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Bipolar Disorder Treatment: An Evidence-
Based Reality Check

Results from the largest treatment study of bipolar disorder ever performed, the Sys-
tematic Treatment Enhancement Program for Bipolar Disorder (STEP-BD), are pre-
sented in this issue by Perlis et al. The authors report that just over one-half of their bi-
polar patients achieved full remission during the 2-year study and that almost one-half
of these recovered patients relapsed at least once before the end of the study. They con-
clude that “these results suggest that in spite of modern evidence-based treatment, bi-
polar disorder remains a highly recurrent, predominantly depressive illness.” The STEP-
BD data reported here are not the usual comparative assessment of treatments in a ho-
mogeneous sample of patients (i.e., an efficacy study). As a study carried out in a
broadly representative sample of patients, it is an effectiveness study, and it describes a
full 2 years of treatment. In addition, this study employed a “best-treatment-available”
rather than a “treatment-as-usual” protocol, so I would call it an “effectiveness-plus”
study. Nonetheless, the results are so similar to those observed in lithium treatment
studies reported 20 to 35 years ago (1–5) that the question of whether today’s best treat-
ments available for bipolar disorder are better
than older treatment begs for an answer. Al-
though not ideal, these outcomes are better than
those reported by other large effectiveness stud-
ies of schizophrenia (the Clinical Antipsychotic
Trials of Intervention Effectiveness [CATIE] [6])
and of major depression (Sequenced Treatment
Alternatives to Relieve Depression [STAR*D] [7]).
The three studies taken together, however, un-
derline the suggestion that modern pharmaco-
logical treatments may be no more beneficial
than older ones, despite their added cost.

The authors also report that the relapses in their sample were strongly correlated with
residual symptoms of depression or mania. And they suggest that if clinicians were to
target residual symptoms, the overall treatment results for bipolar patients might im-
prove. However, given the rigorous assessment and treatment protocols of the STEP-
BD, which includes both psychological and pharmacological interventions, these
symptoms already were the primary targets of the clinicians. It is not at all clear there-
fore whether clinicians could get better results with the treatments now available to
them. So what should our field do today to address the needs of patients with bipolar
disorder who have residual, chronic, or relapsing symptoms?

Three articles in this issue (two by Perlis et al. and one by Lin et al.) point us toward log-
ical places to look for help. Perlis et al. (in this issue), in a symptomatic comparison of de-
pression in patients with unipolar and bipolar disorders, show, as have earlier studies,
that many patients initially diagnosed and treated for depression later turn out to have
bipolar disorder. Although not firmly established in the literature, if treatment of bipolar
illness occurred earlier in its course, remission rates might improve. Indeed, patients
might do better not only in symptomatic terms but also in social development. The diag-
nosis of bipolar disorder, which regularly begins in late adolescence (8; Perlis et al. in this
issue), is often delayed for a decade (9). The illness is a significant hurdle on the path to
normal adulthood, and delayed treatment can only make it harder to overcome.

A third article in this issue, by Lin et al., on the clustering of age at onset in families as
a marker of genetic heterogeneity reminds us that we still do not understand this largely
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genetic illness—from its origins, its molecular pathogenesis, or its pathophysiology.
The sine qua non of translational research is that we must have some basic science find-
ings in bipolar disorder to translate, i.e., to create rational treatment advances.

Because we already have modestly effective, albeit empirical, treatments for bipolar
disorder, we might not have to wait for decades after genes and pathways are illumi-
nated to develop treatments, as is contemplated for Alzheimer’s and Huntington’s dis-
ease. Translatable clues to the biology of bipolar disorder could make today’s treat-
ments much more effective by directing treatments to the patients who can best
respond to them. The results of the STEP-BD study argue strongly that genetic, brain
imaging, and neurobiological studies of bipolar disorder must be accelerated to help
define who will respond best to which treatments in the long term. What seems clear
from STEP-BD and the other major treatment studies is that we must provide clinicians
and our patients with substantially better treatment options than are now available.
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