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■  NEW PRODUCTS

The 2009 NICE guideline on the man-
agement of depression in adults 

(an updated version is expected in 
May 2017) describes a stepped-care 
approach in which antidepressants are 
not recommended routinely to treat per-
sistent subthreshold depressive symp-
toms or mild depression but may, either 
alone or in combination with psychologi-
cal interventions, be considered for more 
persistent or more severe depression 
and for patients with a history of moder-
ate or severe depression.1 
 The drug of first choice, depending 
on individual circumstances, is normally 
an SSRI such as citalopram. This advice 
was confirmed by the British Association 
for Psychopharmacology in 2015, while 
additionally recommending “newer anti-
depressants” as first-line choices.2 When 
adherence to first-line therapy is good 
but the response is inadequate, options 
include increasing the dose or switching 
to an alternative SSRI, eg escitalopram, or 
an antidepressant from another class.1-3 
Venlafaxine and mirtazapine are frequently 
prescribed options for third-line therapy.3

 Vortioxetine is a new antidepressant 
launched in the UK in 2015. NICE has 
recommended vortioxetine as an option 
for treating major depressive episodes in 
adults whose condition has responded 
inadequately to two antidepressants 
within the current episode.3

Properties
Vortioxetine is a serotonin reuptake 
inhibitor with agonist and antago-
nist effects on multiple subtypes of 
serotonin receptor; these properties 
increase the extracellular concentra-
tion of neurotransmitters, including 
serotonin, dopamine and noradrena-
line, in the brain. It is licensed for the 
treatment of major depressive epi-
sodes in adults. The recommended 
dosage is 10mg once daily, adjusting 
within the range 5–20mg daily. The 
starting dosage for patients aged ≥65 
years is 5mg daily; dosages higher 
than 10mg daily should be used cau-
tiously in this age group.
 Vortioxetine undergoes extensive 
hepatic metabolism and its major 
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KEY POINTS

■  Vortioxetine is a new multimodal antidepressant licensed for 
the treatment of major depression in adults

■  The recommended dosage for adults aged <65 years is initially 
10mg daily, adjusted within the range 5–20mg daily

■  In placebo-controlled clinical trials lasting six to eight weeks, vortioxetine had a 
responder rate of nearly 50 per cent; remission rates of 24–55 per cent were not 
consistently superior to placebo

■  Vortioxetine halved the risk of relapse compared with placebo over six months

■  Indirect comparisons suggest vortioxetine has similar efficacy to other newer 
antidepressants

■  Nausea is very common during treatment

■  NICE recommends vortioxetine as third-line therapy 

■  A month’s treatment costs £27.72 for 5, 10 or 20mg daily
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metabolite is pharmacologically active. 
No dose adjustment is recommended 
for patients with renal impairment or 
mild to moderate hepatic impairment; 
caution is recommended in patients with 
severe hepatic impairment. Vortioxetine 
does not inhibit or induce cytochrome 
P450 enzymes but has clinically signifi-
cant interactions with some drugs that 
affect the activity of CYP3A4, eg clar-
ithromycin, and CYP2D6, eg bupropion. 
There is a risk of serotonin syndrome if 
it is administered with other drugs that 
enhance serotonin function.  Full details 
are provided in the Summary of Product 
Characteristics.4 

Clinical trials
Placebo-controlled studies lasting six to 
eight weeks included patients with mild, 
moderate or severe depression and 
excluded those who had not responded 
to two adequate antidepressant treat-
ments of at least six weeks’ duration. 
Vortioxetine had a dose-dependent effect 
compared with placebo, with a moderate 
effect size overall.5 
 The  poo l ed  r esponde r  r a t e 
(defined as ≥50 per cent reduction in 
the Montgomery-Asberg Depression 
Rating Scale [MADRS] total score) was 
46–49 per cent with vortioxetine com-
pared with 34 per cent with placebo.4 

Remission rates (defined as MADRS 
total score ≤10) ranged from 24 per 
cent to 55 per cent but were not con-
sistently superior to placebo (17–34 
per cent) or clearly dose-related.5 

Nonblinded extension studies suggest 
that efficacy after six to eight weeks 
may be maintained for up to one year.5 
A relapse prevention study showed that 
vortioxetine halved the rate of relapse 
compared with placebo over six months 
(26 vs 13 per cent).5

 Of the available meta-analyses of 
trials comparing vortioxetine with other 
antidepressants, NICE identified one 
as representing the most reliable evi-
dence.3,6 This analysis compared vorti-
oxetine with agomelatine, duloxetine, 
escitalopram, sertraline and venlafax-
ine; the primary endpoint was change 
in MADRS or Hamilton Rating Scale for 
Depression (HAM-D) score after 6–12 
weeks’ treatment. There were no statis-
tically significant differences in efficacy 
between vortioxetine and other anti-
depressants (see Figure 1).
 NICE found little evidence to support 
the efficacy of vortioxetine for its recom-
mended indication of third-line therapy 
but concluded that trials of first-line 
therapy were an acceptable substitute.3 
It noted, however, that response rates 
diminish with each line of therapy.

Adverse effects
In placebo-controlled trials, 16–23 per 
cent of patients discontinued treatment 
with vortioxetine during short-term trials 
and 37–46 per cent did so during long-
term trials; this was due to adverse 
events in 5–11 per cent of patients.5 In 
comparative trials, vortioxetine was asso-
ciated with a significantly lower discontin-
uation rate (6.5 per cent) than sertraline 
and venlafaxine (each about 17 per cent) 
but a significantly higher rate than ago-
melatine (4 per cent).6

 Common adverse events reported 
in clinical trials include: nausea (21–31 
per cent in short-term studies, 17–24 
per cent in long-term studies); vomit-
ing, diarrhoea and constipation; abnor-
mal dreams; dizziness and pruritus.5 
Vortioxetine has a long half-life (66 
hours) and there is no evidence of dis-
continuation symptoms.5 Patients with 
suicidal ideation were excluded from tri-
als of vortioxetine; there was no evidence 
of an increase in suicidal behaviour.5
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Figure 1. Comparison of efficacy of vortioxetine with other antidepressants at two months6
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