,
posttraumatic stress disorder, obsessive-compulsive disorder,
or clinically important personality disorder as assessed by the
modified Mini-International Neuropsychiatric Interview?%
depression associated with an organic mental disorder due to
a general medical condition or neurologic disorder; history
of a seizure disorder; or clinically important medical disease.

Statistical Analysis

Because studies 1 and 2 used different study designs
and doses of desvenlafaxine, they were not pooled; instead,
a side-by-side analysis was conducted. All analyses were
performed for protocol and HDRS-17 definitions of relapse.
The analysis populations were all patients randomly assigned
to double-blind treatment (all randomized) for study 1, and
all randomly assigned patients who took at least 1 dose of
double-blind study drug and had a double-blind baseline
and at least 1 post-double-blind baseline primary efficacy
evaluation (intent to treat) for study 2.

Relapse was assessed using log-rank test for each study
separately. Kaplan-Meier estimates evaluated time to relapse,
censoring data at months 1, 2, and 3 and overall (month 6).
Hazard ratios compared treatments overall and for data
censored at months 1, 2, and 3. Predictors of relapse were
assessed using Cox proportional hazards models for 3 sets
of predictors. Model 1 included treatment and baseline
characteristics and disease severity (age, gender, duration of
current episode, number of prior MDD episodes [collected
in study 1 only], and HDRS-17 total score at double-blind
baseline), model 2 included baseline treatment and body mass
index (BMI) category (normal [BMI <25 kg/m?], overweight
[25 kg/m?<BMI <30 kg/m?], or obese [BMI >30 kg/m?]),
and model 3 included treatment and number of nonstudy
medications taken prior to or on day 1 of the double-blind
period.

Prim'Care Companion CNS Disord
2015;17(1):doi:10.4088/PCC.14m01681



Predictors of Relapse in Trials of Desvenlafaxine

Figure 1. Design for Studies 1 and 2
Study 1

Double Blind (6 mo)

Open Label (20 wk)

Desvenlafaxine 50 mg/d

Desvenlafaxine
50 mg/d

Desvenlafaxine
50 mg/d

Placebo

Response Stability

Randomization (N = 548)

Study 2

Double Blind (6 mo) Taper
Open Label (12 wk) P

Desvenlafaxine 200 or 400 mg/d

Desvenlafaxine 200
or 400 mg/d?

PlaceboP

Response
Randomization (N = 376

In study 2, the desvenlafaxine dose was titrated (100 or 200 mg/d) during the first week of the open-label
period. After day 7, the patient’s dose could be adjusted up or down to 200 mg/d or 400 mg/d.

bPatients randomly assigned to placebo in study 2 had their desvenlafaxine dose tapered during the first 2
weeks of the double-blind period (taper week 1: 100 or 200 mg/d; taper week 2: 0 or 100 mg/d).

“In study 2, 374 patients took double-blind study drug, had double-blind baseline and post-double-blind
baseline efficacy data, and were included in the analysis.

Table 1. Demographic and Double-Blind Baseline Characteristics for the 2 Studies

Study 1* Study 2°
Placebo  Desvenlafaxine  Placebo  Desvenlafaxine

Characteristic (n=276) (n=272) (n=185) (n=189)
Age, mean=SD, y 45.3+13.0 46.6+13.0 42.8+11.8 42.7+12.3
Sex, n (%)

Women 198 (72) 193 (71) 126 (68) 127 (67)
Race, n (%)

White 230 (83) 240 (88) 161 (87) 168 (89)

Black 15 (5) 12 (4) 8 (4) 11 (6)

Other 31 (11) 20 (7) 16 (9) 10 (5)
Duration of current episode, mean+SD, mo  12.2+349  11.1+£26.5  18.8+42.4  21.7+50.3
Current episode by duration (mo), n (%)

<6 174 (63) 170 (63) 109 (59) 95 (50)

6to<12 49 (18) 45 (17) 26 (14) 34 (18)

12 to <24 29 (11) 29 (11) 19 (10) 28 (15)

24 to <60 13 (5) 20 (7) 18 (10) 15 (8)

>60 11 (4) 8(3) 13 (7) 18 (10)
HDRS-17 total score, double-blind baseline, ~ 4.6+3.0 4.7+3.0 54+32 5.6+3.2

mean +SD

2All-randomized population.

"Intent-to-treat population (took > 1 dose of double-blind study drug and had double-blind baseline

and post-double-blind baseline efficacy data).

Abbreviation: HDRS-17 = 17-Item Hamilton Depression Rating Scale.

RESULTS

Patients

In study 1,!7 874 patients entered the 8-week open-label
response phase; 752 completed the response phase and
659/874 (75.4%) entered the open-label stability phase. A
total of 576 patients completed the stability phase; 548/874
(62.7%) had a stable response to treatment, were randomly
assigned to desvenlafaxine 50 mg/d (n=272) or placebo
(n=276), and were included in the current analysis. In study
2,18 603 patients entered the 12-week open-label period, and
411 completed open-label treatment. In all, 376/603 patients
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(62.4%) were responders at week 12 and were randomly
assigned to double-blind treatment; 374 (62.0%) took at
least 1 dose of double-blind study drug, had double-blind
baseline and post-double-blind baseline efficacy data, and
were included in the current analysis (desvenlafaxine 200 or
400 mg/d: n=189; placebo: n=185).

Demographic and double-blind baseline characteristics
for the 2 studies are listed in Table 1. Patients were 70%
female and ranged in age from 18 to 77 years; 87% were
white. The mean HDRS-17 total score at randomization was
4.6 for study 1 and 5.5 for study 2. No significant differences
between treatment groups were observed for either study.
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Figure 2. Rates of Relapse Overall and Censored at Months 1,
2, and 3 Based on Protocol Definitions?
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Study 1 only: HDRS-17 total score > 16 at any time during the double-
blind phase, study discontinuation due to unsatisfactory response, or
hospitalization for depression, suicide, or suicide attempt; study 2 only:
HDRS-17 total score > 16 at any time during the double-blind phase,
CGI-I score (vs double-blind baseline) > 6, or study discontinuation due
to unsatisfactory response.

*P<.001 vs placebo.

P <.05 vs placebo.

$P<.01 vs placebo.

Abbreviations: CGI-I = Clinical Global Impressions Scale-Improvement,
HDRS-17 =17-Item Hamilton Depression Rating Scale.

Relapse Rates

The estimated probability of relapse over the entire
double-blind period based on either protocol or HDRS-
17 definitions was significantly lower for desvenlafaxine
compared with placebo in studies 1 and 2 (all P<.0019).
Rates of relapse were numerically lower in study 1 than in
study 2 for both the desvenlafaxine and placebo groups,
regardless of the definition of relapse (Figure 2 and 3).

Hazard ratios for time to relapse and estimated
probability of relapse censored at months 1, 2, and 3 and
overall (month 6) for both studies are presented in Table
2. In study 1, 29% of placebo-treated patients and 35% of
desvenlafaxine-treated patients who relapsed, based on the
protocol definition, did so during the first month of the
double-blind period, and relapse rates were significantly
lower for desvenlafaxine versus placebo, censoring data at
months 2 (P=.016) and 3 (P=.007), but not at month 1
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Figure 3. Rates of Relapse Overall and Censored at Months 1,
2, and 3 Based on the HDRS-17 Definition?
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*Both Studies: HDRS-17 total score > 16 at any time during the double-
blind phase.

*P<.001 vs placebo.

tP<.05 vs placebo.

$P<.01 vs placebo.

Abbreviation: HDRS-17 = 17-Item Hamilton Depression Rating Scale.

(P=.088). Using the HDRS-17 definition, relapse rates were
28% and 32%, respectively, in the first month, and were
not significantly lower for desvenlafaxine versus placebo,
censoring data at months 1, 2, or 3. In study 2, 54% of
placebo-treated patients and 47% of desvenlafaxine-treated
patients who relapsed, by the protocol definition, did so
during the first month of the double-blind period (52%
and 43%, respectively, by the HDRS-17 definition). Relapse
rates were significantly lower for desvenlafaxine compared
with placebo, censoring data at months 1, 2, or 3, using
protocol or HDRS-17 definitions (all P<.002).

Predictors of Relapse

Results of the Cox proportional hazards models were
similar for the 2 definitions of relapse (Table 3). Treatment
was the only significant predictor of relapse for both studies
using both definitions (all P<.0015); higher HDRS-17 total
score at double-blind baseline was a significant predictor of
relapse for both studies using the HDRS-17 definition (both
P<.0230). Other statistically significant predictors of relapse
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Table 2. Estimated Probability of Relapse by Treatment Overall and Censored at Months 1, 2, and 3

Study 1* Study 2°
Estimated Probability of Estimated Probability of
Relapse Hazard Ratio Relapse Hazard Ratio
Desvenlafaxine Placebo (95% CI) Desvenlafaxine Placebo (95% CI)

Protocol definition

Month 1 4.8 8.5 0.558 (0.283-1.101) 11.4 24.4 0.488 (0.265-0.756)
Month 2 7.1 13.4  0.512(0.294-0.892) 17.1 36.2 0.427 (0.277-0.658)
Month 3 9.0 16.9 0.511 (0.312-0.839) 19.4 42.7 0.402 (0.268-0.603)
Overall (month 6) 14.3 30.2 0.435 (0.294-0.643) 29.1 49.1 0.455 (0.315-0.657)
HDRS-17 definition

Month 1 4.1 6.3 0.639 (0.299-1.364) 8.7 21.5 0.390 (0.217-0.701)
Month 2 6.4 10.6 0.588 (0.322-1.075) 14.6 33.0 0.397 (0.249-0.633)
Month 3 8.3 13.5 0.602 (0.353-1.026) 17.0 39.1 0.382 (0.247-0.589)
Overall (month 6) 13.3 24.2 0.520 (0.341-0.792) 24.1 45.9 0.412 (0.277-0.614)

2All-randomized population.

bntent-to-treat population (took > 1 dose of double-blind study drug and had double-blind baseline and
post—double-blind baseline efficacy data).
Abbreviation: HDRS-17 = 17-Item Hamilton Depression Rating Scale.

Table 3. Predictors of Relapse

Study 1* Study 2°
Estimated Hazard Estimated Hazard
Ratio Ratio
Model/Effect Interpretation (95% CI) P Value (95% CI) P Value®
Protocol definition
Model 1
Treatment Desvenlafaxine/placebo 0.424 (0.286-0.628) <.0001 0.442 (0.306-0.639) <.0001
HDRS-17 total score, double-blind baseline Per 1-unit increase 1.083 (1.017-1.154)  .0136 1.056 (0.998-1.118) .0579
Age Per 10-year increase 0.993 (0.861-1.146)  .9286 0.968 (0.832-1.127) .6788
Sex Female/male 0.912 (0.608-1.368) .6562 1.443 (0.970-2.148) .0703
No. of prior MDD episodes Per 1-unit increase 1.062 (1.033-1.093) <.0001 Not collected Not collected
Duration of current episode Per log (mo) increase 1.041 (0.878-1.235)  .6435 1.132(1.002-1.279) .0466
Model 2
Treatment Desvenlafaxine/placebo 0.434 (0.294-0.642) <.0001 0.451 (0.312-0.651) <.0001
BMI category Normal/overweight/obese 0.938 (0.748-1.177)  .5815 1.364 (1.090-1.706) .0066
Model 3
Treatment Desvenlafaxine/placebo 0.463 (0.305-0.703)  .0003 0.401 (0.272-0.592) <.0001
No. of nonstudy medications Per 1-unit increase 1.068 (0.998-1.143)  .0590 1.062 (1.001-1.127) .0462
HDRS-17 definition
Model 1
Treatment Desvenlafaxine/placebo 0.505 (0.331-0.771)  .0015 0.402 (0.269-0.599) <.0001
HDRS-17 total score, double-blind baseline Per 1-unit increase 1.127 (1.051-1.208)  .0008 1.072(1.010-1.139) .0230
Age Per 10-year increase 0.972 (0.829-1.138) 7222 0.997 (0.848-1.172) 9671
Sex Female/male 1.006 (0.635-1.594) 9788 1.528 (0.996-2.343) .0523
No. of prior MDD episodes Per 1-unit increase 1.071 (1.038-1.105) <.0001 Not collected Not collected
Duration of current episode Per log (mo) increase 1.023 (0.845-1.238)  .8167 1.115(0.978-1.272) 1033
Model 2
Treatment Desvenlafaxine/placebo 0.518 (0.340-0.790)  .0022 0.408 (0.274-0.607) <.0001
BMI category Normal/overweight/obese 0.923 (0.717-1.187)  .5319 1.374 (1.081-1.745) .0093
Model 3
Treatment Desvenlafaxine/placebo 0.549 (0.349-0.861)  .0090 0.379 (0.250-0.574) <.0001
No. of nonstudy medications Per 1-unit increase 1.056 (0.977-1.142)  .1702 1.067 (1.002-1.135) 0424

2All-randomized population.

“Intent-to-treat population (took =1 dose of double-blind study drug and had double-blind baseline and post-double-blind baseline efficacy

data).
“Bolded values indicate statistical significance.

Abbreviations: BMI =body mass index, HDRS-17 = 17-Item Hamilton Depression Rating Scale, MDD =major depressive disorder.

for at least 1 of the studies for both definitions of relapse
included number of prior MDD episodes (collected in study
1 only; both P<.0001), BMI (study 2, both P<.0093), and
number of nonstudy medications (study 2, both P<.0462).
In the analysis based on the protocol definitions, duration
of current MDD episode was also a significant predictor of
relapse in study 2 (P=.0466).

Prim Care Companion CNS Disord
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DISCUSSION

The duration of treatment prior to the randomized
withdrawal phase varies across studies and may be a
contributing factor in the differences observed in rates
of relapse for both active and placebo groups. A 2-phase
design, like study 2'® in the current analysis, has been used
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in numerous relapse prevention studies, with the open-
label phase duration commonly ranging from 6 weeks to
14 weeks.?* % In this analysis, the ratio of the relapse rates
for placebo compared with desvenlafaxine was 2 to 1 after
both the 12-week open-label treatment in study 2 and the
20-week open-label treatment in study 1,'7 but the rates
for both treatment groups were numerically lower in the
trial with the longer open-label treatment period. Other
differences between the trials may have contributed to the
lower observed relapse rates in study 1. More stringent entry
criteria for the randomized withdrawal phase were used
in study 1 compared with study 2 (HDRS-17 and CGI-I
cutoffs versus HDRS-17 only), and patients assigned to
double-blind treatment in study 1 met criteria at 2 different
time points, demonstrating a stable response over at least
12 weeks of open-label treatment. Nonetheless, study 1 is
the first conducted to date that assessed rates of relapse of
depression using a longer stabilization phase design, and the
difference in observed relapse rates between these 2 studies
suggests that longer treatment durations may be beneficial
in future antidepressant studies.

The observed timing of relapse also differed in studies
1 and 2. Of those who relapsed during the double-blind
period, a greater proportion of patients relapsed early (month
1) after the 12-week open-label phase in study 2 (placebo:
54%; desvenlafaxine: 47%) compared with after the 20-week
open-label phase in study 1 (placebo: 29%; desvenlafaxine:
35%). The difference between desvenlafaxine and placebo
was statistically significant for data censored at month 1
in study 2 but not in study 1. It is possible that the month
1 treatment difference in the relapse rate was exaggerated
in study 2 if withdrawal symptoms related to the rapid
taper from desvenlafaxine 200 or 400 mg/d to placebo
after randomization were mistaken for relapse symptoms.
Nonetheless, approximately 80% to 90% of patients in either
treatment group who relapsed in study 2 (either definition)
did so during the first 3 months of the double-blind period,
whereas over a third (35%-42%) of the relapses observed in
study 1 occurred after the third month of the double-blind
period. Randomized withdrawal trials in the literature using a
longer 3-phase design similar to that of study 1 were designed
to assess the prevention of recurrence of depression.3¢-38
It may be that, for some patients in study 1, meeting the
relapse criteria months after demonstrating a stable response
to treatment signaled a recurrence of depression rather than
relapse of the same depressive episode.**~*!

Predictors of depressive relapse in studies 1 and 2 were
consistent with published analyses of antidepressant relapse
prevention trials or naturalistic studies.>3"***> Treatment
was the only significant predictor of relapse for the 2 studies
using HDRS-17 and protocol definitions of relapse. Using
the HDRS-17 definition, residual symptoms after response
to treatment—assessed by HDRS-17 total score at double-
blind baseline—were also a significant predictor of relapse
for both studies. Residual symptoms and the number of
previous MDD episodes, which was a significant predictor
in the 1 trial it was collected (study 1), are among the most
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commonly reported predictors of relapse of a depressive
episode in published analyses.>?142-4>

Conclusions about the underlying causes of differences in
rates and timing of relapse between the 2 studies analyzed
here are limited by the multiple differences in study design,
including duration of the open-label period, differences in
the definition of relapse, and 2 levels of response criteria
in study 1 (response and stability) compared with response
only in study 2. In addition, studies 1 and 2 used different
desvenlafaxine dosing; study 2 used flexible dosing (200 or
400 mg/d) during the open-label period and 2 desvenlafaxine
dose arms in the double-blind period, whereas study 1 used
a single desvenlafaxine dose (50 mg/d) in both open-label
and double-blind periods. Due to the differences between
the 2 studies, they could not be compared statistically, and
the analysis was limited to a side-by-side comparison. The
generalizability of the findings is also limited by the source
of the sample populations and enrollment criteria. Patients
recruited at psychiatric practices and research centers may
differ from those seen in primary care practices. In addition,
the enrollment criteria for these studies were designed to
select generally healthy patients with a primary diagnosis of
MDD who therefore may differ from the broader population
of depressed patients treated in clinical practice.

CONCLUSIONS

Desvenlafaxine 50 mg/d and desvenlafaxine 200 mg/d
or 400 mg/d effectively reduced probability of relapse and
extended time to relapse at 6 months compared with placebo.
Relapse rates were numerically lower for both desvenlafaxine
and placebo groups in study 1, which used a 20-week open-
label period (response and stability phases), compared
with study 2, which used a 12-week open-label response
phase only. Early (month 1) relapse rates were statistically
significantly lower for desvenlafaxine versus placebo only in
study 2. These results could be explained in part by different
study designs, including differences in duration of open-
label stabilization.
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