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ther studies in independent samples are required to confirm our
findings.
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Objective: The primary objective of this study was to evaluate
the safety and tolerability of vortioxetine (Lu AA21004) 15 and
20mg/day in the long-term treatment of patients suffering from
major depressive disorder (MDD).

Methods: Patients who completed a lead-in study (NCT-
01140906) in which they received treatment with a fixed dose
of vortioxetine 15 or 20mg/day, duloxetine 60mg/day (active
reference) or placebo for 8 weeks entered this 52-week, long-
term, open-label, flexible-dose extension study. Only patients from
certain centres could participate, as this extension study was
initiated late into the conduct of the lead-in study.
This long-term study was conducted in 10 countries. All pa-

tients started on vortioxetine 10mg/day. After the first week, the
dose was flexible (15 or 20mg/day) and could be adjusted at
scheduled visits in accordance with the investigator’s judgement
of effect and tolerability. Patients were seen at Weeks 1, 2, and
4, then every 4 weeks to Week 28, and thereafter every 8 weeks
to the end of the study. Safety and tolerability were evaluated
at regular intervals on the basis of spontaneously reported ad-
verse events (AEs), clinical safety laboratory tests, vital signs,
ECG, and physical examination. Effectiveness of treatment was
assessed using the Montgomery–Åsberg Depression Rating Scale
(MADRS) total score, by the proportion of patients who responded
to treatment (�50% decrease from the baseline of the lead-in
study in MADRS total score) and the proportion of patients who
achieved remission (MADRS total score �10).

Results: Of the 506 patients completing the lead-in study,
71 patients continued into this extension study and 47 patients
(66.2%) completed the study. Exposure to vortioxetine was 54
patient years. There were no potentially suicide-related adverse
events, and no deaths. 7 patients (9.9%) withdrew due to an AE.
Nausea was the only AE leading to the withdrawal of more than 1
patient. AEs (n = 268) were reported by 56 patients (78.9%) during
treatment. The majority of patients had AEs that were considered
to be mild or moderate by the investigator. AEs that were reported
by more than 10% of patients were nausea, dizziness, headache
and nasopharyngitis. There were no clinically relevant changes
with respect to laboratory values, vital signs, or ECG parameter

values. Patients entered this extension study with a mean MADRS
total score of 16.2. The mean MADRS total score decreased
(improved) to 5.0 at Week 52 (observed cases [OC]).
By the end of the study, the proportion of MADRS responders

had markedly increased from 47.9% to 93.6%, as had those in
remission, increasing from 32.4% to 80.9% (OC).

Conclusions: In this small study with vortioxetine (15 and
20mg/day), the long-term adverse event profile was similar to
that observed during short-term treatment, with no new safety or
tolerability findings arising uniquely during long-term treatment.
Vortioxetine at higher doses appears to be safe and well tolerated
in the long-term treatment of MDD, with further improvement in
patient response.
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Background: Vilazodone (VLZ), a serotonin reuptake inhibitor
and 5-HT1A receptor partial agonist, is approved by the US Food
and Drug Administration for the treatment of major depressive
disorder (MDD) in adults. A post hoc analysis was conducted on
pooled data from 2 positive clinical trials to evaluate the efficacy
of vilazodone on anxiety symptoms in patients with MDD.

Methods: Data from 2 Phase III 8-week, double-blind,
randomized, placebo (PBO)-controlled trials (NCT00285376,
NCT00683592) [1,2] were pooled to analyze the effects of vi-
lazodone on measures of anxiety.
Patients were 18 to 70 years of age with Diagnostic and

Statistical Manual of Mental Disorders, 4th Edition, Text Re-
vision (DSM-IV-TR)-defined MDD and a minimum score of
�22 on the 17-item Hamilton Depression Scale (HAMD17).
Patients randomized to VLZ were titrated to a target dose of
40mg, once-daily taken with food, over a 2-week period. Post
hoc analyses of anxiety included measures of general anxi-
ety (HAMD17 Anxiety/Somatization subscale, Hamilton Anxiety
Scale [HAMA] scale total score), psychic anxiety (HAMD17
Item 10, HAMA Psychic Anxiety subscale, MADRS Item 3
[Inner Tension]), and somatic anxiety (HAMD17 Item 11). Patient
subgroups were stratified by the presence of anxious depres-
sion (HAMD17 anxiety/somatization subscale �7 at baseline)
and baseline depression severity (moderate depression=MADRS
<30, moderately severe depression = 30�MADRS<35, and severe
depression=MADRS�35). Change from baseline to Week 8 on
these anxiety measures were analyzed using a mixed effects
model for repeated measures (MMRM) with treatment group,
study, study center, visit and treatment-group-by-visit interaction
as fixed effects; and the baseline value and baseline-value-by-visit
interaction as covariates. All p-values obtained in these analyses
are nominal.


