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Objective: Using data from a longitudinal study of the mood
disorders, the investigators address the phenomenon of unipo-
lar mania.

Method: Subjects diagnosed as having Research Diagnostic Cri-
teria mania at intake into the study were prospectively followed
for up to 20 years.

Results: Twenty-seven subjects had the diagnosis of unipolar
mania at the time they entered the study and had no history of
major depression before enrolling in the study. Seven of these
subjects did not suffer any episodes of major depression during
the 15- to 20-year follow-up.

Conclusions: These data support the diagnostic validity of
unipolar mania.

(Am J Psychiatry 2003; 160:2049–2051)

Nearly every study of unipolar mania has used retro-
spective methods. In the one prospective study of unipo-
lar mania to our knowledge that has been published (1),
the average length of follow-up was 5.6 years. Findings
based on retrospective methods have led some authorities
to question the existence of unipolar mania as a separate
diagnostic entity.

Method

From 1978 to 1981, the NIMH Collaborative Depression Study—
a prospective, longitudinal, observational study of the mood
disorders—recruited individuals seeking treatment for major de-
pression, mania, schizoaffective mania, or schizoaffective depres-
sion at five U.S. academic medical centers (in Boston, Chicago,
Iowa City, New York, and St. Louis). Inclusion criteria included age
of at least 17 years, IQ greater than 70, ability to speak English,
white race (genetic hypotheses were tested), and no signs of a
mood or psychotic disorder secondary to a general medical condi-

tion. After the study was completely described to subjects, written
informed consent was obtained from all who participated.

At intake into the study, current and past psychiatric history
were assessed with the Schedule for Affective Disorders and
Schizophrenia (2). Diagnoses were then made according to Re-
search Diagnostic Criteria (RDC) (3).

A total of 163 patients with bipolar I disorder entered the Col-
laborative Depression Study, including 14 who enrolled during an
episode of mania and who had no previous history of major or
minor depression. Sixty-six subjects with schizoaffective disorder,
mainly affective subtype, also entered the Collaborative Depres-
sion Study, and this group included 13 subjects who were experi-
encing an episode of mania and had no previous history of major
or minor depression. (Subjects with RDC-diagnosed schizoaffec-
tive disorder, mainly affective subtype, were included in the
present analyses because the RDC definition of schizoaffective
mania, mainly affective subtype [3], is nearly identical to the def-
inition of bipolar I mania in DSM-IV.)

For the purposes of the present study, a minimum of 15 years of
prospective follow-up was required for each subject. Follow-up
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assessments using the Longitudinal Interval Follow-Up Evalua-
tion (4) were completed every 6 months for the first 5 years of the
study and annually thereafter. The Longitudinal Interval Follow-
Up Evaluation assesses level of psychopathology on a weekly ba-
sis. At each interview, the rater identified chronological anchor
points (such as birthdays and holidays) from the time of the last
interview to assist the subject in remembering those times when
significant clinical improvement or deterioration occurred.
Whenever possible, assessments with the Longitudinal Interval
Follow-Up Evaluation were corroborated with data from medical
records. The Longitudinal Interval Follow-Up Evaluation also as-
sesses treatment, which was not randomly assigned by design
and not controlled by anyone connected with the study.

Results

Of the 27 subjects with mania at study intake and no his-
tory of major depression or minor depression before en-
rolling in the study, seven did not suffer any episodes of
major depression during prospective follow-up. Of these
seven, five did not suffer any episodes of minor depression
during follow-up. Table 1 shows the sociodemographic
and clinical characteristics for the seven subjects with un-
ipolar mania.

None of the seven subjects had a history of hypomania
before enrolling in the study. Subjects 431, 602, 832, and
934 each had a positive family psychiatric history, defined
as one or more first-degree relatives with a history of ma-
jor depression, mania, schizoaffective depression, or
schizoaffective mania according to Family History—Re-
search Diagnostic Criteria (7).

One subject (number 202) was enrolled at the New York
site, one (number 333) at St. Louis, and the remaining five
subjects at the Iowa site. All seven subjects were enrolled
as inpatients. Scores on the Global Assessment Scale for
the week before hospital admission ranged from 20 to 45,
indicating severe symptoms and functional impairment.
Five subjects (numbers 202, 434, 602, 832, and 431) had
symptoms of psychosis at study intake.

During prospective follow-up, subject 434 suffered eight
episodes of hypomania lasting a total of 15 weeks, subject
832 suffered six episodes of hypomania lasting a total of 12
weeks, and subject 431 suffered two episodes of hypoma-

nia lasting a total of 5 weeks. Subjects 333 and 934 each
suffered a single episode of minor depression.

Psychosocial functioning (work, interpersonal relation-
ships, recreation, and satisfaction) was assessed with the
Longitudinal Interval Follow-Up Evaluation every 6 months
during the first 5 years of the study and annually thereafter.
For each of these assessments of psychosocial functioning,
a single summary score was generated by using the Longi-
tudinal Interval Follow-Up Evaluation—Range of Impaired
Functioning Tool (6). The mean average of these summary
scores was then calculated and categorized as shown in
Table 1.

For each subject, the percent of follow-up weeks for
which the subject was treated with any dose of a mood sta-
bilizer was calculated. Subjects 333, 431, 434, 602, and 832
were treated with a mood stabilizer for more than 90% of
the follow-up period, and subjects 202 and 934 were treated
for less than 5% of the follow-up period. Two subjects re-
ceived antidepressants, subject 434 for 11 weeks and sub-
ject 832 for 15 weeks.

One subject attempted suicide during follow-up. At this
time, all seven subjects remain alive.

Discussion

Although the DSM-IV definition of bipolar I disorder al-
lows for individuals with unipolar mania, DSM-IV does
not mention unipolar mania as a longitudinal course
specifier. The results of this study provide evidence that
unipolar mania represents a valid diagnostic category
within bipolar I disorder.

Manic recurrences developed in the five subjects who
were treated with a mood stabilizer more than 90% of the
time during follow-up, but no manic recurrences developed
in the two subjects who got very little treatment with a
mood stabilizer during follow-up. This suggests that treat-
ment does not explain the absence of depressive episodes.

Unipolar mania was rare in the present study. This is
consistent with Kraepelin’s landmark study (8), which
found that unipolar mania is a genuine but relatively rare
diagnostic entity.

TABLE 1. Sociodemographic and Clinical Characteristics of Seven Subjects With Unipolar Mania

Subject

Age at 
Study
Intake 
(years) Sex Marital Status

Socio-
economic

Statusa

Age at Onset 
of First 

Lifetime 
Episode of 

Mania (years)

Number of 
Manic 

Episodes 
Before 

Study Intake

Length of 
Follow-Up 
in Study 
(years)

Number of 
Episodes of 

Mania
During Studyb

Total Number 
of Weeks Ill 
With Mania 

During Studyb

Average Level 
of 

Psychosocial 
Functioning 

During Studyc

202 22 Male Separated III 22 0 18 1 3 Good
434 19 Female Never married V 17 1 19 8 99 Poor
602 27 Male Divorced III 21 ≥3 19 5 29 Fair
832 33 Female Never married III 22 ≥3 19 6 52 Fair
333 22 Female Never married IV 17 2 20 2 11 Very good
934 47 Female Divorced IV 47 0 17 1 2 Good
431 34 Female Living together II 34 0 15 4 33 Good
a Hollingshead-Redlich scale (5).
b Includes the intake episode of mania.
c Represents mean average of scores from the Longitudinal Interval Follow-Up Evaluation—Range of Impaired Functioning Tool (6). Scores

range from 4 to 20. Average scores were categorized as follows: 4–5=very good, 10–13=fair, 14–17=poor, and 18–20=very poor.
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Five of the seven subjects with unipolar mania were en-
rolled at the Iowa site. One partial explanation for this may
be the rural setting of this site, in contrast to the urban set-
ting of the other four study sites.

The present study does not include any comparisons
with bipolar I subjects who had a history of depression.
This is due to the small number of subjects with unipolar
mania and the focus of the present study on the diagnostic
validity of unipolar mania.

The validity of unipolar mania has implications for
efforts to understand the biological underpinnings of
manic-depressive illness. If unipolar mania is a valid diag-
nostic entity, any theory that attempts to explain the phys-
iological and anatomical basis of bipolar I disorder will
need to account for unipolar mania.
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