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Context: Evidence of psychosocial disability in bipolar
disorder is based primarily on bipolar I disorder (BP-I)
and does not relate disability to affective symptom se-
verity and polarity or to bipolar II disorder (BP-II).

Objective: To provide detailed data on psychosocial dis-
ability in relation to symptom status during the long-
term course of BP-I and BP-II.

Design: A naturalistic study with 20 years of prospec-
tive, systematic follow-up.

Setting: Inpatient and outpatient treatment facilities at
5 US academic centers.

Patients: One hundred fifty-eight patients with BP-I and
133 patients with BP-II who were followed up for a mean
(SD) of 15 (4.8) years in the National Institute of Men-
tal Health Collaborative Depression Study.

Main Outcome Measures: The relationship, by ran-
dom regression, between Range of Impaired Function-
ing Tool psychosocial impairment scores and affective
symptom status in 1-month periods during the long-
term course of illness from 6-month and yearly Longi-
tudinal Interval Follow-up Evaluation interviews.

Results: Psychosocial impairment increases signifi-
cantly with each increment in depressive symptom se-
verity for BP-I and BP-II and with most increments in
manic symptom severity for BP-I. Subsyndromal hypo-
manic symptoms are not disabling in BP-II, and they may
even enhance functioning. Depressive symptoms are at
least as disabling as manic or hypomanic symptoms at
corresponding severity levels and, in some cases, signifi-
cantly more so. At each level of depressive symptom se-
verity, BP-I and BP-II are equally impairing. When asymp-
tomatic, patients with bipolar disorder have good
psychosocial functioning, although it is not as good as
that of well controls.

Conclusions: Psychosocial disability fluctuates in par-
allel with changes in affective symptom severity in BP-I
and BP-II. Important findings for clinical management
are the following: (1) depressive episodes and symp-
toms, which dominate the course of BP-I and BP-II, are
equal to or more disabling than corresponding levels of
manic or hypomanic symptoms; (2) subsyndromal de-
pressive symptoms, but not subsyndromal manic or hy-
pomanic symptoms, are associated with significant im-
pairment; and (3) subsyndromal hypomanic symptoms
appear to enhance functioning in BP-II.
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B IPOLAR DISORDER HAS BEEN

found to be associated with
the following types of dis-
ability: increased suicidal be-
havior,1 increased health

care use and costs,1,2 higher unemploy-
ment,3,4 higher dependence on public as-
sistance,1 lower annual income,5 in-
creased work absenteeism owing to
illness,2,5,6 decreased work productivity,5

poorer overall functioning,7-9 lower qual-
ity of life,2,10 and decreased life span.11 Al-
though informative, the conclusions are
limited by methodological shortcomings
such as reliance primarily on cross-
sectional rather than longitudinal de-
signs, generally small samples, using

screening rather than research diagnos-
tic methods, combining bipolar I disor-
der (BP-I) and bipolar II disorder (BP-II),
or omitting BP-II altogether. To our knowl-
edge, no study has examined disability in
relation to all of the levels of affective
symptom severity that occur over time, has
compared disability for manic and depres-
sive symptoms, or has examined disabil-
ity separately for BP-I and BP-II.

In previous studies,12-14 we estab-
lished that BP-I and BP-II are dimen-
sional illnesses in which patients experi-
ence, during their long-term course of
illness, fluctuating levels of severity of
manic and depressive symptoms inter-
spersed with symptom-free (euthymic) pe-
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riods. Studies are needed to characterize the link be-
tween degrees of disability and the various levels of
affective symptom severity that subjects with bipolar dis-
order experience over time. The present investigation ad-
dresses this challenge.

The National Institute of Mental Health Collabora-
tive Depression Study (CDS)15,16 provides a unique op-
portunity to investigate psychosocial disability associ-
ated with bipolar disorders during all of the phases of the
illness. This study was designed to answer 4 research ques-
tions: (1) In line with our previous findings for unipolar
major depressive disorder (MDD),17 does psychosocial
impairment in BP-I and BP-II increase significantly in
a progressive stepwise fashion with each increment of
symptom severity in the manic or depressive spectrum?
(2) The scientific literature primarily describes the man-
agement of manic episodes and symptoms. Are symp-
toms in the manic spectrum associated with more psy-
chosocial disability than symptoms in the depressive
spectrum at corresponding levels of severity? (3) Is BP-II
less impairing than BP-I at corresponding levels of symp-
tom severity? (4) When patients with BP-I or BP-II are
completely free of affective symptoms, do they return to
good psychosocial functioning, as we found in patients
with unipolar MDD,17 and how does their psychosocial
functioning compare with a currently well control group?

METHODS

SUBJECTS

Subjects entered the CDS15,16 as inpatients or outpatients at 1
of 5 tertiary care centers from 1978 to 1981 while experienc-
ing an active affective episode. All of the patients in the CDS
were required to be white (to test genetic hypotheses), speak
English, have an IQ score of at least 70, and have no evidence
of any organic brain syndrome or terminal medical illness. Writ-
ten informed consent was obtained for participation in re-
search. Patients in the CDS received a diagnosis using the Re-
search Diagnostic Criteria,18 based on Schedule for Affective
Disorders and Schizophrenia interviews19 and on a review of
medical records. They were included in the present analysis if
they met criteria for BP-I (definite) or BP-II (definite or prob-
able) at entry. In a prior article,13 we found no difference in clini-
cal, demographic, or follow-up characteristics of patients with
BP-II with hypomanic episodes lasting at least 1 week (defi-
nite BP-II) vs 3 to 6 days (probable BP-II), so we combined both
groups. Consistent with DSM-IV criteria,20 we excluded pa-
tients who had only manic or hypomanic episodes without any
MDD by the end of follow-up. Patients who switched from uni-
polar MDD to 1 of the 2 bipolar disorders during follow-up were
included in the analysis starting at the time of their first life-
time manic or hypomanic episode.20 Patients who ever met Re-
search Diagnostic Criteria for schizophrenia or schizoaffec-
tive disorder were excluded. As described later, forms with poor
or very poor reliability of symptom status or psychosocial im-
pairment (3%) were excluded from the analysis. The resulting
analysis sample included 158 patients with BP-I and 133 pa-
tients with BP-II.

PSYCHIATRIC SYMPTOM RATINGS

As described in previous publications,12-14,17,21 trained profes-
sional raters interviewed patients every 6 months for the first

5 years and then yearly thereafter, using variations of the Lon-
gitudinal Interval Follow-up Evaluation (LIFE).22 The CDS rat-
ers underwent rigorous training, resulting in intraclass corre-
lation coefficients of 0.90 for reliability of psychiatric symptom
ratings, 0.95 for recovery from major affective episodes, and
0.88 for subsequent appearance of affective symptoms.22 Weekly
psychiatric symptom ratings were aggregated into 1 of 10 mu-
tually exclusive categories representing the most severe level
of symptom severity that occurred during any week of each
1-month period: symptoms in the pure depressive spectrum
(MDD, minor depression or dysthymia, or subsyndromal de-
pression) with no manic or hypomanic symptoms; symptoms
in the pure manic spectrum (mania, hypomania, or subsyn-
dromal hypomanic symptoms) with no depressive symptoms;
symptoms of cycling or mixed polarity (owing to either change
in polarity or coexistence of both manic and depressive symp-
toms within a given month, coded according to the most se-
vere level in either spectrum); or asymptomatic status (no af-
fective symptoms, return to usual self for the entire month).
Because of the small number of person-months in the 9 com-
binations of cycling or mixed symptoms, these were analyzed
as a single category at the subsyndromal level of severity (ac-
counting for 2.0% of person-months for BP-I and 0.5% for BP-
II), a combination of 3 categories at the minor depression and/or
hypomanic level of severity (2.4% of person-months for BP-I
and 1.0% for BP-II), and a combination of 5 categories at the
MDD and/or mania level of severity (1.0% of person-months
for BP-I and 0.3% for BP-II). The 6 categories of pure depres-
sion, mania, or hypomania and the asymptomatic status are the
primary focus of this article, and they were not collapsed with
one another or with any cycling or mixed states.

LIFE–RANGE OF IMPAIRED FUNCTIONING TOOL
PSYCHOSOCIAL IMPAIRMENT SCORES

Each monthly symptom severity category described earlier was
matched with psychosocial disability ratings for the same month.
Using the LIFE forms, trained interviewers made ratings of each
patient’s worst level of psychosocial impairment due to psy-
chopathological abnormalities (ie, excluding extraneous fac-
tors such as life events). Psychosocial functioning assess-
ments were obtained for every month from 25 months to 5 years
of follow-up and for the final month of follow-up in years 6 to
20. Ratings in 9 specific functional domains as well as a global
rating of overall psychosocial functioning were made using 2
5-point Likert scales with behavioral anchors for each area of
function.17 The LIFE–Range of Impaired Functioning Tool
(LIFE-RIFT) score was created by adding ratings for the most
impaired role function (work, household, or school), the most
disrupted area of interpersonal relationships (with spouse or
mate, children, other relatives, or friends), limitations in rec-
reation or hobbies, and overall negative subjective satisfac-
tion. Scores on the LIFE-RIFT can range from 4, indicating very
good functioning (no impairment) in all of the 4 component
areas, to 20, indicating very poor functioning (severe impair-
ment) in all of the 4 areas. A LIFE-RIFT score of approxi-
mately 8 represents psychosocial functioning in the good range;
12, fair functioning; 16, poor functioning; and 20, very poor
functioning. The LIFE-RIFT score has been shown to have good
reliability and validity in patient samples.23,24 In addition, it had
a high correlation (r=0.86) with raters’ independent ratings of
overall psychosocial impairment within the current analysis
samples.

Months in which any component of the LIFE-RIFT score was
missing (2.0% of patients and 2.7% of months that otherwise quali-
fied for the analyses) were excluded. Although both groups of
patients with bipolar disorder participated in the CDS fol-
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low-up for a mean of 15.2 years (182.4 months), the mean (SD)
number of months with LIFE-RIFT scores was 28.5 (14.5) for
patients with BP-I and 27.3 (15.5) for those with BP-II (Table1)
during the period from 25 months to 20 years of follow-up.

STATISTICAL ANALYSES

All of the analyses were performed with SAS version 8.2 soft-
ware (SAS Institute Inc, Cary, NC). The currently well com-
parison sample comprised 1817 relatives, spouses, and family

acquaintances with no current Research Diagnostic Criteria psy-
chiatric or substance abuse disorders as of their 6-year follow-
ups, at which time they were evaluated for psychosocial func-
tioning in the prior month. A simple t test was used to compare
the single-month impairment rating for all of the subjects in
the well comparison group with those patients with BP-I and
BP-II who had 1 or more months’ data in a given symptom cat-
egory. Using a procedure described previously,17 the t tests were
conducted using 1 randomly selected month for patients with

Table 1. Demographic and Clinical Characteristics of Patients With Bipolar I and II Disorders*

Characteristic
BP-I

(n = 158)
BP-II

(n = 133)
Significance

Test P Value

Demographics at Intake
Sex, No. (%)

Female 95 (60.1) 90 (67.6) �2
1 = 1.77 .18

Male 63 (39.9) 43 (32.3)
Age, y

Mean (SD) 38.2 (12.6) 35.2 (12.7) t289 = 2.02 .04
Median 36.5 31.0
Range 17-79 17-74

Marital status, No. (%)
Married/living together 71 (44.9) 56 (42.1) �2

2 = 0.25 .88
Separated/divorced/widowed 38 (24.1) 33 (24.8)
Never married 49 (31.0) 44 (33.1)

Education, No. (%)
High school or less 63 (39.9) 57 (42.9) �2

1 = 0.27 .61
College or more 95 (60.1) 76 (57.1)

Clinical History
Total lifetime affective episodes (including intake episode), No. (%)

Median 5.5 5.0 z = 0.65† .52†
0-1 15 (9.5) 18 (13.5)
2-3 37 (23.4) 33 (24.8)
�4 106 (67.1) 82 (61.6)

Age at onset of first lifetime affective episode, y
Mean (SD) 23.6 (10.4) 22.1 (10.5) t289 = 1.22 .22
Median 21.0 20.0
Range 1-62 1-64

Characteristics of Intake Episode
Patient status at intake, No. (%)

Inpatient 140 (88.6) 89 (66.9) �2
1 = 20.26 P�.001

Outpatient 18 (11.4) 44 (33.1)
Severity of intake episode, worst-week GAS Scale score

Mean (SD) 33.6 (10.7) 37.1 (9.2) t289 = 2.90 .004
Median 32.0 35.0
Range 10-67 5-61

Amount of Follow-up Data
Latest available follow-up, y

Mean (SD) 15.2 (4.7) 15.2 (4.9) t289 = 0.14 .89
Median 17.0 17.0
Range 2.5-20.0 2.5-20

Months with LIFE-RIFT psychosocial assessments, No.‡
Mean (SD) 28.5 (14.5) 27.3 (15.5) t289 = 0.66 .51
Median 29.5 29.0
Range 1-50 1-50

Abbreviations: BP-I, bipolar I disorder; BP-II, bipolar II disorder; GAS, Global Assessment of Severity; LIFE-RIFT, Longitudinal Interval Follow-up
Evaluation–Range of Impaired Functioning Tool.

*Patients from the National Institute of Mental Health Collaborative Depression Study were included in the analyses if they had a diagnosis of BP-I (definite) or
BP-II (definite or probable) at entry to the study, or if they switched from unipolar major depressive disorder to 1 of the 2 bipolar disorders during follow-up
(in which case, only data after the switch were analyzed). Patients with schizophrenia or schizoaffective disorder were excluded. Only those patients with 1 or
more months with the required data were used in the analyses.

†Two-group comparison by Wilcoxon rank sum test on discreet (ungrouped) values for number of lifetime episodes.
‡Psychosocial assessments were obtained for all of the months from 25 months to 5 years of follow-up and for the final month of follow-up from years 6 to 20.

Months were included in the analyses only if psychiatric symptom status and all of the 4 ratings composing the LIFE-RIFT score were present and rated at least
fair in terms of accuracy.
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multiple evaluations in a particular symptom category, or us-
ing the single rating for patients with only 1 month at that level.

Random regression analysis (using SAS MIXREG soft-
ware25) was used to model the relationship between LIFE-
RIFT ratings of psychosocial impairment and monthly sever-
ity and polarity of affective symptoms. The regression models
included a random intercept term to account for correlated ob-
servations within patients over time. A compound symmetry
covariance structure was used to model within-subject varia-
tion because it yielded a better (higher) model-fitting criteria
than autoregressive or unstructured covariance. Means and stan-
dard errors of the means of impairment ratings were obtained
for each symptom category after adjusting for within-subject
correlation. The significance of contrasts between specific pairs
of symptom categories (to assess impairment associated with
incremental steps in symptom severity and with depression vs
mania at comparable levels of severity) within each diagnostic
group was determined from post hoc paired symptom cat-
egory comparisons performed within full mixed regression mod-
els that included all of the 10 BP-I or 9 BP-II categories of
monthly symptom status after first determining that the over-
all models were statistically significant. This provided a con-

servative test of significance since within-subject variation was
calculated across all of the symptom categories. Comparisons
of BP-I vs BP-II disability were made by performing a separate
2-group mixed regression run within each symptom category.
Degrees of freedom for all mixed regression main effects and
contrasts were calculated using the Satterthwaite method.25

An � level of .05 (2-tailed) was used to assess the significance
of each statistical test. Bonferroni adjustments to the � level were
not made because most of the contrasts were derived from only
2 overall mixed regression models that were designed to provide
conservative testsofpairedgroupcontrasts (asdescribedearlier).
Furthermore, each research question in this study is addressed
byexaminingthepatternof findingsacrossmultiplesymptomcat-
egories (eg, across 3 stepwise increments in depressive or manic
symptom severity); adjusting the � level could increase type II er-
rors and mask findings relevant to the study questions.

RESULTS

Intake demographic and clinical characteristics of the pa-
tient samples are presented in Table 1. The Figure shows
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Figure. Mean Longitudinal Interval Follow-up Evaluation–Range of Impaired Functioning Tool (LIFE-RIFT) psychosocial impairment scores per symptom severity
category, adjusted for within-subject variation through mixed regression analysis, by monthly symptom status categories for well controls (n=1787) and patients
with bipolar I (n=158) (A) or bipolar II (n=133) (B) disorder. Weekly psychiatric symptom ratings obtained through LIFE follow-up interviews were aggregated
into 1 of the following 10 mutually exclusive categories representing the most severe level of symptom severity during each 1-month period of follow-up data
independent of episode status in that month: asymptomatic status (no depressive or manic symptoms [return to usual self] for the entire month); depressive
spectrum symptoms at 1 of 3 levels of severity with no manic spectrum symptoms—namely, major depressive disorder (MDD) depressive symptoms at the
threshold for MDD), minor depression (MinD) depressive symptoms at the threshold for MinD or dysthymia but not as severe as MDD), or subsyndromal
depressive symptoms (SSD) subsyndromal depressive symptoms below the threshold for MinD); manic spectrum symptoms at 1 of 3 levels of severity with no
depressive spectrum symptoms—namely, mania (manic spectrum symptoms at the threshold for mania), hypomania (manic spectrum symptoms at the
threshold for hypomania but not as severe as mania), or subsyndromal hypomanic symptoms (SSH) manic spectrum symptoms below the threshold for
hypomania); or 1 of 3 categories of cycling or mixed polarity symptoms classified according to the worst severity level of symptoms in either spectrum—namely,
MDD/mania (symptoms in both the manic and depressive spectra reaching the level of MDD and/or mania), MinD/hypomania (symptoms in both the manic and
depressive spectra reaching the level of MinD and/or hypomania), and SSD/SSH (symptoms in both the manic and depressive spectra, below the level of MinD or
hypomania). The SEM values are from mixed regression analysis. Error bars above and below the top of bars indicate the upper and lower 95% confidence
intervals for the means (based on mean � t x SEM, where t is the t value resulting in �=.05 for the corresponding df); asterisk, the number of subjects with 1 or
more months of impairment ratings in this symptom severity category; and dagger, total number of months with impairment ratings in this symptom severity
category, where a given subject (except well controls) may contribute multiple months to the analysis.
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mean LIFE-RIFT psychosocial impairment scores for each
affective symptom severity category for patients with BP-I
and BP-II after adjusting for within-subject variation
through mixed regression. Significance levels for all of
the statistical comparisons relevant to the study ques-
tions are presented in Table 2 for subjects with BP-I,
Table 3 for subjects with BP-II, and Table 4 for the
comparison of subjects with BP-I vs subjects with BP-II.

In both BP-I and BP-II, each increase or decrease in
depressive symptom severity is associated with a highly
significant (P�.001) stepwise increase or decrease in psy-
chosocial disability (Table 2 and Table 3). Patients with
BP-I show a similar pattern of significant stepwise change
in impairment as their level of manic symptom severity
changes between mild subsyndromal symptoms and hy-
pomania (P= .01) or between hypomania and mania
(P�.001). As patients with BP-I move between the asymp-
tomatic status and subsyndromal hypomanic symp-

toms, impairment scores do not change significantly
(P=.20). In patients with BP-II, the pattern of signifi-
cant stepwise changes in psychosocial impairment is seen
only in relation to changes in depressive symptom se-
verity. As symptom severity changes from asymptom-
atic to subsyndromal hypomanic to hypomanic, or the
reverse, significant changes in psychosocial impairment
are not found; in fact, there is a slight but nonsignificant
improvement (P=.25) in psychosocial functioning as pa-
tients with BP-II go from the asymptomatic status to pe-
riods with subsyndromal hypomanic symptoms.

At each level of depressive symptom severity (ie, sub-
syndromal, minor depressive, or major depressive symp-
toms), psychosocial impairment is equal to or signifi-
cantly greater than the corresponding level of manic
symptom severity in BP-I (Figure and Table 2) and BP-II
(Figure and Table 3). In BP-I, minor depression is asso-
ciated with significantly more psychosocial disability than

Table 2. Significance of Mixed Regression Comparisons
of Longitudinal Interval Follow-up Evaluation–Range
of Impaired Functioning Tool Psychosocial Impairment
Scores by Symptom Status Categories During 1-Month
Assessment Periods in the Long-term Follow-up
of Collaborative Depression Study Patients
With Bipolar I Disorder*

Comparison of Symptom
Severity Categories

Significance of
Comparison of

Symptom Severity
Categories From

Mixed Regression

t df
P

Value

Stepwise increments in symptom severity
Severity levels of pure depressive

symptoms
SSD�asymptomatic 4.10 576 �.001
MinD�SSD 6.30 601 �.001
MDD�MinD 6.16 590 �.001

Severity levels of pure manic symptoms
SSH = asymptomatic 1.29 701 .20
Hypomania�SSH 2.52 721 .01
Mania�hypomania 4.68 685 �.001

Severity levels of cycling/mixed polarity
symptoms

SSD/SSH = asymptomatic 1.04 595 .30
MinD/hypomania�SSD/SSH 5.60 619 �.001
MDD/mania�MinD/hypomania 4.53 649 �.001

Depression vs mania at comparable levels
of symptom severity

SSD = SSH 1.04 708 .30
MinD�hypomania 2.97 655 .003
MDD = mania 1.84 656 .07

Abbreviations: MDD, major depressive disorder; MinD, minor depression;
SSD, subsyndromal depressive symptoms; SSH, subsyndromal hypomanic
symptoms.

*For mean Longitudinal Interval Follow-up Evaluation–Range of Impaired
Functioning Tool impairment ratings per symptom severity category adjusted
for within-subject variation through mixed regression analysis, see the
Figure, A. The significance of contrasts between specific pairs of symptom
categories within each diagnostic group was determined from post hoc
paired group comparisons performed within full mixed regression models
that included all of the 10 bipolar I disorder categories of symptom status
per month.

Table 3. Significance of Mixed Regression Comparisons
of Longitudinal Interval Follow-up Evaluation–Range
of Impaired Functioning Tool Psychosocial Impairment
Scores by Symptom Status Categories During 1-Month
Assessment Periods in the Long-term Follow-up
of Collaborative Depression Study Patients
With Bipolar II Disorder*

Comparison of Symptom
Severity Categories

Significance of
Comparison of

Symptom Severity
Categories From

Mixed Regression

t df
P

Value

Stepwise increments in symptom severity
Severity levels of pure depressive

symptoms
SSD�asymptomatic 3.91 433 �.001
MinD�SSD 7.19 456 �.001
MDD�MinD 8.02 440 �.001

Severity levels of pure manic symptoms
SSH = asymptomatic −1.15 530 .25
Hypomania = SSH 0.96 548 .34

Severity levels of cycling/mixed polarity
symptoms

SSD/SSH = asymptomatic 1.68 591 .09
MinD/hypomania = SSD/SSH 1.86 615 .06
MDD with SSH or

hypomania�MinD/hypomania
3.57 580 �.001

Depression vs mania at comparable levels
of symptom severity

SSD�SSH 2.30 534 .02
MinD�hypomania 5.75 564 �.001

Abbreviations: MDD, major depressive disorder; MinD, minor depression;
SSD, subsyndromal depressive symptoms; SSH, subsyndromal hypomanic
symptoms.

*For mean Longitudinal Interval Follow-up Evaluation–Range of Impaired
Functioning Tool impairment ratings per symptom severity category adjusted
for within-subject variation through mixed regression analysis, see the
Figure, B. The significance of contrasts between specific pairs of symptom
categories within each diagnostic group was determined from post hoc
paired group comparisons performed within full mixed regression models
that included all of the 9 bipolar II disorder categories of symptom status per
month.
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hypomania (P=.003). In patients with BP-II, subsyndro-
mal depressive symptoms are more disabling than sub-
syndromal hypomanic symptoms (P=.02), and minor de-
pressive symptoms are more disabling than hypomanic
symptoms (P�.001).

Psychosocial impairment in BP-I vs BP-II is shown in
Table 4. Within 8 of the 9 symptom severity categories,
levels of psychosocial impairment are not significantly dif-
ferent for patients with BP-I and patients with BP-II (P=.07-
.81). While experiencing hypomanic symptoms, patients
with BP-II have significantly better psychosocial function-
ing (lower impairment scores) than patients with BP-I
(P=.003), probably owing to the slightly enhanced func-
tioning of patients with BP-II during hypomania. There
is no significant difference in psychosocial impairment be-
tween BP-I and BP-II at any level of depressive symptom
severity or the asymptomatic status.

The LIFE-RIFT psychosocial impairment scores at each
symptom status category were also compared with those
of well controls. As we found for patients with unipolar
MDD,17 patients with BP-I and BP-II at each level of de-
pressive symptom severity are significantly more im-
paired than the well controls (P�.001). For patients with
BP-I, each level of manic or hypomanic and cycling or
mixed polarity symptom severity is associated with sig-
nificantly greater impairment than in the well compari-
son group (P�.001 to P=.004). Patients with BP-II and
hypomanic or subsyndromal hypomanic symptoms are
not significantly more impaired than well controls (P=.11
and P=.77, respectively). When patients with either BP-I
or BP-II are asymptomatic in terms of their mood disor-
ders, their psychosocial functioning normalizes, and LIFE-
RIFT scores return to the good range. However, both
groups of patients show a small but significant decre-
ment in functioning during asymptomatic periods as com-
pared with the well comparison control group (t127=5.74,
P�.001 for the BP-I group; t108=5.33, P�.001 for the BP-II
group).

COMMENT

To our knowledge, this is the first investigation that has
examined psychosocial impairment associated with ev-
ery level of affective symptom severity and periods of eu-
thymia in a large clinical cohort of patients with BP-I and
BP-II followed prospectively, naturalistically, and sys-
tematically for many years. These data provide an un-
usually detailed documentation of psychosocial disabil-
ity in patients with BP-I and BP-II.

DEPRESSIVE SPECTRUM
IN BP-I AND BP-II

Consistent with the pattern we previously described for
unipolar MDD,17 with every increase or decrease in de-
pressive symptom severity, there is a corresponding sig-
nificant and stepwise increase or decrease in psychoso-
cial disability in both BP-I and BP-II. When patients
with BP-I or BP-II have no mood disorder symptoms,
their psychosocial functioning normalizes and is rated
as good; when they are experiencing subsyndromal de-

pression, psychosocial functioning is between good and
fair; when minor depressive or dysthymic symptoms
are present, functioning is fair; and when patients have
symptoms at the threshold for major depression, func-
tioning is poor.

Much of the research and clinical attention in bipo-
lar disorders has been focused on syndromal manic and
major depressive episodes. However, we have shown
previously12-14 that the course of bipolar illness is domi-
nated by affective symptoms below the threshold of
MDD and mania. We have now shown in 3 separate di-
agnostic groups (BP-I, BP-II, and unipolar MDD17) that
minor and subsyndromal depressive symptoms are as-
sociated with significant psychosocial disability as com-
pared with months when the same patients have no
symptoms of a mood disorder. Altshuler et al26 found
that in a sample of male patients with BP-I who recov-
ered from syndromal manic, hypomanic, or MDD epi-
sodes for at least 3 months, the degree of residual
depressive symptoms measured by scores on the Hamil-
ton Depression Scale was positively associated with the
level of psychosocial impairment as measured by the
Global Assessment of Functioning Scale. While the di-
rection of causality is not clear, it is important to note
that the goal of treatment is not only to reduce symp-

Table 4. Significance of Mixed Regression Comparisons
of Longitudinal Interval Follow-up Evaluation–Range
of Impaired Functioning Tool Psychosocial Impairment
Scores by Symptom Status Categories During 1-Month
Assessment Periods in the Long-term Follow-up
of Collaborative Depression Study Patients
With Bipolar I vs Bipolar II Disorder*

BP-I vs BP-II Within Each
Symptom Severity Category

Significance of
Comparison of

Symptom Severity
Categories From

Mixed Regression

t df
P

Value

Asymptomatic status
BP-I = BP-II 0.24 218 .81

Severity levels of pure depressive symptoms
SSD: BP-I = BP-II 0.99 146 .32
MinD: BP-I = BP-II 1.45 224 .15
MDD: BP-I = BP-II 0.80 177 .43

Severity levels of pure manic symptoms
SSH: BP-I = BP-II 1.90 20.2 .07
Hypomania: BP-I�BP-II 3.15 56.3 .003

Severity levels of cycling/mixed polarity
SSD/SSH: BP-I = BP-II −0.65 30.6 .52
MinD/Hypomania: BP-I = BP-II 1.82 82.8 .07
MDD/Mania: BP-I = BP-II 1.59 72.4 .12

Abbreviations: BP-I, bipolar I disorder; BP-II, bipolar II disorder;
MDD, major depressive disorder; MinD, minor depression;
SSD, subsyndromal depressive symptoms; SSH, subsyndromal hypomanic
symptoms.

*For mean Longitudinal Interval Follow-up Evaluation–Range of Impaired
Functioning Tool impairment ratings per symptom severity category adjusted
for within-subject variation through mixed regression analysis, see the
Figure. Comparisons of BP-II vs BP-I disability were made by performing a
separate 2-group mixed regression run within each symptom severity
category.
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toms but also to promote normalization of psychosocial
functioning. We therefore submit that it is important to
reduce, to the extent possible, all of the levels of depres-
sive symptoms in bipolar illness.

MANIC SPECTRUM IN BP-I AND BP-II

Patients with BP-I have a significant, stepwise progres-
sion in disability associated with each increment in manic
or hypomanic symptom severity, except for the asymp-
tomatic status vs subsyndromal level of hypomanic symp-
toms. The situation for hypomanic symptoms in BP-II is
quite different. Patients with BP-II actually experience a
nonsignificant improvement in psychosocial function-
ing as they go from the asymptomatic status to subsyn-
dromal hypomanic symptoms (P=.25). When patients
with BP-II are hypomanic, psychosocial functioning is
rated the same as when they are asymptomatic. Our pres-
ent finding that hypomania and its milder levels are not
significantly impairing in BP-II is consistent with other
studies27-30 indicating that hypomania is not necessarily
disruptive and may even be adaptive. Benazzi and Akiskal31

found that several key signs and symptoms of hypoma-
nia in a clinical sample featured behaviors that poten-
tially improve functioning even in short-term hypoma-
nias (2-4 days, which is shorter than the DSM-IV20

threshold for frank hypomania). According to Akiskal,30

these positive hypomanic signs and symptoms include
increased cheerfulness, jocularity, gregariousness, con-
fidence, sexual drive, and vitality. This makes diagnosis
of hypomania difficult since psychosocial functioning may
be sufficiently good during hypomania so that it is not
experienced as a period of illness. In fact, in DSM-IV,20

psychosocial impairment is not required for a diagnosis
of hypomania whereas it is for mania. Hypomania in BP-II
presents not only a diagnostic challenge but also a thera-
peutic challenge to clinicians since the hypomanic symp-
tom status per se is not associated with significant psy-
chosocial impairment.

DEPRESSIVE VS MANIC OR
HYPOMANIC SYMPTOMS

Treatment of patients with BP-I has focused on manage-
ment of the more dramatic manic episodes and symp-
toms, not on depression. In this study, we found that de-
pressive symptoms are at least as disabling, and sometimes
significantly more disabling, than manic symptoms at com-
parable levels of severity. For patients with BP-I or BP-II,
minor depression or dysthymia is associated with signifi-
cantly more psychosocial disability than hypomania
(P=.003 and P�.001, respectively). In addition, subsyn-
dromal depressive symptoms are more disabling than sub-
syndromal hypomanic symptoms in BP-II (P=.02). It is
noteworthy that major depression is marginally rated as
more disabling than mania in patients with BP-I (P=.07).
This is consistent with the findings by Vojta et al,10 who,
despite considerable methodological differences from our
present study, found self-reported quality of life to be high-
est in patients with bipolar disorder who were euthymic,
significantly lower in patients who were manic or hypo-
manic, and significantly lower yet in patients with bipo-

lar disorder who were in major depressive or mixed po-
larity episodes. Our article underscores the clinical
significance of all of the severity levels of depressive symp-
toms in BP-I and BP-II as well as the need for greater at-
tention to depressive symptoms in the diagnosis and treat-
ment of bipolar disorders.

BP-I VS BP-II

In this study, we show that BP-II is comparable to BP-I
in terms of psychosocial disability at corresponding lev-
els of affective symptom severity. Only during hypoma-
nia are patients with BP-I significantly more impaired than
patients with BP-II (P=.003) owing to the nonsignifi-
cant improvement in psychosocial functioning of BP-II
during subsyndromal hypomania as compared with when
the same patients are asymptomatic. When patients with
BP-II are hypomanic, psychosocial functioning is rated
as good, the same as when they are asymptomatic. This
highlights an important difference in psychosocial func-
tioning between BP-I and BP-II.

DISABILITY COMPARED
WITH CURRENTLY WELL SUBJECTS

It is encouraging to find that when patients with bipolar
disorder are asymptomatic, their psychosocial function-
ing normalizes and is rated as good. At the same time, it
is sobering to learn that, even when asymptomatic, their
psychosocial functioning is slightly but significantly worse
than that of a well control group (P�.001). Even sub-
syndromal depressive or manic symptoms in BP-I or sub-
syndromal depressive symptoms in BP-II are associated
with clinically significant worsening of psychosocial dys-
function. This has implications for both diagnosis and
treatment.

CYCLING OR MIXED POLARITY

Based on prior CDS descriptions of poorer long-term out-
comes in patients entering the study with cycling or mixed
polarity symptoms,32 we anticipated that psychosocial im-
pairment would be significantly worse during months with
symptoms of cycling or mixed polarity than during pe-
riods with pure depression or pure mania. A more de-
finitive analysis would examine every combination of
manic and depressive symptom severity separately. How-
ever, from the present analysis, it does not appear that
symptoms of cycling or mixed polarity are more dis-
abling than symptoms of pure depression or pure ma-
nia. Thus, these data confirm the prior findings by Vojta
et al10 that disability associated with cycling or mixed
symptoms appears to be determined by the severity level
of the depressive symptoms.

METHODOLOGICAL ISSUES

The LIFE interviews have been shown to yield good in-
terrater reliability (intraclass correlation coefficients
�0.88) for symptom severity and psychosocial impair-
ment.22 Differential patterns of psychosocial disability
found in relation to symptom severity levels within this
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study provide encouraging evidence of the validity of
symptom status and psychosocial impairment ratings.

Correlations between psychiatric symptom rating se-
verity levels and LIFE-RIFT impairment scores were mod-
erately high (r=0.70 for patients with BP-I; r=0.67 for
patients with BP-II). However, this explains only half or
less of the variance of each measure, indicating that there
is a substantial amount of unique information in each.

Psychiatric symptom rating coding rules for the CDS
specify that once an affective episode is resolved to the
asymptomatic level, subsyndromal affective symptoms
are generally not recorded unless they at least meet the
threshold for minor depressive or hypomanic episodes.
However, prodromal or isolated subsyndromal symp-
toms are recorded in the DSM-III categories of atypical
depression, adjustment disorder with depressed mood,
or cyclothymic personality.

Since the LIFE-RIFT is a composite of 4 domains of
function, we conducted mixed regression analysis for all
of the specific domains assessed by the LIFE interview.
We found that work role function is the most sensitive
to disruption by affective symptoms, even at the subsyn-
dromal level, indicating that it could possibly serve as
an early warning sign of depression in BP-I and BP-II or
of mania in BP-I. This warrants further study.

To shed light on the cumulative, long-term personal
disability and public health impact of these disorders, we
are preparing a separate article that integrates the total
cumulative level of psychosocial impairment in BP-I and
BP-II during long-term follow-up, incorporating all of the
mood states and levels of symptom severity experienced
during that time.

It is beyond the scope of this article to explore the effect
of comorbid diagnoses, psychotic features, or other rel-
evant characteristics that may affect psychosocial dis-
ability. In light of the findings by Solomon et al33 that pa-
tients with euthymic BP-I with higher lithium levels had
better psychosocial functioning than those with lower lev-

els, it is likely that the type(s), dosage, timing, and in-
dividual response to treatment affect psychosocial im-
pairment during all of the phases of bipolar illness. We
previously found that patients with BP-II were pre-
scribed somatic treatment (medication or electroconvul-
sive therapy) significantly less often than patients with
BP-I at the same symptom severity levels (P�.01 for all
except hypomania, for which P=.07).14 This strongly sug-
gests that clinicians underrecognize the highly chronic
and depressive nature of BP-II and, consequently, un-
derprescribe for this disorder in both acute and mainte-
nance treatment. It is hoped that the present article will
bring attention to the high level of psychosocial disabil-
ity associated with BP-I and BP-II, especially during pe-
riods of depression.

CONCLUSIONS

The longitudinal symptomatic course of bipolar disor-
ders is expressed as a dimensional continuum of affective
symptom severity. Symptom severity and psychosocial
disability fluctuate together during the course of illness.
Depressive symptoms in both bipolar subtypes are
at least as disabling as, and sometimes more disabling
than, manic or hypomanic symptoms. Subsyndromal de-
pressive symptoms are associated with significant im-
pairment in BP-I and BP-II as compared with the asymp-
tomatic status (P�.001). Subsyndromal hypomanic
symptoms are not associated with significant increases in
impairment for either disorder (P=.20 and P=.25, re-
spectively), and they may even enhance functioning in
BP-II. When patients with BP-I or BP-II are asymptom-
atic, their psychosocial functioning is good, but not as
good as that of well controls. These findings indicate that
the depressive phase of bipolar illness is equal in impor-
tance to the manic or hypomanic phase, and they con-
firm the advantage of studying BP-I and BP-II separately.
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