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Background
Major depressive disorder is a common mental disorder affecting
a person’s mind, behaviour and body. It is expressed as a variety
of symptoms and is associated with substantial impairment. Des-
pite a range of pharmacological and non‐pharmacological treat-
ment options, there is still room for improvement of the
pharmacological treatment of depression in terms of efficacy
and tolerability. The latest available antidepressant is vortioxe-
tine. It is assumed that vortioxetine’s antidepressant action is
related to a direct modulation of serotonergic receptor activity
and inhibition of the serotonin transporter. The mechanism of ac-
tion is not fully understood, but it is claimed to be novel. Vortiox-
etine was placed in the category of ‘Other’ antidepressants and
may therefore provide an alternative to existing antidepressant
drugs.

Objectives
To assess the efficacy and acceptability of vortioxetine compared
with placebo and other antidepressant drugs in the treatment of
acute depression in adults.

Search methods
We searched Cochrane’s Depression, Anxiety and Neurosis Re-
view Group’s Specialised Register to May 2016 without applying
any restrictions to date, language or publication status. We
checked reference lists of relevant studies and reviews, regula-
tory agency reports and trial databases.

Selection criteria
We included randomised controlled trials comparing the efficacy,
tolerability or both of vortioxetine versus placebo or any other
antidepressant agent in the treatment of acute depression in
adults.

Data collection and analysis
Two review authors independently selected the studies and
extracted data. We extracted data on study characteristics, par-
ticipant characteristics, intervention details and outcome mea-
sures in terms of efficacy, acceptability and tolerability. We
analysed intention‐to‐treat (ITT) data only and used risk ratios
(RR) as effect sizes for dichotomous data and mean differences
(MD) for continuous data, with 95% CI. Meta‐analyses used ran-
dom‐effects models.

Main results
We included 15 studies (7746 participants) in this review. Seven
studies were placebo controlled; eight studies compared vortiox-
etine with serotonin–noradrenaline reuptake inhibitors (SNRIs).
We were unable to identify any study that compared vortioxetine
with antidepressant drugs from other classes, such as selective
serotonin reuptake inhibitors (SSRIs).

Vortioxetine may be more effective than placebo across the
three efficacy outcomes: response (Mantel–Haenszel RR = 1.35,
95% CI 1.22–1.49; 14 studies, 6220 participants), remission
(RR = 1.32, 95% CI 1.15–1.53; 14 studies, 6220 participants)
and depressive symptoms measured using the Montgomery–
Åsberg Depression Scale (MADRS) (score range: 0–34; higher
score means worse outcome: MD = −2.94, 95% CI −4.07 to
−1.80; 14 studies, 5566 participants). The quality of the evidence
was low for response and remission and very low for depressive

symptoms. We found no evidence of a difference in total drop-out
rates (RR = 1.05, 95% CI 0.93–1.19; 14 studies, 6220 partici-
pants). More participants discontinued vortioxetine than placebo
because of adverse effects (RR = 1.41, 95% CI 1.09–1.81; 14
studies, 6220 participants) but fewer discontinued because of in-
efficacy (RR = 0.56, 95% CI 0.34–0.90, P = 0.02; 14 studies, 6220
participants). The quality of the evidence for drop-out was mod-
erate. The subgroup and sensitivity analyses did not reveal fac-
tors that significantly influenced the results.

In comparison with other antidepressants, very low‐quality
evidence from eight studies showed no clinically significant dif-
ference between vortioxetine and SNRIs as a class for response
(RR = 0.91, 95% CI 0.82–1.00; 3159 participants) or remission
(RR = 0.89, 95% CI 0.77–1.03; 3155 participants). There was a
small difference favouring SNRIs for depressive symptom scores
on the MADRS (MD = 1.52, 95% CI 0.50–2.53; 8 studies, 2807
participants). Very low-quality evidence from eight studies
(3159 participants) showed no significant differences between
vortioxetine and the SNRIs as a class for total drop-out rates
(RR = 0.89, 95% CI 0.73–1.08), drop-out due to adverse events
(RR = 0.74, 95% CI 0.51–1.08) and drop-out due to inefficacy
(RR = 1.52, 95% CI 0.70–3.30).

Against individual antidepressants, analyses suggested that
vortioxetine may be less effective than duloxetine in terms of re-
sponse rates (RR = 0.86, 95% CI 0.79–0.94; 6 studies, 2392 par-
ticipants) and depressive symptoms scores on the MADRS scale
(MD = 1.99, 95% CI 1.15–2.83; 6 studies; 2106 participants).
Against venlafaxine, meta‐analysis of two studies found no stat-
istically significant differences (response: RR = 1.03, 95% CI
0.85–1.25; 767 participants; depressive symptom scores: MD =
0.02, 95% CI −2.49–2.54; 701 participants). In terms of number
of participants reporting at least one adverse effect (tolerability),
vortioxetine was better than the SNRIs as a class (RR = 0.90,
95% CI 0.86–0.94; 8 studies, 3134 participants) and duloxetine
(RR = 0.89, 95% CI 0.84–0.95; 6 studies; 2376 participants). How-
ever, the sensitivity analysis casts some doubts on this result, as
only two studies used comparable dosing.

We judged none of the studies to have a high risk of bias for
any domain, but we rated all studies to have an unclear risk of
bias of selective reporting and other biases.

Authors’ conclusions
The place of vortioxetine in the treatment of acute depression is
unclear. Our analyses showed vortioxetine may be more effective
than placebo in terms of response, remission and depressive
symptoms, but the clinical relevance of these effects is uncertain.
Furthermore, the quality of evidence to support these findings
was generally low. In comparison with SNRIs, we found no ad-
vantage for vortioxetine. Vortioxetine was less effective than
duloxetine, but fewer people reported adverse effects when trea-
ted with vortioxetine compared with duloxetine. However, these
findings are uncertain and not well supported by evidence. A
major limitation of the current evidence is the lack of com-
parisons with the SSRIs, which are usually recommended as
first‐line treatments for acute depression. Studies of direct com-
parisons with SSRIs are needed to address this gap and may be
supplemented by network meta‐analyses to define the role of
vortioxetine in the treatment of depression.
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