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Only as an alternative second line therapy for those with severe symptoms
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Depression is mainly managed in primary care,1 2 and
antidepressant medication is the most common treatment used
in this setting in the developed world.3 Current clinical
guidelines recommend that primary care doctors consider
prescribing antidepressants for adults with major depressive
disorder and dysthymia.4 5 Recent research suggests that the
efficacy of antidepressantsmay have been overestimated because
of publication bias—the tendency for positive trials to have a
higher likelihood of publication than negative trials.6 7 While
some criticism remains about the analytical techniques used, in
particular by Kirsch et al,8 the balance of evidence does support
the view that the benefits of these agents have been
overestimated and further suggests that they are more effective
for people with severe depressive disorder and less effective for
those with mild to moderate depressive disorder.
These findings have important implications for primary care,
where most depression is managed, and paves the way for
research into new and more effective treatments. Agomelatine,
which acts via the melatonergic system, has been promoted as
an alternative to second generation antidepressants (selective
serotonin reuptake inhibitors and serotonin-noradrenaline
reuptake inhibitors) with a different side effect profile.9 In a
linked paper, Taylor and colleagues (doi:10.1136/bmj.g1888)
examine the efficacy of agomelatine using both published and
unpublished studies.10Agomelatine has already generated much
debate and interest, including three other published
meta-analyses.9 11 12 A previous meta-analysis considering only
published studies found that agomelatine was superior to placebo
(effect size 0.26, 95% confidence 0.15 to 0.34) and to
comparator drugs (effect size 0.11, 0.02 to 0.17).11Head to head
comparisons between agomelatine and venlafaxine, sertraline,
fluoxetine, paroxetine, or escitalopram reported a greater
reduction in scores on the Hamilton depression rating scale
(score 0-50) with agomelatine than with second generation
antidepressants (difference in score reductions 0.86, 0.18 to
1.53).9A recent meta-analysis that included unpublished studies
reported a greater reduction in symptoms scores with

agomelatine than with placebo (difference in score reductions
1.51, 0.73 to 2.29).12Although these findings provide statistical
evidence that agomelatine is more effective than placebo and
some other antidepressants, the size of the benefit looks small
and may not be clinically relevant It is generally accepted that
an effect size of 0.8 is large in clinical terms, 0.5 is medium,
and 0.2 is small.13

Taylor and colleagues used a systematic review strategy in
addition to working with the European Medicines Agency and
manufacturers of agomelatine to identify all relevant published
and unpublished studies. They identified 20 trials including
8322 participants that met inclusion criteria and performed a
meta-analysis to determine treatment effect estimates. Results
show that agomelatine is more effective than placebo (effect
size 0.24, 0.12 to 0.35) and has similar efficacy to comparator
antidepressants (effect size 0.00, −0.09 to 0.10) as measured by
differences on symptom rating scales for depression.
Agomelatine was associated with higher response rates than
placebo (relative risk of response 1.25, 1.11 to 1.41) but not
with higher remission rates. Agomelatine improved neither of
these outcomes when compared with other antidepressant drugs.
This study underlines the importance of including both published
and unpublished studies in any meta-analysis evaluating
antidepressants. Examination of published studies alone
overestimated the efficacy of agomelatine by 20%. This
overestimate is similar to the influence of publication bias that
has been reported for most of the commonly used
antidepressants.6

Agomelatine is no more effective than other agents, and, while
it may work slightly better than a placebo, the effect size
reported by Taylor and colleagues is well below the threshold
for clinical relevance of 0.50 adopted by England’s National
Institute for Health and Care Excellence (NICE).5 Patients with
depression cross this threshold for effect size when they score
27 on the Hamilton depression rating scale,14 which indicates
that antidepressants are better than a placebo only for those with
severe initial symptoms. The vast majority of studies in the new
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meta-analysis recruited patients with scores of at least 22 (severe
symptoms).14 These findings have important implications for
the use of antidepressants in primary care, where most patients
seeking help for depression have only mild or moderate
symptoms. People taking agomelatine need repeatedmonitoring
of their liver enzymes, which further limits the cost effectiveness
of this drug in practice. There is more work to be done in
exploring the harms associated with treatment.
How should primary care doctors respond to recent evidence
that antidepressants are less effective for mild or moderate major
depressive disorder, and that overall efficacy has been
overestimated? Recent recommendations from the Netherlands
advise doctors to provide psychoeducation to patients who are
depressed and, if necessary, offer a short psychological treatment
first.15 Is this recommendation evidence based? A recent
meta-analysis of 117 trials compared psychotherapywith control
conditions (mainly usual care, placebo, or waiting list).16Results
showed a mean effect size of 0.67 favouring psychotherapy
(95% confidence interval 0.60 to 0.75), which was reduced to
0.42 (0.33 to 0.51) after adjustments for publication bias—just
below the accepted cut-off value for a moderate and clinically
relevant effect size (0.5). Similar to pharmacotherapy, the
efficacy of psychotherapy is also overestimated when we
consider only published trials.
Some primary care doctors may find it difficult to reconcile
these findings with their clinical experience of patients who
achieve a speedy remission once they start taking
antidepressants. Further research could usefully explore whether
some people are more likely to respond to antidepressants than
others. Large datasets will be required to test the possible
contribution of factors such as sex, genes, or biomarkers.
In summary, the statistical superiority of agomelatine over
placebo is of questionable clinical relevance, and the newer
agent seems to work no better than more established and
commonly used antidepressants. Both findings tell us that
agomelatine is appropriate as an alternative second line agent
in the pharmacological treatment of severe major depression.
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