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ABSTRACT
Objective: The purpose of this post hoc analysis was to evaluate 
the incidence and timing of taper/posttherapy–emergent adverse 
events (TPAEs) following discontinuation of long-term treatment 
with desvenlafaxine (administered as desvenlafaxine succinate).

Method: This was a phase 4, randomized, double-blind, placebo-
controlled study conducted at 38 research centers within the 
United States between March 2010 and February 2011. Adult 
outpatients with major depressive disorder (MDD; DSM-IV-TR 
criteria) who completed 24 weeks of open-label treatment with 
desvenlafaxine 50 mg/d were randomly assigned to 1 of 3 groups 
for the double-blind taper phase: desvenlafaxine 50 mg/d for 4 
weeks (no discontinuation), desvenlafaxine 25 mg/d for 1 week 
followed by placebo for 3 weeks (taper), or placebo for 4 weeks 
(abrupt discontinuation). The primary endpoint, Discontinuation-
Emergent Signs and Symptoms Scale (DESS) score over the first 
2 weeks of the taper phase, was described previously. Secondary 
assessments included incidence and timing of TPAEs (any adverse 
event that started or increased in severity during the double-blind 
phase) and the percentage of patients who could not continue 
the taper phase due to discontinuation symptoms. The Quick 
Inventory of Depressive Symptomatology Self-Report (QIDS-SR16) 
assessed MDD status.

Results: A total of 480 patients enrolled in the open-label 
phase; the full analysis set included 357 patients (taper, n = 139; 
abrupt discontinuation, n = 146; no discontinuation, n = 72). 
TPAEs occurred in all groups through week 4. The incidence of 
any TPAE was lower for taper versus abrupt discontinuation at 
week 1 (P < .001), similar at week 2, and lower for taper versus 
abrupt discontinuation at weeks 3 and 4 (P ≤ .034). The most 
common TPAEs (incidence ≥ 3%) in the taper group were 
nausea and headache (3% each) at week 1 and dizziness (5%) 
and headache (4%) at week 2. The most common TPAEs in the 
abrupt discontinuation group were dizziness (8%), headache 
(8%), nausea (4%), irritability (3%), and diarrhea (3%) at week 1 and 
headache (3%) at weeks 2 and 3. The most common TPAE in the 
no discontinuation group was nausea (6%) at week 2.

Conclusion: The overall incidence of any TPAE was lower in the 
taper versus abrupt discontinuation groups.
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A common tolerability issue associated with antidepressant 
treatment of major depressive disorder (MDD) is 

the emergence of adverse events upon discontinuation of 
therapy.1,2 Discontinuation symptoms associated with the 
selective serotonin reuptake inhibitor (SSRI) and serotonin-
norepinephrine reuptake inhibitor (SNRI) antidepressants 
include lethargy, dizziness, nausea, vomiting, headache, 
diarrhea, insomnia, anxiety, irritability, and agitation.1,3–5 
These symptoms usually emerge within days of stopping 
antidepressant treatment6 and often resolve within weeks.2 
However, for some patients, discontinuation-emergent adverse 
events can be more pronounced, last for a prolonged period of 
time, and cause significant morbidity.2

Clinical practice guidelines for the management of patients 
with MDD recommend that clinicians educate patients who 
are taking antidepressant therapy of the need to taper their 
medication because of the risk for discontinuation-emergent 
symptoms with abrupt discontinuation.7,8 A taper duration 
of several weeks is recommended for most antidepressant 
pharmacotherapies, including SSRIs and SNRIs, in order to 
minimize this risk, and clinicians should monitor patients 
over several months during and after discontinuation of 
treatment for any symptoms that may arise. In the 2010 
practice guidelines, collaborators for the Work Group on 
MDD stressed the problematic nature of discontinuation 
symptoms, indicating that disturbances in mood, energy, 
sleep, and appetite could be misinterpreted as (or potentially 
mask) symptoms of a depressive relapse.7

The SNRI desvenlafaxine (administered as desvenlafaxine 
succinate) is approved by the US Food and Drug 
Administration for the treatment of adults with MDD.9 
Desvenlafaxine has demonstrated efficacy for treating MDD 
at the recommended dose of 50 mg/d.10 In a pooled analysis 
of 10 desvenlafaxine clinical trials (dose range, 50–400 mg/d), 
discontinuation-emergent adverse events were reported by 
a greater percentage of patients with MDD who received 
desvenlafaxine compared with those who received placebo 
(40% vs 27%, respectively).11 In these studies, a majority of 
patients who received desvenlafaxine doses greater than 50 
mg/d had the dose tapered over a 1- or 2-week period before 
discontinuing treatment; however, the desvenlafaxine 50-mg/d 
dose was not tapered. Thus, limited clinical data are available 
regarding the nature and incidence of discontinuation-
emergent adverse events associated with discontinuation of 
desvenlafaxine 50 mg/d.

A phase 4, randomized, double-blind, placebo-controlled 
study evaluated the tolerability at discontinuation of long-term 
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 ■ Discontinuation of antidepressant treatment for major 
depressive disorder is often associated with the emergence of 
discontinuation symptoms. 

 ■ Clinical practice guidelines suggest that, for many 
antidepressant drugs, tapering the dose at the end of 
treatment can reduce the incidence of discontinuation 
symptoms.

 ■ Clinicians can educate patients about the potential 
for discontinuation symptoms at discontinuation of 
desvenlafaxine treatment and consider using a taper regimen 
when possible to reduce the overall number of adverse 
events at the end of treatment.

treatment with desvenlafaxine 50 mg/d for MDD using a 
taper regimen compared with abrupt discontinuation.12 
The primary objective of this study, which was described 
in a separate publication,12 was to determine whether the 
occurrence of discontinuation symptoms, as measured 
by the Discontinuation-Emergent Signs and Symptoms 
Scale13 (DESS) total score, was equivalent for abrupt 
discontinuation versus a 1-week taper to desvenlafaxine 
25 mg/d following 24 weeks of open-label treatment with 
desvenlafaxine 50 mg/d. The adjusted mean (SE) DESS 
total score over the first 2 weeks of the double-blind phase 
was 4.1 (0.72) for no discontinuation, 4.8 (0.54) for taper, 
and 5.3 (0.52) for abrupt discontinuation. The difference 
in adjusted mean DESS total scores between the abrupt-
discontinuation and taper groups was 0.50, with a 95% 
confidence interval (CI) of –0.88 to 1.89, which was 
within the prespecified margin of equivalence (–2.5 to 
2.5), therefore demonstrating equivalence between abrupt 
discontinuation of desvenlafaxine 50 mg/d and 1-week 
taper to desvenlafaxine 25 mg/d.

Secondary objectives of this phase 4 study, which are 
described herein, were to evaluate the incidence, nature, and 
timing of taper/posttherapy–emergent adverse events 
(TPAEs) following discontinuation of long-term treatment 
with desvenlafaxine 50 mg/d in patients with MDD, and 
to determine the percentage of patients who were unable 
to complete the double-blind taper phase because of 
discontinuation symptoms.

METHOD
This was a phase 4, randomized, double-blind, placebo-

controlled study conducted at 38 research centers within 
the United States between March 2010 and February 
2011 (ClinicalTrials.gov identifier: NCT01056289). The 
protocol and amendment received institutional review 
board or independent ethics committee approval, and the 
study was 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 Patients
Eligible participants included adult outpatients (≥ 18 

years of age) with a primary diagnosis of single or recurrent 
MDD without psychotic features consistent with criteria 
from the Diagnostic and Statistical Manual of Mental 
Disorders, Fourth Edition, Text Revision.14 Patients were 
required to have depressive symptoms for ≥ 30 days prior 
to the screening visit and a 17-item Hamilton Depression 
Rating Scale15 (HDRS-17) total score ≥ 14 at baseline. 
Patients were excluded if they had a current primary 
diagnosis of anxiety disorder, significant risk of suicide 
based on the Columbia Suicide Severity Rating Scale16 
at screening or baseline, current psychoactive substance 
abuse or dependence, clinically important medical illness, 
clinically important abnormalities on physical or laboratory 
evaluation, or history of seizure disorder, gastrointestinal 
disease, neoplastic disorder, or narrow-angle glaucoma.

Study Design
All eligible patients who received treatment with 

desvenlafaxine 50 mg/d for 24 weeks during the open-
label phase were then eligible to enter a 4-week double-
blind phase. Eligible patients were randomly assigned in a 
1:2:2 ratio to (1) desvenlafaxine 50 mg/d for 4 weeks (no 
discontinuation), (2) desvenlafaxine 25 mg/d for 1 week 
followed by placebo for 3 weeks (taper), or (3) placebo for 
4 weeks (abrupt discontinuation). All patients received 
a follow-up call at 1 and 2 weeks after the final dose of 
double-blind treatment.

Outcome Measures
The primary endpoint of the study, the DESS scale total 

score over the first 2 weeks of the double-blind phase, 
was described previously.12 The DESS is an observer-
administered, 43-item assessment of discontinuation 
symptoms that was administered by medically qualified 
personnel for the purpose of assessing symptoms associated 
with discontinuing desvenlafaxine.

Secondary endpoints included the incidence and 
timing of TPAEs during the double-blind phase, and the 
percentage of patients who did not successfully complete 
the double-blind phase because of discontinuation 
symptoms. A TPAE was defined as any adverse event that 
started or increased in severity during the double-blind 
phase. The Quick Inventory of Depressive Symptomatology 
Self-Report (QIDS-SR16)17 was used to assess current 
MDD status. The QIDS-SR16 is a self-administered rating 
scale that assesses 16 items associated with depression. 
The HDRS-17 was assessed at study entry to determine 
eligibility, but was not assessed at any time point after 
screening. The incidence of TPAEs and serious adverse 
events was described previously.12

Exploratory endpoints included the Discontinuation 
Symptoms Severity Index (DSSI),12 an exploratory 
scale rating DESS items’ severity and relationship to 
discontinuation, and DESS score at the end of weeks 3 
and 4 of the double-blind phase to determine if symptoms 
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were present or worsened. Using the DSSI, for each new 
or worsened symptom noted on the DESS, information 
was obtained on the severity (mild, moderate, severe) and 
relationship to discontinuation (none/remote, possible, 
probable, definite). A new symptom was any symptom 
that appeared within 7 days before administration of the 
DESS, and an old symptom was any that emerged within 
the same timeframe but continued into the 7-day period. 
Old symptoms were classified as unchanged, improved, or 
worsened. The DSSI was administered by a trained clinician 
immediately following the DESS for any new or worsened 
symptom.

Statistical Analysis
The safety population included all patients who took 

≥ 1 dose of study medication and were randomized into 
the double-blind phase. The full analysis set was defined 
as all randomized patients with ≥ 1 postrandomization 
DESS record. All statistical testing was done at the 
α ≤ .05, 2-sided level, and no adjustments were made for 
multiple comparisons. Demographic and baseline clinical 
characteristics were summarized in the safety population, 
and TPAEs were summarized in the full analysis set. Missing 
data were handled using the last observation carried forward 
approach (LOCF).

The percentage of patients with at least 1 TPAE was 
summarized by treatment group and weekly during the 
double-blind phase. Comparisons between treatment 
groups were done at each week using Fisher exact test. The 
incidence of the most common TPAEs (defined as incidence 
≥ 2%) and the percentage of patients who were unable to 
complete the double-blind phase (ie, tapering of study 
medication) because of discontinuation symptoms were 
also summarized. QIDS-SR16 scores for the open-label and 
double-blind periods were summarized descriptively for all 
patients who took at least 1 dose of study medication and 
had at least 1 follow-up QIDS-SR16 assessment using LOCF.

For the exploratory analyses, DESS items rated on 
the DSSI as having a “possible,” “probable,” or “definite” 
relationship to discontinuation were categorized as “related.” 
DESS scores for items considered related to discontinuation 
were summarized descriptively by treatment arm at double-
blind baseline and weekly during the double-blind phase 
using LOCF. The incidence of moderate or severe DESS 
symptoms and the incidence of severe DESS symptoms 
were also summarized descriptively during the double-blind 
phase. Each DSSI symptom was summarized descriptively by 
severity, relationship to discontinuation, and treatment arm 
in the full analysis set using observed cases.

RESULTS
Patient Disposition and Baseline Demographics

A total of 480 patients were enrolled in the open-label 
phase; 361 patients were randomized in the double-blind 
phase and included in the safety population (taper, n = 140; 
abrupt discontinuation, n = 148; no discontinuation, 
n = 73). A total of 118 patients discontinued the open-
label phase; reasons for discontinuation were described 
previously.12 One patient completed the open-label phase, 
but was not randomized to the double-blind phase of the 
study. Demographics and baseline clinical characteristics 
were similar among the 3 treatment groups in the safety 
population during the double-blind phase (Table 1). A total 
of 357 patients had ≥ 1 postrandomization DESS record and 
were included in the full analysis set (taper, n = 139; abrupt 
discontinuation, n = 146; no discontinuation, n = 72).

Secondary Endpoints
In the full analysis set, TPAEs were reported by 54 

patients in the taper group (38.8%), 75 patients in the 
abrupt discontinuation group (51.4%), and 26 patients in 
the no discontinuation group (36.1%)  during the double-
blind phase.12 TPAEs occurred in all 3 groups through 
week 4, regardless of whether the desvenlafaxine dose was 

Table 1. Demographics and Baseline Clinical Characteristics (safety population)a

Variable

No Discontinuation
(desvenlafaxine 50 mg/d)  

n = 73

Taper
(desvenlafaxine 25 mg/d)  

n = 140

Abrupt Discontinuation
(placebo)  

n = 148
Age, y

Mean (SD)
Range

46.7 (11.3)
20–75

47.9 (12.2)
21–76

47.8 (13.7)
20–77

Sex, n (%)
Women
Men

49 (67.1)
24 (32.9)

103 (73.6)
37 (26.4)

100 (67.6)
48 (32.4)

Race, n (%)
White
Black
Other
American Indian/ 
     Alaskan Native

64 (87.7)
7 (9.6)
2 (2.7)
0 (0.0)

113 (80.7)
24 (17.1)

3 (2.1)
0 (0.0)

121 (81.8)
24 (16.2)

2 (1.4)
1 (0.7)

Baseline HDRS-17 score
Mean (SD)
Range

20.2 (3.3)
14–28

20.3 (3.9)
14–31

20.1 (3.5)
14–30

aDemographics and baseline characteristics for patients randomized into double-blind phase.
Abbreviation: HDRS-17 = 17-item Hamilton Depression Rating Scale.
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tapered (Figure 1). The overall incidence of any TPAE 
was significantly lower in the taper versus the abrupt 
discontinuation group at week 1 (P < .001), similar for the 
2 groups at week 2 (P = .520), and significantly lower in the 
taper versus the abrupt discontinuation group at both weeks 
3 (P = .034) and 4 (P = .027) (Figure 1). The overall incidence 
of any TPAE was highest in the abrupt discontinuation 
group at week 1 (29.5%), highest in the taper group at week 
2 (17.3%), and highest in the no discontinuation group at 
week 2 (18.1%).

The 3 most common TPAEs overall were headache (9.1%), 
dizziness (6.4%), and nausea (5.5%). The timing of the 3 

most common TPAEs is compared across groups in Figure 
2. TPAEs with an incidence of 2% or more in any group are 
summarized by week in Table 2. A total of 5 patients did 
not successfully complete the double-blind phase because of 
discontinuation symptoms (no discontinuation group, n = 1 
[1.4%]; taper group, n = 2 [1.4%]; abrupt discontinuation 
group, n = 2 [1.4%]).

Total mean ± SD QIDS-SR16 scores decreased throughout 
the open-label phase from 13.0 ± 4.26 at open-label baseline 
to 4.3 ± 3.59 at 6 months (LOCF). No clinically significant 
changes in QIDS-SR16 scores were observed during the 
double-blind phase (Table 3).

Figure 2. Taper Map of Dizziness, Nausea, and Headache During the 
Double-Blind Phase, Full Analysis Set

 
Week 1 Week 2 Week 3 Week 4

n = 72

n = 139

n = 146

Taper

Abrupt discontinuation

No discontinuation

= Dizziness
= Nausea
= Headache

Desvenlafaxine 50 mg/d

Desvenlafaxine 50 mg/d – Desvenlafaxine 25 mg/d

Desvenlafaxine 50 mg/d – Placebo

aThe first week patients were completely off all drug was week 1 for the abrupt 
discontinuation group and week 2 for the taper group.

bNo discontinuation = desvenlafaxine 50 mg/d; taper = desvenlafaxine 25 mg/d; abrupt 
discontinuation = placebo.

*P < .001 vs placebo.
†P = .034 vs placebo and P = .048 vs no discontinuation.
‡P = .027 vs placebo.
§P = .047 vs placebo.

Figure 1. Overall Incidence of Any Taper/Posttherapy–Emergent Adverse 
Event by Week in the Double-Blind Phase, Full Analysis Seta,b
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Table 3. QIDS-SR16 Total Scores During Double-Blind Phase, Last Observation Carried 
Forwarda,b

No Discontinuation
(desvenlafaxine 50 mg/d)  

n = 72

Taper
(desvenlafaxine 25 mg/d)  

n = 139

Abrupt Discontinuation
(placebo)  

n = 146
Double-Blind Baseline 6.8 ± 4.4 6.3 ± 4.3 6.3 ± 4.5
Postweek 1 double-blind 6.6 ± 5.1 5.9 ± 4.1 7.1 ± 4.8
Postweek 2 double-blind 7.3 ± 5.3 6.8 ± 4.6 6.4 ± 4.3
Postweek 3 double-blind 6.8 ± 5.0 6.5 ± 4.3 6.6 ± 4.6
Postweek 4 double-blind 6.7 ± 4.8 6.2 ± 4.5 6.5 ± 4.7
aValues are presented as mean ± SD.
bQIDS-SR16 total scores were assessed in all patients who were randomized in the double-blind phase and 

had 1 postrandomization QIDS record.
Abbreviation: QIDS-SR16 = Quick Inventory of Depressive Symptomatology Self-Report.

Table 2. Number (%) of Patients Reporting Any Taper/Posttherapy–Emergent Adverse 
Event (incidence ≥ 2%) in the Double-Blind Phase, Full Analysis Seta

Taper/Posttherapy–
Emergent Adverse 
Event During  
Double-Blind Phase

No Discontinuation
(desvenlafaxine 50 mg/d) 

 n = 72

Taper
(desvenlafaxine 25 mg/d) 

 n = 139

Abrupt 
Discontinuation
(placebo) n = 146

Week 1
Abnormal dreams 0 (0.0) 0 (0.0) 3 (2.1)
Anxiety 1 (1.4) 1 (0.7) 3 (2.1)
Diarrhea 0 (0.0) 1 (0.07) 5 (3.4)
Dizziness 1 (1.4) 1 (0.7) 11 (7.5)
Headache 0 (0.0) 4 (2.9) 11 (7.5)
Insomnia 0 (0.0) 0 (0.0) 3 (2.1)
Irritability 0 (0.0) 1 (0.7) 5 (3.4)
Nausea 1 (1.4) 4 (2.9) 6 (4.1)
Vomiting 0 (0.0) 0 (0.0) 3 (2.1)

Week 2
Dizziness 0 (0.0) 7 (5.0) 2 (1.4)
Headache 1 (1.4) 5 (3.6) 5 (3.4)
Insomnia 0 (0.0) 2 (1.4) 3 (2.1)
Irritability 0 (0.0) 3 (2.2) 2 (1.4)
Nausea 4 (5.6) 2 (1.4) 3 (2.1)

Week 3
Headache 1 (1.4) 1 (0.7) 5 (3.4)

aTaper/posttherapy–emergent adverse event was defined as any adverse event that started or increased in 
severity during the double-blind phase.

Exploratory Endpoints
The mean number (SD) of DESS positive items 

considered related to discontinuation (based on DSSI rating 
of “possible,” “probable,” or “definite”) were lowest at baseline 
for all groups (taper: 0.0 [0.05]; abrupt discontinuation: 0.1 
[0.33]; no discontinuation: 0.0 [0.07]). Scores were highest 
for the abrupt discontinuation group at post–double-blind 
week 1 (0.7 [1.57]) and for the taper group at post–double-
blind week 2 (0.4 [0.86]). For the no discontinuation group, 
DESS scores for symptoms related to discontinuation were 
0.3 (0.98) at post–double-blind week 1 and 0.3 (0.92) at post–
double-blind week 2.There were no clinically significant 
differences among the treatment groups during the double-
blind phase. During week 1 of the double-blind phase, 
which represented the first week off all active dose for the 
abrupt group and first week of taper, irritability was the 
most common DESS symptom related to discontinuation 
(7 patients in the no discontinuation group [9.7%], 22 
patients in the taper group [15.8%], and 40 patients in the 
abrupt discontinuation group [27.4%]). Trouble sleeping/

insomnia was the second most common DESS symptom 
related to discontinuation during week 1 (6 patients in the 
no discontinuation group [8.3%], 15 patients in the taper 
group [10.8%], and 32 patients in the abrupt discontinuation 
group [21.9%]).

During week 2 of the double-blind phase, which 
represented the first week off all active dose for the 
taper group, irritability was the most common DESS 
symptom related to discontinuation (2 patients in the no 
discontinuation group [2.8%], 27 patients in the taper group 
[19.4%], and 16 patients in the abrupt discontinuation group 
[11%]). Nervousness/anxiety was the second most common 
DESS symptom related to discontinuation during week 2 (8 
patients in the no discontinuation group [11.1%], 18 patients 
in the taper group [12.9%], and 18 patients in the abrupt 
discontinuation group [12.3%]).

The majority of DESS symptoms were rated as mild or 
moderate in severity on the DSSI; the DESS symptom most 
frequently reported as severe was trouble sleeping/insomnia 
(3 patients in the no discontinuation group [4.2%], 3 patients 
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in the taper group [2.2%], and 6 patients in the abrupt 
discontinuation group [4.1%]). At week 2, few patients 
had severe DESS symptoms as measured by the DSSI. Two 
patients in the no discontinuation group (2.8%), 1 patient 
in the taper group (0.7%), and 2 patients in the abrupt 
discontinuation group (1.4%) reported trouble sleeping/
insomnia rated as severe on the DSSI. All other DESS 
symptoms rated as severe on the DSSI occurred in no more 
than 1 patient in any treatment group.

DISCUSSION
The purpose of this phase 4, randomized, double-

blind, placebo-controlled study post hoc exploratory 
analysis was to assess the incidence and timing of TPAEs 
following discontinuation of long-term treatment with 
desvenlafaxine 50 mg/d in patients with MDD, and to 
determine the percentage of patients who were unable 
to complete the double-blind taper phase because 
of discontinuation symptoms. The primary analysis 
of this study has demonstrated that the number of 
discontinuation symptoms did not differ between taper 
and abrupt-discontinuation treatment groups based on the 
predetermined equivalence margin over the first and second 
week of the double-blind period.12 These post hoc analysis 
findings indicate that abrupt discontinuation of long-term 
treatment with desvenlafaxine 50 mg/d was equivalently 
tolerated compared with a 1-week taper to a desvenlafaxine 
25-mg/d dose.

Overall, these findings support the primary analysis 
results. In the full analysis set (all randomized patients 
with ≥ 1 postrandomization DESS record), TPAEs occurred 
in all 3 groups through week 4, regardless of whether the 
desvenlafaxine dose was tapered. The overall incidence of 
any TPAE was significantly lower in the taper versus the 
abrupt discontinuation group at week 1, similar for the 2 
groups at week 2, and significantly lower in the taper versus 
the abrupt discontinuation group at both weeks 3 and 4. 
The differences observed in timing of TPAEs were likely 
the result of the abrupt discontinuation and taper groups 
receiving their last dose of active drug at different times 
(week 1 and week 2, respectively). A greater incidence of 
TPAEs in week 1 for the abrupt discontinuation group 
and in week 2 for the taper group is consistent with what 
would be expected. In addition, the percentage of patients 
who did not successfully complete the double-blind taper 
phase because of discontinuation symptoms was the same 
across treatment groups (1.4% for each). Findings of the 
exploratory analysis showed that DESS scores related to 
discontinuation were not significantly different among the 
treatment groups during the double-blind taper phase, and 
most DESS symptoms were mild or moderate in severity.

The findings described herein support previously 
published reports of discontinuation symptoms 
associated with desvenlafaxine11 and other SNRIs.5,18,19 
In a pooled analysis of short-term, fixed-dose trials of 
desvenlafaxine 50 mg/d to 400 mg/d in patients with 
MDD,11 dizziness, nausea, and headache were the most 

common discontinuation-emergent adverse events reported 
following cessation of treatment. In addition, DESS scores 
increased significantly compared with placebo after abrupt 
discontinuation of desvenlafaxine 50 mg/d. However, the 
analysis compared abrupt discontinuation with placebo 
and continuation of placebo, and not a taper regimen of 
desvenlafaxine.11

Few studies have made a direct comparison of tolerability 
between a taper regimen and abrupt discontinuation 
of SNRI treatment. One recent study20 was designed to 
assess the tolerability of 3 different taper regimens versus 
abrupt discontinuation following 15 weeks of open-label 
treatment with desvenlafaxine 100 mg/d for postmenopausal 
vasomotor symptoms. The 3 taper regimens studied were 
1 week of desvenlafaxine 50 mg/d followed by 1 week of 
placebo, 1 week of desvenlafaxine 50 mg/d followed by 1 week 
of desvenlafaxine 25 mg/d, and 2 weeks of desvenlafaxine 
50 mg/d every other day.20 No significant differences were 
observed between groups for either DESS scores or incidence 
of adverse events during the taper phase. However, the study 
explicitly excluded participants with MDD. Other studies 
examining the tolerability of SSRI or SNRI discontinuation 
have compared DESS scores at discontinuation between 
discontinuation versus no-discontinuation groups,21 
between drug and placebo groups,22 or among different 
antidepressant drugs.13,19,21–23

While the results of this study show an occurrence of 
discontinuation symptoms regardless of discontinuation 
regimen, the lack of difference between the abrupt-
discontinuation group and the taper group could be attributed 
to other factors, including blinding, randomization, or 
DESS administration. In addition, it is important to note 
that the patient population included generally healthy 
individuals with few significant medical or psychological 
comorbidities and taking limited concomitant medications. 
The treatment duration prior to discontinuation was 24 
weeks. Thus, the overall generalizability to patients with 
MDD treated in clinical practice is limited by the exclusion 
criteria and duration of desvenlafaxine treatment. Finally, 
because no active comparator was included in the study, 
rates of discontinuation symptoms cannot be compared with 
those reported for other antidepressant pharmacotherapies. 
Nonetheless, these findings may help clinicians further 
educate patients of the expected nature and timing of 
potential discontinuation symptoms following cessation of 
treatment with desvenlafaxine.

CONCLUSIONS
Open-label treatment with desvenlafaxine 50 mg/d 

improved symptoms of MDD at 6 months compared with 
baseline, as indicated by improvements in QIDS-SR16 total 
scores. Tapering of desvenlafaxine 50 mg/d at 6 months 
did not eliminate the occurrence of discontinuation 
symptoms over the 4-week taper phase. In both the abrupt 
discontinuation and the taper groups, the percentage of 
patients who withdrew because of discontinuation symptoms 
was 1.4%. The most common TPAEs observed in the 
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current study, including nausea, headache, and dizziness, 
are consistent with those reported in published reports of 
discontinuation symptoms associated with other SNRIs.
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