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main network by one trial only with a relatively small
sample size (figure 2). In our evidence network, several
combination treatments seem to have favourable point
estimates of RRs for efficacy, tolerability, or acceptability.
However, they were not statistically significant, with wide
Crls (figure 3; appendix pp 76-80). Therefore, further
investigation is needed for these single-standing nodes
to confirm or disconfirm their relative efficacy and safety.

Three systematic reviews of maintenance treatment for
bipolar disorder, namely one network meta-analysis and
two pairwise meta-analyses,®” have been previously
reported in the scientific literature. A substantial number
of important trials have been published even since the
most recent of these reviews, and the results therefore
cannot be directly compared with ours, but the main
differences can be summarised as follows. First, in the
previous reviews, lithium was reported to be better than
placebo in prevention of any mood episode, but not
necessarily in prevention of manic or mixed episode or
depressive episode relapse or recurrence. By contrast,
results of our systematic review show the superiority of
lithium in all three efficacy outcomes. Our analysis seems
to have had higher statistical power than previous
analyses, because several new trials have been published
since the previous reviews were done and because we
used the network meta-analytical method. Second, we
were able to delineate the efficacy profiles of some newly
examined compounds including quetiapine, olanzapine,
risperidone longacting injection, or lamotrigine, for which
the previous reviews did not have enough randomised
evidence.

This study is not without limitations. First, the evidence
network in our network meta-analyses was well connected
overall, but had a relatively small number of trials and
participants in comparison with the other network meta-
analyses previously undertaken in psychiatry.** Second,
we were unable to do separate analyses for bipolar II
disorder or for rapid-cycling bipolar disorder, and dif-
ferent drugs might have different efficacy profiles for
different subtypes. However, exclusion of the few studies
that focused on these disorders or inclusion of them in
the total evidence network did not materially change the
results. Third, many of the studies of maintenance
treatment for bipolar disorder were funded by
pharmaceutical companies and used the enrichment
design to select patients who responded to treatment in
the acute phase (tables 1, 2), which might give clear
advantage to the investigational drug and cause a
sponsorship bias. The effect of these study limitations
were taken into account when we assessed the quality of
evidence behind major comparisons. However, sensitivity
analyses taking into account the effect of potentially
favouring the newest treatments across the network did
not produce materially different results.

In conclusion, even though the generalisation of our
study’s findings to real-world clinical practice will be
difficult, some important clinical implications can be
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drawn. Lithium seems to be the most reasonable
candidate for a first-line treatment option for the long-
term treatment of bipolar disorder (it is one of the most
effective treatments in the prevention of both manic and
depressive episodes, with the most robust and unbiased
evidence, with a higher rate of adverse events than
placebo, but not substantially more dropout due to any
cause). Quetiapine might also be a suitable choice, but
because the quetiapine studies were heavily biased by
enrichment design, the evidence supporting quetiapine
should be interpreted with caution. Additionally, when a
patient’s dominant polarity is known, evidence suggests
that olanzapine is more antimanic than is quetiapine and
lithium, and lamotrigine is more effective than placebo
in the prevention of depressive relapse or recurrence.
The other drugs in the closed-loop network—except for
imipramine and lithium plus imipramine—should be
considered as third-line treatments even though they are
all more effective than placebo in the prevention of any
mood episode. All these drugs have very different side-
effect profiles and this important clinical issue has to be
taken into account at the individual patient level.

Two research implications follow. First, our results
suggest that some drugs could be divided into two classes
according to their relative efficacy of prophylactic activity
against depressive episodes or manic, hypomanic, or
mixed episodes. The relation between patients’ polarity
and drugs characteristics should be more clearly
recognised and researched in future trials. Second,
because none of the examined and available mono-
therapies is clearly effective for all required aspects of
bipolar maintenance therapy, and because some of the
trialled cotherapies provide hopeful leads (albeit with
wide Crls), future research in this domain should focus
on the above-mentioned stronger candidates and their
combinations.
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