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Objective: This study examined recent
changes in the prescribing patterns for
medications to treat bipolar disorder in
office-based psychiatric practice.

Method: The authors analyzed physi-
cian-reported data from the National Am-
bulatory Medical Care Survey for 1992–
1995 and 1996–1999, focusing on physi-
cians specializing in psychiatry. Demo-
graphic, clinical, and medication prescrip-
tion characteristics of patients’ visits were
compared to identify changes between
the periods. Logistic regression models
were used to identify predictors of medi-
cation prescription, with adjustment for
the presence of other covariates.

Results: In both survey periods, over one-
third of the total psychiatrist visits by pa-

tients with bipolar disorder did not include
prescription of a mood stabilizer. There
was a decrease in the use of lithium over
time, accompanied by an increase in the
use of valproic acid. Antipsychotic medica-
tion was prescribed more frequently for
the bipolar manic and mixed subtypes,
and there was a secular increase in the use
of the newer antipsychotics. During each
time period, prescription of antidepres-
sants was common, often in the absence
of a mood stabilizer.

Conclusions: Despite important advances
in the range of mood stabilizers available,
the pharmacological treatment of bipolar
disorder continues to be an area with
substantial opportunity for quality im-
provement.

(Am J Psychiatry 2002; 159:1005–1010)

In the last decade, a number of pharmacological agents
have shown efficacy in the treatment of bipolar disorder,
and several guidelines have been published to suggest ap-
propriate clinical management (1–3). Without treatment,
patients with bipolar disorder face substantial distress and
impairment and have a significant risk of morbidity and
mortality (4, 5). Traditionally, lithium has been considered
the treatment of choice for bipolar disorder. However,
more recently, valproic acid has become an increasingly
popular alternative to lithium as a first-line treatment and
has even been suggested to be superior to lithium for cer-
tain subgroups of patients with bipolar disorder (6–8).

Previous studies have shown that substantial variation
occurs in the pharmacological treatment of bipolar disor-
der. A naturalistic study by Goldberg and coworkers (9) re-
vealed that about one-third of their patients were taking
lithium alone, an additional one-third were taking lithium
plus an antipsychotic, and almost another one-third were
not taking any medication at the long-term follow-up. In
another study, 68% of bipolar outpatients were taking lith-
ium, 13% were taking a mood stabilizer other than lith-
ium, with or without antidepressants or antipsychotics,
10% were taking only antidepressants or antipsychotics,
and 7% were not taking any psychotropic medication (10).
In addition, there are data suggesting that prescription
patterns of mood stabilizers have changed over the last
few years, with an increase in the prescription of anticon-
vulsants and a decrease in the use of lithium (11–13).

Because office-based psychiatrists are a major source of
care for patients with bipolar disorder (14, 15), it is impor-
tant to document the extent to which their prescribing
practices conform to evidence-based standards. Compli-
ance with these critically important recommendations
has never been examined in a nationally representative
sample of bipolar outpatients, to our knowledge.

The purpose of this analysis was to examine the rates of
guideline adherence, to identify factors that are associated
with practice variation, and to study temporal trends in
the treatment of a nationally representative sample of vis-
its to office-based psychiatrists by patients with a diagno-
sis of bipolar disorder.

Method

Source of Data

Data were drawn from the National Ambulatory Medical Care
Survey. The National Ambulatory Medical Care Survey, which is
conducted annually by the National Center for Health Statistics,
samples a nationally representative group of visits to physicians
in office-based practice. We followed the recommendations of the
National Center for Health Statistics in combining data from con-
tiguous survey years to establish a larger base upon which to de-
rive estimates. In order to detect changes in practice patterns in
delivery of care through time, we grouped the visits from 1992 to
1995 and those from 1996 to 1999. Attending physicians or their
office staff completed a one-page form about each patient visit.
The form included basic demographic characteristics of the pa-
tients, their source of payment for the visit, their diagnoses, and
their medications, including new prescriptions ordered, sup-
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plied, or administered and medications continued, with or with-
out new orders. Only minor modifications were made to the sur-
vey between 1992 and 1999. The rate of response through the
years varied from 70% to 73%.

Survey Design

The surveys were conducted by means of a three-stage sam-
pling design. First, a probability sample of 112 primary sampling
units (a county, a group of adjacent counties, or a standard met-
ropolitan statistical area) was drawn, then a probability sample
was drawn of practicing physicians within these primary sam-
pling units, and, finally, a systematic random sample was drawn
of the visits to these physicians over a 1-week period. Physicians
who expected to see more than 10 patients per day recorded visits
on the basis of a predetermined sampling interval. Some patient
duplication may have occurred with this sampling strategy. The
current analysis was confined to visits to psychiatrists.

Variables

“Mood stabilizers” included lithium, carbamazepine, valproic
acid, gabapentin, lamotrigine, and topiramate. “Antidepressant
drugs” included tricyclic (and tetracyclic) antidepressants; the se-
lective serotonin reuptake inhibitors (SSRIs) fluoxetine, sertra-
line, fluvoxamine, paroxetine, and citalopram; and “other antide-
pressants,” including trazodone, venlafaxine, nefazodone, and
monoamine oxidase inhibitors. Because bupropion has been re-
ported to have a lower incidence of medication-induced mania, it
was considered as part of a special class of antidepressants for the
purposes of our analyses.

Data were collected regarding patient age, sex, and race, as de-
termined by physician judgment. In addition, the surveys in-
cluded a status code that classified visits according to whether the
physician (or another physician in the same office) had ever seen
the patient before.

Data collected on sources of payment for the visit were col-
lapsed into three nonmutually exclusive categories: Medicare,
Medicaid, and other government insurance were grouped to-
gether as “public insurance”; commercial insurance, including
Blue Cross/Blue Shield, was considered to be “private insurance”;
and a residual category was created that combined self-pay, un-
compensated care, workers compensation, and unknown sources
of payment. An additional variable was created to identify patient
visits covered by prepaid plans, such as health maintenance orga-
nizations, independent practice associations, preferred provider
organizations, and other prepaid arrangements.

Up to five ICD-9 codes were specified for each patient visit. Vis-
its with codes 296.0, 296.1, or 296.4 were classified as regarding
patients with bipolar mania. Visits assigned code 296.5 were clas-
sified as those by bipolar depressed patients. Visits that used code
296.6 were considered as regarding bipolar mixed patients, and
visits assigned codes 296.7 or 296.8 were classified as for patients
with bipolar disorder, unspecified. “Comorbidity” was defined as
for visits assigned an additional code: 290–319, 327–328, 780.1, or
995.5.

Analysis

We examined rates per 100 psychiatrist visits by demographic
and insurance characteristics of the sample, the patient diagnos-
tic subtype, and the pharmacological management of the patient.
We then examined the association of diagnostic and medication
management characteristics of the visits with the patient demo-
graphic group, payment source for the visit, whether the patient
was previously seen by the psychiatrist, patient diagnostic group,
and number of diagnoses made during those visits.

In order to detect changes in practice patterns over time, we
grouped the demographic and clinical characteristics of the pa-
tients visiting a psychiatrist from 1992 to 1995 and from 1996 to

1999 and compared the patterns of diagnosis and pharmacologi-
cal treatment during both periods. Because sample sizes of the
surveys were larger in the earlier years of the National Ambula-
tory Medical Care Survey, a larger proportion of the visits in which
a diagnosis of bipolar disorder was made occurred from 1992 to
1995.

Statistical Methods

Because of the complex survey design, the National Center for
Health Statistics weights each visit using data from the Bureau of
the Census to mirror the U.S. population. The construction of the
weighting has three components: inflation by reciprocals of sam-
pling probabilities, adjustment for nonresponse, and a ratio ad-
justment to fixed totals. The adjustment for nonresponse replaces
patient visits to nonrespondents with visits to respondents in the
same specialty area and the same primary sampling unit on the
basis of data for a given specialty over the number of sampled
physicians in that specialty from the master files of the American
Medical Association and the American Osteopathic Association.
It is important to note that these master files include listings of all
physicians in the United States—not only those who are members
of these professional organizations. A statistical adjustment de-
veloped by Pothoff and co-workers that tends to overcompensate
for stratification artifacts (16) was used to calculate standard er-
rors of the survey estimates.

Chi-square statistics were used to test for differences in the dis-
tribution of categorical variables across the two time periods. T
tests were used to examine the differences among continuous
variables. Stepwise logistic regressions were conducted to exam-
ine patient demographic and clinical factors associated with
medication regimens.

Results

Characteristics of the Sample

A total of 865 visits to a psychiatrist by patients with a
diagnosis of bipolar disorder were sampled from the Na-
tional Ambulatory Medical Care Survey between 1992 and
1999, representing a total of 5,025,601 visits nationwide.
There were no significant differences in the demographic
characteristics of the 1992–1995 and the 1996–1999 sam-
ples. In both periods, the majority of visits were made by
patients with bipolar disorder who were in the fourth or
fifth decades of life. Visits by women were almost twice as
frequent as visits by men. More than 92% of the visits were
made by patients who had been seen previously by the
same psychiatrist. Although there were no significant sec-
ular changes in payment source for the visits, the propor-
tion of visits that were covered by a prepaid insurance
plan more than doubled between the two time periods
(Table 1).

There were significant changes in the diagnostic pat-
terns of the bipolar patients: the proportion of visits by pa-
tients with a diagnosis of the manic or mixed subtype of
bipolar disorder almost doubled, while the proportion of
visits by patients who were diagnosed as having an un-
specified subtype of bipolar disorder decreased propor-
tionately. There was little change in the proportion of visits
by patients with a diagnosis of depressed subtype (Table
1). A comorbid psychiatric diagnosis was noted in a rela-
tively small number of visits.
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Prescriptions for Psychotropic Drugs

During most visits in which a bipolar disorder was diag-
nosed, at least one psychotropic medication was pre-
scribed or continued in both periods (83.6% in 1992–1995
and 77.9% in 1996–1999) (Table 2). During the 1992–1995
period, 26.8% of patient visits included prescription or
continuation of one psychotropic medication, 37.3% of
the visits included prescription of two medications, and
19.5% included three or more prescriptions. During the
1996–1999 period, 26% of the patient visits included pre-
scription of or continuation of one psychotropic medica-
tion, 32.3% of the visits included prescription of two med-
ications, and 19.6% included three or more prescriptions.
While the number of psychotropic medications pre-
scribed per visit was similar in 1992–1995 and in 1996–
1999, the prescription patterns were substantially differ-
ent during those periods. Slightly more than one-half of

the visits included a prescription for lithium in the 1992–
1995 survey, compared to only about 30% in the 1996–
1999 period (χ2=10.5, df=1, p=0.001) (Table 2). In contrast,
the proportion of visits during which valproic acid was
prescribed increased from 10.9% in the 1992–1995 period
to 26.6% in the 1996–1999 period (χ2=10.6, df=1, p=0.001)
(Table 2). A small proportion of the visits included pre-
scription of carbamazepine or, in the 1996–1999 period,
one of the newer anticonvulsants, such as lamotrigine,
gabapentin, or topiramate.

Over one-third of the samples from both time periods
received no mood stabilizer. In contrast, during over 45%
of the visits in both periods, patients were prescribed an
antidepressant, generally an SSRI. Approximately 8% were
prescribed bupropion. About one-half of the visits during
both periods that included an antidepressant prescription
did not include prescription of a mood stabilizer. There
were no significant changes in the prescription patterns of
those agents over time (χ2=0.2, df=1, p=0.70). However,
there was a significant increase in the proportion of visits
during which a newer antipsychotic was prescribed (χ2=
23.1, df=1, p<0.001) (Table 2). Almost one-half of the visits

TABLE 1. Demographic and Clinical Characteristics of Out-
patient Visits to Psychiatrists by Patients With Bipolar Dis-
order in the National Ambulatory Medical Care Surveya

Characteristic

Visits During
1992–1995 (N=593)

Visits During
1996–1999 (N=272)

Percent 95% CI Percent 95% CI
Patient’s age (years)

0–35 29.7 26.1–33.3 30.9 27.3–34.5
36–50 42.4 38.6–46.24 40.4 36.6–44.2
51–64 16.4 13.6–19.3 22.3 19.1–25.5
65 or more 11.5 9.0–14.0 6.4 4.5–8.3

Patient’s sex
Female 64.2 60.5–68.0 59.6 54.2–65.0
Male 35.8 32.1–40.0 40.4 35.0–45.8

Patient’s race
White 90.9 88.7–93.1 90.3 87.1–93.6
Nonwhite 9.1 6.9–11.3 9.7 6.5–12.9

Payment source
Private insurance 44.6 40.7–48.5 44.1 38.7–49.5
Public insurance 32.1 28.5–35.7 25.8 21.0–30.6
Other 30.9 27.3–34.5 29.0 24.0–34.0

Prepaid visit
Yes 14.5 11.8–17.2 34.0 28.8–39.1
No 85.5 82.8–88.2 66.0 60.8–71.1

Patient’s history with 
provider
Previously seen 92.2 90.11–94.3 90.4 87.2–93.6
Not previously seen 7.8 5.7–9.9 9.6 6.4–12.8

Subtype of bipolar 
disorder
Manic 8.4 6.2–10.6 17.0 12.9–21.1
Depressed 13.5 10.8–16.2 14.8 10.9–18.7
Mixed 20.0 16.9–23.1 36.2 31.0–41.4
Other or unspecified 58.1 54.3–62.0 32.0 26.9–37.1

Any comorbid disorder 18.7 15.7–21.7 26.6 21.8–31.4
Substance abuseb 4.8 3.1–6.5 9.7 6.5–12.9
Anxiety disorderc 3.6 2.1–5.1 9.7 6.5–12.9
Other mental disorderd 11.5 9.0–14.0 9.7 6.5–12.9

a Rates are based on weighted sampling. See text for definition of the
diagnostic groupings. Groups were not mutually exclusive.

b Includes ICD codes 291, 292, 303–305, 327, and 328.
c Includes ICD codes 300.0–300.3, 300.5–300.9, and 309.8.
d Includes ICD codes 290–319 (except 291, 292, 296.0, 296.1, 296.4–

296.9, 300.0–300.3, 300.5–300.9, 303–305, 309.8), 327, 328, 780.1,
and 995.5. Because of codiagnosis, these groups were not mutually
exclusive (i.e., patients could have more than one comorbid condi-
tion).

TABLE 2. Medications Prescribed During Outpatient Visits
to Psychiatrists by Patients With Bipolar Disorder in the
National Ambulatory Medical Care Surveya

Medication

Visits During
1992–1995 (N=593)

Visits During
1996–1999 (N=272)

Percent 95% CI Percent 95% CI
Any psychotropic 83.6 80.7–86.4 77.9 74.7–81.1

Any mood stabilizer 64.2 60.5–67.9 59.1 5.3–62.9
Lithium 50.9 47.0–54.8 30.1 26.5–33.7

Any anticonvulsant 19.4 16.3–22.5 34.4 30.7–38.1
Valproic acid 10.9 8.5–13.3 26.6 21.8–31.4
Carbamazepine 9.0 6.8–11.2 6.4 3.7–9.1
Newer 

anticonvulsants 0.0 0.0–0.0 5.4 2.9–7.9
Any antidepressant 45.8 41.9–49.7 45.7 40.3–51.1

Selective serotonin 
reuptake inhibitors 22.4 19.1–25.6 25.8 21.0–30.6

Tricyclics 12.1 9.6–14.6 4.3 2.1–6.5
Bupropion 8.4 6.2–10.6 7.5 4.6–10.4
Other 

antidepressants 15.2 12.4–18.0 20.4 16.0–24.8
Antidepressant 

without mood 
stabilizer 21.2 18.0–24.4 23.4 18.8–28.0

Any antipsychotic 22.3 19.1–25.5 29.0 24.0–34.0
Conventional 21.2 18.0–24.4 12.8 9.1–16.4
Newer 1.2 0.4–2.0 17.0 12.9–21.1
Benzodiazepines 29.1 25.6–32.6 22.6 18.0–27.2

Any combination 
therapy 44.2 40.3–48.1 46.2 40.8–51.6
More than one mood 

stabilizer 6.1 4.2–8.0 5.4 2.9–7.9
Mood stabilizer plus 

antidepressant 24.8 21.4–28.2 22.6 18.0–27.2
Mood stabilizer plus 

antipsychotic 13.3 10.7–15.9 17.2 13.1–21.3
Mood stabilizer plus 

benzodiazepine 14.5 11.8–17.2 14.0 10.2–17.8
Antipsychotic plus 

antidepressant 7.9 5.8–10.0 11.8 8.3–15.3
a Rates are based on weighted sampling. See text for definition of the

medication groupings.
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during both time periods included prescription of a com-
bination medication regimen, but there were no secular
changes in the proportion of the visits in which more than
one medication was used (χ2=0.1, df=1, p=0.80) or in how
the medications were combined.

When we used age, race, sex, type of insurance, pres-
ence of comorbidity, and bipolar disorder subtype as co-
variates, stepwise logistic regression identified the mixed
subtype as a predictor of prescription of valproic acid
(odds ratio=2.4, 95% confidence interval [CI]=1.1–5.4).
When we used the same model, prescription of “any anti-
psychotic” was associated with the manic (odds ratio=2.9,
95% CI=1.2–7.2) and mixed (odds ratio=2.3, 95% CI=1.2–
4.7) subtypes of bipolar disorder. The prescription of
newer antipsychotics was associated with a diagnosis of
manic (odds ratio=10.3, 95% CI=2.0–52.0) or mixed (odds
ratio=6.9, 95% CI=1.6–30.1) subtypes. Prescription of “any
antidepressant” was inversely associated with manic sub-
type (odds ratio=0.4, 95% CI=0.1–0.9) but not with a diag-
nosis of depressive subtype (odds ratio=1.6, 95% CI=0.7–
3.3). No predictors could be identified for prescription of
lithium, benzodiazepines, or a combination regimen. Af-
ter we additionally adjusted for period effects, all of the as-
sociations remained significant, except the association
between the prescription of valproic acid and the mixed
subtype (odds ratio=1.7, 95% CI=0.6–4.9). In contrast, the
survey period became associated with the prescription of
valproic acid. Visits during the 1996–1999 period were
more than twice as likely as visits from the 1992–1995 pe-
riod to include a prescription for valproic acid after adjust-
ment for the other covariates in the model (odds ratio=2.3,
95% CI=1.2–4.8).

Discussion

The data from our study suggest that over the last de-
cade there have been substantial changes in the diagnosis
and management of patients with bipolar disorder.

Mood Stabilizers

Although lithium was the most frequently prescribed
mood stabilizer in the 1992–1995 period, the proportion of
visits in which it was prescribed decreased by 40% over the
next 4 years. In contrast, the use of anticonvulsants almost
doubled during the same time period, and the proportion
of visits during which valproic acid was prescribed in-
creased by 250%. These trends may be related to the ease
of prescription of valproic acid, its tolerability, and the
increased awareness among psychiatrists and patients re-
garding the efficacy of valproic acid. The greater use of
valproic acid was accompanied by an increase in the diag-
nosis of mixed episodes and a more frequent diagnosis of
comorbid substance abuse—two situations in which pre-
liminary data have suggested that valproic acid might be
superior to treatment with lithium (6–8, 17, 18). However,
our analysis suggests that the selection of a mood stabi-

lizer by office-based psychiatrists for this sample of pa-
tient visits was not associated with the clinical characteris-
tics of the patients. Our findings underscore the need for
controlled trials of lithium and valproic acid that may pro-
vide an empirical basis for these changes in the treatment
patterns for patients with bipolar disorder.

Despite the availability of treatments with broadly doc-
umented efficacy for bipolar disorder, we found that over
one-third of the patient visits to office-based psychiatric
practices during both periods did not include the pre-
scription of a mood stabilizer. Some of these patients may
have achieved no improvement while taking those medi-
cations, been intolerant to their side effects, or been un-
willing to take them. Although it is possible that some pa-
tients with bipolar disorder may remain euthymic without
a mood stabilizer, our findings suggest that a substantial
number of these patients may be at unnecessary risk of re-
lapse (5, 9, 19, 20).

Antidepressants

The use of antidepressants was also at significant vari-
ance with the recommendations of published guidelines
(1–3). Antidepressants were prescribed during almost
one-half of the patient visits. During a substantial number
of these visits (about 47% in 1992–1995 and 50% in 1996–
1999), antidepressants were prescribed without a mood
stabilizer. This is surprising, because all antidepressants
have been related to the emergence of mania (21–23). In
addition, bupropion, which is generally preferred over
other antidepressants in this population because of its
lower manicogenic properties (24–27), accounted for only
about 8% of the prescriptions made during these visits and
showed no increase in use over the years. All these findings
raise questions about the appropriateness of antidepres-
sant use in outpatient psychiatric practice and suggest
that this may be an area to target for quality-improvement
initiatives. Reasons for deviation from guideline-recom-
mended treatment may include insufficient familiarity
with the published literature or the unintended effects of
medication marketing. It is also possible that the clinical
characteristics of patients with bipolar disorder, as seen in
office-based practice, substantially differ from those
noted in the clinical trials that inform the practice guide-
lines; hence, the patients may respond differently to these
medications. However, because the National Ambulatory
Medical Care Survey does not collect longitudinal data, it
is not possible to evaluate the effect of guideline noncon-
formance on treatment outcomes.

Antipsychotics and Benzodiazepines

There was no significant change in the overall propor-
tion of patients who were prescribed antipsychotics. How-
ever, over the years, there was a decrease in the use of con-
ventional antipsychotics and a corresponding increase in
the use of the newer antipsychotics, probably related to
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their more benign side effect profile and the mood-stabi-
lizing properties of some of these medications (28, 29).

Benzodiazepines were prescribed in 27% of the visits
over both time periods. Because over 90% of the benzodi-
azepines were often prescribed in combination with a
mood stabilizer and for patients who had been seen previ-
ously, it is likely that benzodiazepines were commonly
used to treat acute anxiety or insomnia, as recommended
by APA guidelines (1). The estimated proportion of visits in
which benzodiazepines were prescribed is in line with
previously published findings (9).

Combined Regimens

Consistent with prior studies (9, 10), use of combined
regimens was common. This may reflect the complexity of
managing bipolar disorder. There are data that suggest that
combinations of mood stabilizers (30), or a mood stabilizer
in conjunction with an antipsychotic (31–33), may have
higher efficacy than either medication alone. However, the
extent and variety of combinations documented in this
study suggest that there is a substantial discrepancy be-
tween evidence-based treatments and routine clinical
practice in the treatment of bipolar disorder. Identification
of patient subgroups that may benefit from these com-
bined regimens is an important area for future research.

This study has several limitations. First, diagnoses in the
National Ambulatory Medical Care Survey are based on
the independent judgment of the clinician and are not
subject to expert validation. Second, doses of prescribed
medications are not collected, thus limiting the dimen-
sions of the prescribing practices that can be examined. A
study by Marcus and coworkers (34) documented that
therapeutic monitoring of serum lithium levels in Medic-
aid patients were not conducted in 36.5% of the sample,
suggesting that even when they are prescribed, mood sta-
bilizers may not be used at optimal doses. Third, data from
the National Ambulatory Medical Care Survey are cross-
sectional, precluding an examination of the duration and
sequence of medication trials. Fourth, it is possible that
patients may be taking psychotropic medications pre-
scribed elsewhere and not reporting that fact to their psy-
chiatrists, although we think this as an uncommon prac-
tice. Fifth, there is limited information about the
characteristics of the prescribing physicians, which may
be associated with prescribing practice. Finally, the sam-
ple was restricted to office-based visits and does not con-
tain information on practice patterns in other settings,
such as in clinics operated by general hospitals.

In summary, there has been a recent tendency among
office-based psychiatrists to more clearly define the diag-
nostic subtypes of bipolar disorder they see in practice
and a parallel switch from the use of lithium to use of val-
proic acid as a preferred pharmacological option. The rea-
sons for this change in pharmacological management re-
main unclear. In general, the pharmacological treatment
of bipolar disorder still departs substantially from the

management principles outlined by published guidelines,
suggesting that this may be an important area for quality
improvement.

Received Aug. 3, 2001; accepted Oct. 18, 2001. From the Depart-
ment of Psychiatry and New York State Psychiatric Institute, Colum-
bia University; and the Department of Psychiatry, New York Univer-
sity. Address reprint requests to Dr. Blanco, New York State
Psychiatric Institute, 1051 Riverside Dr., Box 69, New York, NY 10032;
cb255@ columbia.edu (e-mail).

Supported in part by grants from NIMH (MH-15144) and the Na-
tional Institute on Drug Abuse (DA-00482), a Young Investigator
award from the National Alliance for Research on Schizophrenia and
Depression, and a Van Ameringen Health Services Scholar award
from APA (to Dr. Blanco). Also supported by an American Psychiatric
Institute for Research and Education/Janssen Scholars for Severe
Mental Illness Award for 2001–2002 (to Dr. Laje).

References

1. American Psychiatric Association: Practice Guideline for the
Treatment of Patients With Bipolar Disorder. Am J Psychiatry
1994; 151(Dec suppl)

2. Frances A, Docherty JP, Kahn DA: The Expert Consensus Guide-
line Series: Treatment of Bipolar Disorder. J Clin Psychiatry
1996; 57(Dec suppl A):1–88

3. Sachs GS, Printz DJ, Kahn DA, Carpenter D, Docherty JP: The Ex-
pert Consensus Guideline Series: Medication Treatment of Bi-
polar Disorder 2000. Postgrad Med Special Report 2000; 1–104

4. Coryell W, Scheftner W, Keller M, Endicott J, Maser J, Klerman
GL: The enduring psychosocial consequences of mania and de-
pression. Am J Psychiatry 1993; 150:720–727

5. Tondo L, Baldessarini RJ, Hennen J, Floris G: Lithium mainte-
nance treatment of depression and mania in bipolar I and bi-
polar II disorders. Am J Psychiatry 1998; 155:638–645

6. Bowden CL, Brugger AM, Swann AC, Calabrese JR, Janicak PG,
Petty F, Dilsaver SC, Davis JM, Rush AJ, Small JG (Depakote Ma-
nia Study Group): Efficacy of divalproex versus lithium and pla-
cebo in the treatment of mania. JAMA 1994; 271:918–924

7. Swann AC, Bowden CL, Morris D, Calabrese JR, Petty F, Small J,
Dilsaver SC, Davis JM: Depression during mania: treatment re-
sponse to lithium or divalproex. Arch Gen Psychiatry 1997; 54:
37–42

8. Brady KT, Sonne SC, Anton R, Ballenger JC: Valproate in the
treatment of acute bipolar affective disorder complicated by
substance abuse: a pilot study. J Clin Psychiatry 1995; 56:118–
121

9. Goldberg JF, Harrow M, Grossman LS: Course and outcome in
bipolar affective disorder: a longitudinal follow-up study. Am J
Psychiatry 1995; 152:379–384

10. Maj M, Pirozzi R, Magliano L, Bartoli L: Long-term outcome of
lithium prophylaxis in bipolar disorder: a 5-year prospective
study of 402 patients at a lithium clinic. Am J Psychiatry 1998;
155:30–35

11. Fenn HH, Robinson D, Luby V, Dangel C, Buxton E, Beattie M,
Kraemer H, Yesavage JA: Trends in pharmacotherapy of
schizoaffective and bipolar affective disorders: a 5-year natu-
ralistic study. Am J Psychiatry 1996; 153:711–713

12. Citrome L, Levine J, Allingham B: Utilization of valproate: ex-
tent of inpatient use in the New York State Office of Mental
Health. Psychiatr Q 1998; 69:283–300

13. Sanderson DR: Use of mood stabilizers by hospitalized geriatric
patients with bipolar disorder. Psychiatr Serv 1998; 49:1145–
1147

14. Olfson M, Pincus HA, Dial TH: Professional practice patterns of
US psychiatrists. Am J Psychiatry 1994; 151:89–95



1010 Am J Psychiatry 159:6, June 2002

TREATMENT OF BIPOLAR DISORDER

15. Narrow WE, Regier DA, Rae DS, Manderscheid RW, Locke BZ:
Use of services by persons with mental and addictive disor-
ders: findings from the National Institute of Mental Health Ep-
idemiologic Catchment Area Program. Arch Gen Psychiatry
1993; 50:95–107

16. Potthoff RF, Woodbury MA, Manton KG: “Equivalence sample
size” and “equivalent degrees of freedom” refinements for in-
ference using survey weights under superpopulation models. J
Am Stat Assoc 1992; 87:383–396

17. Hertzman M: Divalproex sodium to treat concomitant sub-
stance abuse and mood disorders. J Subst Abuse Treat 2000;
18:371–372

18. Goldberg JF, Garno JL, Leon AC, Kocsis JH, Protera L: A history of
substance abuse complicates remission from acute mania in
bipolar disorder. J Clin Psychiatry 1999; 60:733–740

19. Peselow ED, Fieve RR, Difiglia C, Sanfilipo MP: Lithium prophy-
laxis of bipolar illness: the value of combination treatment. Br
J Psychiatry 1994; 164:208–214

20. Strober M, Morrell W, Lampert C, Burroughs J: Relapse follow-
ing discontinuation of lithium maintenance therapy in adoles-
cents with bipolar I illness: a naturalistic study. Am J Psychiatry
1990; 147:457–461

21. Wehr TA, Goodwin FK: Do antidepressants cause mania? Psy-
chopharmacol Bull 1987; 23:61–65

22. Peet M: Induction of mania with selective serotonin reuptake
inhibitors and tricyclic antidepressants. Br J Psychiatry 1994;
164:549–550

23. Wehr TA, Goodwin FK: Rapid cycling in manic-depressives in-
duced by tricyclic antidepressants. Arch Gen Psychiatry 1979;
36:555–559

24. Sachs GS, Lafer B, Stoll AL, Banov M, Thiault AB, Tohen M,
Rosenbaum JF: A double-blind trial of bupropion versus de-
sipramine for bipolar depression. J Clin Psychiatry 1994; 55:
391–393

25. Fogelson DL, Bystritsky A, Pasnau R: Bupropion in the treat-
ment of bipolar disorders: the same old story? J Clin Psychiatry
1992; 53:443–446

26. Haykal RF, Akiskal HS: Bupropion as a promising approach to
rapid-cycling bipolar II patients. J Clin Psychiatry 1990; 51:450–
455

27. Wright G, Galloway L, Kim J, Dalton M, Miller L, Stern W: Bupro-
pion in the long-term treatment of cyclic mood disorders:
mood-stabilizing effects. J Clin Psychiatry 1985; 46:22–25

28. Tohen M, Jacobs TG, Grundy SL, McElroy SL, Banov MC, Janicak
PG, Sanger T, Risser R, Zhang F, Toma V, Francis J, Tollefson GD,
Breier A: Efficacy of olanzapine in acute bipolar mania: a dou-
ble-blind, placebo-controlled study. Arch Gen Psychiatry 2000;
57:841–849

29. Segal J, Berk M, Brook S: Risperidone compared with both lith-
ium and haloperidol in mania: a double-blind randomized
controlled trial. Clin Neuropharmacol 1998; 21:176–180

30. Solomon DA, Keitner GI, Ryan CE, Miller IW: Lithium plus val-
proate as maintenance polypharmacy for patients with bipolar
I disorder: a review. J Clin Psychopharmacol 1998; 18:38–49

31. Sachs GS, Ghaemi SN: Safety and efficacy of risperidone versus
placebo in combination with lithium or valproate in the treat-
ment of the manic phase of bipolar disorder (abstract). Int J
Neuropsychopharmacol 2000; 3(suppl 1):S143

32. Yatham LN: Safety and efficacy of risperidone as combination
therapy for the manic phase of bipolar disorder: preliminary
findings of a randomized, double-blind study (RIS-INT-46) (ab-
stract). Int J Neuropsychopharmacol 2000; 3(suppl 1):S142

33. Tohen M, Jacobs TG, Meyers TM: Efficacy of olanzapine com-
bined with mood stabilizers in the treatment of bipolar disor-
der (abstract). Int J Neuropsychopharmacol 2000; 3(suppl 1):
S335

34. Marcus SC, Olfson M, Pincus HA, Zarin DA, Kupfer DJ: Thera-
peutic drug monitoring of mood stabilizers in Medicaid pa-
tients with bipolar disorder. Am J Psychiatry 1999; 156:1014–
1018


