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This patient’s experience is regrettably
common, as manic patients are
frequently discharged from the hospital
early in treatment, almost as soon as
they begin to improve. It raises a
central problem in managing bipolar
disorder: the difference between
improvement, response, and remission.

Most clinical trials in mania use an
outcome measure such as the Young
Mania Rating Scale (YMRS) to measure
degree of manic symptoms. When
clinical trial results are reported, they
generally report both degree of
improvement (ie, how many points did
the YMRS score decrease?) and
proportion of responders (ie, how many
patients experienced a decrease in
YMRS of 50% or greater?). 

The problem with this endpoint is that,
for both patient and clinician, it doesn’t
answer the practical question: is the
patient sufficiently improved to resume
life outside the hospital? The typical
cutoff of 50% improvement is an
artificial one. The patient in the case
study might score a 33 on the YMRS on
entering the hospital, and 15 on
discharge — he would be classified as
a responder. Yet as his first outpatient
visit suggests, he is certainly not well.

One of the first contemporary mania
trials illustrates this difference well.
Bowden et al1 compared lithium,
divalproex, and placebo in the
treatment of mania. At study’s end,
48% of the patients given divalproex
improved at least 50%, a statistically
significant difference from placebo. Yet
some patients who improved
nonetheless remained eligible for an
acute mania trial. They were better, but
not yet well. 

Many mania trials now also report
remission rates: what proportion of
patients achieved a YMRS score less
than a certain threshold. This comes
closer to being useful clinically — while
most clinicians don’t think in terms of
rating scale scores, we do think in terms
of “ill” or “well.” The remission rate
provides an approximation of how
many patients “get to well” during a
trial.

In major depressive disorder, this
concept is well established, with recent
reports emphasizing that remission, not
simply improvement, is the goal of
treatment. Failure to remit is associated
with greater risk of relapse and
persistent functional impairment.2

Newer bipolar treatment guidelines
make a similar point.3 Results from a
two-year follow-up of patients who had
experienced a first hospitalization for
affective psychosis are sobering: while
98% of patients achieved syndromal
recovery by two years (no longer
meeting criteria for an acute mood
episode) only 38% had achieved
functional recovery.4

Sometimes achieving remission is simply
a matter of time. Mania trials are often
limited to 3 or 4 weeks; full remission
generally requires longer treatment.
While graphs from trials, averaging
over hundreds of patients, indicate a
gentle curve towards euthymia, for the
individual patient, the post-manic period
may be rocky, with uneven
improvement. Patients may be eager to
get back to school or work, and often
need to be cautioned to add back
activities gradually. The concept of
“continuation treatment,” borrowed
from major depressive disorder,
probably applies: early in recovery,
patients likely remain at elevated risk
for relapse. Getting to remission, then,
requires a commitment to continuing an
effective treatment, at an effective dose,
for a sufficient period of time.

PSYCHOSOCIAL FACTORS AND 
SIDE EFFECTS MATTER
Attending to psychosocial factors that
may slow recovery or induce relapse
can also be critical. At the most basic
level, simple psychoeducational
interventions may encourage patients to
ensure adequate sleep, minimize
stressors, avoid drugs and alcohol, and
adhere to treatment. Wherever possible,
family members or friends should be
enlisted in this effort. When they are
available, both individual and group
psychotherapies also appear to be
helpful in preventing relapse and in
improving functioning as well.5-8

A related factor to consider in aiming
for remission is side effects. (See page 1)
In addition to those commonly discussed,
the impact of pharmacotherapies on
cognition is an increasing focus of
attention in schizophrenia, with the
suggestion that atypical antipsychotics
may actually yield improved cognition in
some patients.9,10 If similar benefits can
be demonstrated in bipolar disorder, it
would provide additional support for the
use of these newer agents to aim for
remission. 

CONCLUSION
Newer interventions have shown good
efficacy in randomized, controlled trials
in the treatment of mania. Moving from
efficacy (how well does the drug work in
a study?) to effectiveness (how well does
the drug work in the real world?)
requires that clinicians attend to other
considerations, including remission
rates, tolerability, and psychosocial
factors. Efficacy is important, but it is
only the first step toward the ultimate
goal in treating bipolar disorder:
remission and recovery.
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CASE STUDY:
SC is a 21-year-old college junior with bipolar I disorder, recently hospitalized for his second manic episode with
psychotic features. In the hospital, he ultimately agrees to antimanic treatment with a combination of medications,
with some improvement in his symptoms: he becomes less agitated, begins sleeping for 4-5 hours nightly, and no
longer provokes altercations with other patients. As he begins to improve, he is discharged on hospital day 7, to
follow up with his outpatient psychiatrist.

The following day, he comes to his appointment 30 minutes late; his parents report that he had initially refused to
get in the car. In the office, he paces excitedly, and with pressured speech tells the psychiatrist, “I don’t need the
medications; they just slow me down!” He picks up objects on the clinician’s desk and begins trying to juggle them.
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The MEASURE™ programs consist of a CME lecture ”Novel Paradigms in the 
Acute Management of Bipolar Disorder” or “Long-term Management of the

Whole Bipolar Patient”

For information on other dinner programs throughout 2004 or to
register for one of the upcoming programs near you, please call 

toll-free 1-866-856-1998 or email measure@francefoundation.com.

TOOLS — The last page of this
newsletter provides a sample mood
chart that can be used to measure a
patient’s course in bipolar disorder.
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