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Introduction: We developed models of Specialized Care for Bipolar
Disorder (SCBD) and a psychosocial treatment [Enhanced Clinical
Intervention (ECI)] that is delivered in combination with SCBD. We
investigated whether SCBD and ECI + SCBD are able to improve
outcomes and reduce health disparities for young and elderly individuals,
African Americans, and rural residents with bipolar disorder.

Method: Subjects were 463 individuals with bipolar disorder, type I, II,
or not otherwise specified, or schizoaffective disorder, bipolar type,
randomly assigned to SCBD or ECI + SCBD and followed
longitudinally for a period of one to three years at four clinical sites.

Results: Both treatment groups significantly improved over time, with
no significant differences based on age, race, or place of residence, except
for significantly greater improvement among elderly versus adult
subjects. Improvement in quality of life was greater in the ECI + SCBD
group. Of the 299 participants who were symptomatic at study entry,
213 achieved recovery within 24 months, during which 86 of the 213
subjects developed a new episode. No significant difference was found for
race, place of residence, or age between the participants who experienced
a recurrence and those who did not. However, the adolescent patients
were less likely than the adult and elderly patients to experience a
recurrence.

Conclusion: This study demonstrated the effectiveness of SCBD and
the additional benefit of ECI independent of age, race, or place of
residence. It also demonstrated that new mood episodes are frequent in
individuals with bipolar disorder who achieve recovery and are likely to
occur in spite of specialized, guideline-based treatments.
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While there do not appear to be disparities in those
who are at risk for developing bipolar disorder,
there are marked disparities in who is likely to be
diagnosed and treated. Even when a diagnosis of
bipolar disorder is made, there are equally marked
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disparities in treatment outcome. Children and
adolescents (1-4), elderly individuals (5, 6), African
Americans (7, 8), and rural residents (9, 10) with
bipolar disorder are less likely than their midlife,
white, urban counterparts to be diagnosed, to
receive adequate treatment, to remain in treatment
once identified, and to have favorable outcomes
if they remain in treatment (11, 12). Under the



auspices of the Commonwealth of Pennsylvania,
Department of Health Research Program (ME-
02385), we created the Bipolar Disorder Center for
Pennsylvanians (BDCP) to study ways to reduce
these serious health disparities. We formed an
interdisciplinary group of clinicians, investigators,
and educators working at the University of Pitts-
burgh and the DuBois Regional Medical Center (in
rural western Pennsylvania) to develop specialized
clinics with procedures designed to increase the
probability of accurate diagnosis, increase ade-
quacy of treatment, increase retention in treatment,
and improve treatment outcomes for adolescent,
elderly, and African American patients with bipo-
lar disorder. Patients were randomly assigned to
treatment with Specialized Care for Bipolar Dis-
order (SCBD) or to SCBD plus a psychosocial
intervention that we called Enhanced Clinical
Intervention (ECI). We hypothesized that our
model of treatment would reduce the disparities
in treatment outcome among patients of different
age, race, and place of living. We also hypothesized
that individuals assigned to SCBD + ECI would
have better clinical, functional, and quality of life
outcomes than subjects assigned to SCBD alone.

Methods

The BDCP is a longitudinal, randomized, con-
trolled, multicenter trial evaluating the efficacy of
SCBD alone or in combination with ECI. The aims
of these interventions were to increase the proba-
bility of accurate diagnosis, increase adequacy of
treatment, increase retention in treatment, and
improve treatment outcomes for adolescent,
elderly, and African American patients with bipo-
lar disorder. The study inclusion criteria were age
12 years or older and a DSM-IV diagnosis of
bipolar I disorder, bipolar II disorder, bipolar
disorder not otherwise specified (NOS), or schizo-
affective bipolar subtype disorder, as established
via the Structured Clinical Interview for DSM-1V
(SCID) (13, 14) for adults or the Schedule for
Affective Disorders and Schizophrenia for School
Age Children, Present and Lifetime version
(KSADS-PL) (15) for adolescents between the ages
of 12 and 18 years. Parents were also interviewed
about their children. The study exclusion criteria
were 1Q < 70, current substance or alcohol depend-
ence, organic mental disorder, and unstable or
severe medical illness or other medical contraindi-
cation to treatment with mood stabilizers, anti-
depressants or antipsychotic medications, including
pregnancy or breast-feeding. All study participants
had a baseline general physical examination,
including an electrocardiogram (EKGQG), urinalysis,
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thyroid examination, medication levels as appropri-
ate, blood studies, and pregnancy tests if female. In
addition, a complete assessment of mood state,
comorbid psychiatric disorders, treatment, social
and role functioning, and care utilization was
conducted. A more detailed description of the
study procedures is provided elsewhere (16). The
Institutional Review Board at the University of
Pittsburgh (BDCP coordinating center) reviewed
and approved all study procedures and all subjects
gave written informed consent prior to participating
in the study.

Randomization

Randomization to either SCBD or SCBD + ECI
was site specific, using a single permutated block
randomization design stratified on site to ensure
that equal numbers of subjects were entered into
each treatment arm for each site. From November
2003 to April 2005, participants were randomly
assigned only when they met the DSM-IV criteria
for manic, hypomanic, depressive, or mixed epi-
sodes or when they demonstrated a clinical wors-
ening, defined as a Clinical Global Impressions
Severity Scale (CGI) (17) =23 for two weeks
following a score of CGI = 1 or 2. From April
2005 to October 2005, all new participants were
randomly assigned independent of their clinical
status to evaluate the prophylactic efficacy of the
study procedures. Table 1 reports the demo-
graphic and clinical characteristics of the two
study groups.

Treatment

Study participants had, on average, a treatment
period of 19.7 £ 5.2 months (range 18-34
months). All treatment was provided at no cost
to the patient, with the exception of medications
prescribed to patients who did not respond to or
tolerate the study medications (see below). Also, in
the second part of the study, patients and their
insurers were responsible for the cost of the
standard of care laboratory assessments.

Specialized Care for Bipolar Disorder. SCBD is a
manualized system of clinical management for
patients with bipolar disorder consisting of: diag-
nosis via the SCID or KSADS-PL; standardized
assessment of quality of life via the Quality of
Life Enjoyment and Satisfaction Questionnaire
(QLESQ) (18); standardized assessment of thresh-
old and subthreshold symptoms for mood,
obsessive-compulsive, social phobic, and panic
agoraphobic spectra (via the mood and anxiety
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Table 1. Demographic and clinical characteristics of the two study groups

SCBD + ECI SCBD

(n = 235) (n = 228)
Age group, n (%)
Adolescent 38 (16) 37 (16)
Adult 176 (75) 173 (76)
Late life 21(9) 18 (8)
Age, mean (SD) 41.7 (17.5) 39.7 (17.8)
Gender, n (%)
Women 149 (63) 132 (58)
Race, n (%)
Caucasian 189 (80) 196 (86)
African American 39 (17) 29 (13)
Other 6 (3) 3 (1)
Diagnosis, n (%)
Bipolar | disorder 158 (67) 155 (68)
Bipolar Il disorder 44 (19) 43 (19)
Bipolar disorder NOS 27 (11) 26 (11)
Schizoaffective 6 (3) 4(2)
Marital status, n (%)
Never married 104 (44) 96 (42)
Married 63 (27) 80 (35)
Separated /divorced 54 (23) 43 (19)
Widowed 13 (6) 7 (3)
Education, n (%)
<High school 43 (18) 43 (19)
High school or GED 41 (18) 38 (17)
Some college 70 (30) 75 (32)
College degree 43 (18) 49 (22)
Graduate 37 (16) 21 (9)
Employment, n (%)
Full time /part time 80 (34) 79 (35)
Disabled/leave of absence 47 (20) 45 (20)
Unemployed 64 (27) 56 (25)
Retired 18 (8) 16 (7)
Annual household income ($US), n (%)
<$10,000 43 (19) 36 (17)
$10,000-20,000 54 (23) 44 (20)
$20,000-30,000 33 (14) 31 (14)
$30,000-40,000 25 (11) 29 (13)
$40,000-50,000 20 (9) 20 (9)
$50,000-75,000 30 (13) 32 (15)
$75,000-100,000 13 (6) 13 (6)
>$100,000 12 (5) 13 (6)
lliness severity, mean (SD)
CGI-Manic 1.70 (1.04) 1.82 (1.09)
CGl-Depressed 2.54 (1.29) 2.50 (1.25)
CGI-Overall 2.86 (1.23) 2.89 (1.20)
GAF past week 60.3 (11.2) 60.3 (10.3)
QLESQ 43.8 (10.3) 45.2 (10.4)
Place of residence, n (%)
Urban 191 (81) 185 (81)
Rural 44 (19) 43 (19)

SCBD = Specialized Care for Bipolar Disorder; ECI = Enhanced
Clinical Intervention; NOS = not otherwise specified;

GED = General Educational Development; CGl = Clinical
Global Impressions Severity Scale; GAF = Global Assessment
of Functioning; QLESQ = Quality of Life Enjoyment and
Satisfaction Questionnaire.

‘spectrum’ instruments; see http://www.spectrum-
project.org); comprehensive medical evaluations
(extensive physical exam and EKG at least yearly,
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laboratory assessment at least quarterly); provi-
sion of appropriate referrals and follow-up for
ongoing medical comorbidities; regular and rela-
tively frequent visits with the treatment team (at
least once every two weeks in the presence of
acute symptoms and at least once every two
months during the remission periods); standard-
ized algorithm-driven pharmacological treatment
provided by a psychiatrist specialized in the
pharmacological treatment of bipolar disorder;
and automatic tracking of visit frequency and
proactive reminder and reschedule calls from the
clinics’ office managers, all highly trained in the
management of patients with bipolar disorder.
Treatment was delivered by site psychiatrists who
operated under the supervision of DJK (Primary
Investigator), AF (Medical Director for the entire
BDCP study), MET and ESF (the Pittsburgh
Adult Unit), BB and DAA (the Pittsburgh Ado-
lescent Unit), AGG (the Pittsburgh Late-Life
Unit), and SRT (the DuBois Adult Unit). All
patients were treated pharmacologically following
specific algorithmic guidelines for the treatment
of mania, mixed states, or depression that were
based on the expert consensus guidelines of Sachs
and colleagues (19), the algorithms developed by
the Texas Medication Algorithm Project (TMAP)
(20), and the standard of care provided in our
research clinics at the time the grant was written
in 2002. First-line antimanic agents were lithium
and divalproex. Subjects in a major depressive
episode also received sertraline or lamotrigine,
whereas subjects with psychotic symptoms
received adjunctive aripiprazole or olanzapine.
Lorazepam was also permitted for marked anxi-
ety, sleeplessness, or agitation. When lorazepam
was not an appropriate clinical choice, gabapen-
tin was used. Subjects who did not
respond to/tolerate (or with a previous history
of nonresponse/intolerance to) the medications
above were offered alternative standard-of-care
medications.

Psychiatrists received a pharmacotherapy man-
ual and underwent training focused on the follow-
ing: pharmacotherapy treatment of patients with
bipolar disorder; standardizing the procedures to
obtain past psychiatric, family, and medical his-
tory; discussion and documentation of the course
of present and previous affective episodes; estab-
lishing target symptoms; assessment and manage-
ment of medication side effects; fully assessing
suicidal ideation and intent; providing an under-
standable model of how and why medications can
be effective; instructing the subject to avoid all
nonprescription medications and to immediately
report to the psychiatrist before taking other



medications (including over-the-counter com-
pounds); and conferring with investigators regard-
ing unimproved or deteriorating subjects. For the
entire duration of the study, the pharmacological
treatment provided to each study patient was
reviewed by AF and the unit directors once every
week.

Enhanced Clinical Intervention. ECI consisted of
the same treatment provided as part of SCBD
with the addition of a manualized intensive
clinical and psychosocial management program
provided by a nurse or master’s-level clinician
consisting of 10 basic components, each of which
can be adapted to the specific needs of the
subpopulations being treated. For the purposes
of our study, added to these 10 basic elements
were specific intervention modules for young,
elderly, and African American patients. The 10
components of the ECI can be divided into four
educational components, five management com-
ponents, and a support component. The educa-
tional components consisted of: (i) education
about the mood disorder itself; (ii) education
about medications used to treat the disorder; (iii)
education about basic sleep and social rhythm
hygiene; and (iv) education regarding the use of
rescue medication. The management component
consisted of: (i) a careful review of symptoms;
(i) a careful review of side effects; (iii) medical
and behavioral management of side effects; (iv)
discussion of early-warning signs of impending
episodes; and (v) 24-hour on-call service. The
support component consisted of nonspecific
support that may be provided to the individual
patient him/herself or to the patient’s family
members or significant others. Clinicians at all
sites were trained by EF and her colleagues from
the Depression and Manic Depression Prevention
Program at Western Psychiatric Institute and
Clinic. Clinicians received the FEnhanced Clinical
Intervention Manual designed for this study
and underwent intensive training to review
the manual and standard procedures, as well as
to provide a forum for an intensive discussion
of questions, possible problems, and trouble-
shooting.

ECI clinicians met with the patient at each clinic
visit for 20 to 30 minutes prior to the patient’s visit
with the physician. Once the ECI session was
complete, the physician joined the patient and ECI
clinician for the medication management portion of
the visit. Subjects received ECI weekly for the first
12 weeks of the trial, every other week for the
subsequent eight weeks of the trial, and then
monthly for their remaining time in the randomized
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intervention or until they experienced a recurrence
of mania or depression. At that time, they returned
to weekly visits until they restabilized.

This team approach to disease management was
drawn primarily from two sources. The first is the
randomized trial evaluating systematic care for
bipolar disorder as developed by Simon and
colleagues (21). Their intervention program is
intended to address previously identified short-
comings in the care of bipolar disorder such as
inadequate patient education, absence of struc-
tured psychotherapy programs, inadequate follow-
up visit frequency, high rates of medication
nonadherence, and poor adherence to laboratory
monitoring guidelines (21). Their intervention
program uses a nurse—care manager working in
conjunction with the patient to develop a struc-
tured plan that includes assessment, feedback, and
periodic recommendations. Other aspects of their
program include telephone monitoring and struc-
tured group programs. The second source for the
development of our ECI strategy was our study of
maintenance therapies in bipolar disorder which
included an Intensive Clinical Management
condition (22).

Other care. Patients were not permitted to start
psychotherapy during the study. However, patients
who were already receiving psychotherapy at entry
in the study were permitted to continue seeing their
therapist regardless of their random assignment to
ECI or SCBD.

Clinical Status

For the purposes of this study, we used the
following definitions: (i) recovery.: a period of at
least eight weeks with a CGI Severity Scale—
Bipolar version, depression (CGI-D) and a CGI
Severity Scale-Bipolar version, mania (CGI-M) of
< 2; (i) symptomatic: a patient with a CGI-D or a
CGI-M of > 3; and (iii) recurrence: a period of at
least two weeks with a CGI-D of > 4 or a period
of at least four days with a CGI-M of > 4 following
a period of recovery. When recovery from the
episode occurred, patients continued to receive
their assigned treatment for the duration of the
treatment trial. During the Recurrence Preven-
tion Phase, patients were seen at least every two
months for clinical visits and immediately
(within 36 hours) if a recurrence was impending.
Patients who  experienced a  recurrence
continued to receive algorithm-guided treatment
according to whichever randomized intervention
(SCBD or SCBD + ECI) they were originally
assigned.
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Statistical analyses

Demographic and clinical measures at randomiza-
tion were compared between SCBD and SCBD +
ECI with Chi-square test for categorical data and
group t-test for continuous measures. We fit
nonparametric mixed-effects models (23) to deter-
mine temporal differences in 18 months (the min-
imum period of treatment offered to all study
subjects) postbaseline across ECI and SCBD in
CGI-Overall, CGI-D, CGI-M, Global Assessment
of Functioning (GAF), and 14-item QLESQ
scores. A nonlinear mixed model accommodates
trajectories of these outcomes, which vary in a
highly nonlinear fashion over time across both
subjects and subgroups, allowing for data-driven
estimates of outcome trajectories and predictor
effects. All visits were used from baseline to a
maximum of 18 months postrandomization.
Group (ECI versus SCBD) was entered as a
predictor in each model, as were baseline levels of
the outcome in question.

To ensure comparability with previously pub-
lished data from the Systematic Treatment Enhance-
ment Program for Bipolar Disorder (STEP-BD) trial
(24), time to recovery and frequency of recurrence
were calculated over a period of 24 months.

Results

Study recruitment started on November 2003 and
ended in October 2005. The study was completed
on February 28, 2007. Of the 515 individuals who
met inclusion and exclusion criteria and enrolled
in the study, 463 participants with bipolar [I
(n = 313), II (n = 87), or NOS (n = 53)], or
schizoaffective, bipolar type (n = 10), disorders
were randomly assigned to SCBD + ECI
(n = 235) or SCBD alone (n = 228) and offered
treatment for up to three years, depending on the
date of enrollment. Of these randomized partici-
pants, 75 subjects were adolescent (age 12-18), 349
adult (age 19-64), and 39 late-life (age 65 or older)
individuals. There were 68 African Americans (10
adolescents, 57 adults, and one late life). Of the
non-African American subjects, 385 were Cauca-
sian (65 adolescents, 283 adults, and 37 late life),
one was Native American, three were Asian, one
was Pacific Islander, and five were biracial. Of the
adult subjects, 87 lived in a rural area and were
treated at the DuBois site. The Pittsburgh site
treated 376 individuals (with subsites for adoles-
cent, adult, and late-life patients). The 52 subjects
who entered the study but were not randomly
assigned left the study for the reasons outlined in
Fig. 1.
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No significant difference was found between the
ECI + SCBD and the SCBD-alone groups for
baseline demographic variables of interest (see
Table 1) or for rate of study completion (see
Table 2). Furthermore, neither a difference in
degree of study completion nor a significant
difference due to geographical location (rural
versus nonrural) was noted among the age and
race groups.

All outcome variables exhibited significant
improvement over time (see Table 3), as shown
by the mean difference between predicted values at
18 months and baseline levels. For CGI-Overall,
the mean difference from baseline across both
groups at 18 months is —0.78 (p < 0.01), meaning
there was, on average, almost a full point improve-
ment in CGI-Overall for both groups.

For CGI-D, the estimated difference was —0.56
(p < 0.01) and for CGI-M the estimated difference
was —0.51 (p < 0.01). The average change in GAF
score was 6.63 points (p < 0.01) and in QLESQ
score 1.78 (p = 0.07). There were no group effects
on any of these outcomes with the exception of
QLESQ. For QLESQ, the ECI + SCBD group
showed significantly greater improvement over
time than the SCBD-alone group. The mean
difference from baseline at 18 months for the ECI
group was 2.61 points, while the mean difference
was 0.95 in the SCBD alone group (p = 0.04). No
significant differences in treatment outcomes were
found between patients of different age, race, and
geographic location, except for a greater GAF
improvement in late-life versus adult participants
(t = 2.69, p = 0.008).

Of the 299 participants who were symptomatic
at study entry (CGI > 2), 213 (71%) achieved
‘recovery’ clinical status (at least eight weeks with
CGI of 1 or 2) within 24 months. Significant
relationships were found between time to recovery
and pretreatment assessments of quality of life (Chi
square = 5.62, p = 0.027). No significant rela-
tionship was found between time to recovery and
gender, age group, place of living, race, pretreat-
ment assessments of global illness severity (CGI),
functioning (GAF), polarity at intake, or random
treatment assignment.

During this 24-month period, 86 (40%) of the
213 subjects who had achieved ‘recovery’ clinical
status met criteria for a new episode (CGI-D > 4
for two weeks or CGI-M >4 for four or more
days). Of the 86 participants who experienced a
recurrence, 69 met criteria for a depressive episode
(mean time to recurrence was 58 weeks) and 17 met
criteria for a manic or mixed episode (mean time to
recurrence 68 weeks). The time from recovery
until 25% of the individuals experienced a new
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Not randomized (n = 52)
22 Withdrew consent
11 Lost to followup

2 Change in diagnosis

6 Noncompliant with protocol
3 Medical problems

1 Side effects

Randomized

5 Relocated
1 Death
1 Incarceration

Specialized Care for Bipolar Disorder +
Enhanced Clinical Intervention
(n=235)

'

Completed one year (n = 185)

Discontinued intervention (n = 50)
22 Withdrew consent
9 Lost to follow-up
2 Change in diagnosis
2 Noncompliant with protocol
2 Medical problems
7 Other care needed
4 Relocated
1 Death
1 Incarceration

I

1 Relocated
1 Incarceration

Fig. 1. Patient flow.

Table 2. Study retention

A
0
Randomized

allocation

One-year
follow-up

Completed two years (n = 161) Completg‘d two years (n = 156)
Oscemeatn 20 Dbt~ 8
573 \Ii\gfs?(:cr)ef\gll‘f)wi%m Two-year 6 Lost to follow-up
1 Change in diagnosis follow-up 1 Noncompliant with protocol
3 Noncompliant with protocol 2 Relocated
2 Other care needed 1 Death

Specialized Care for Bipolar Disorder
(n=228)

v

Completed one year (n = 172)

Discontinued intervention (n = 56)
24 Withdrew consent
6 Lost to follow-up
3 Change in diagnosis
5 Noncompliant with protocol
3 Medical problems
4 Other care needed
10 Relocated
1 Pregnancy

|

Table 3. Outcomes

Attrition  Attrition
Entered Completed (Year 1) (Year 2)

n n (%) n n
Entire sample 463 317 (68) 106 40
SCBD + ECI 235 161 (69) 50 24
SCBD alone 228 156 (68) 56 16
Adolescents 75 45 (60) 16 14
Adults 349 245 (70) 81 23
Late life 39 27 (69) 9 3
Rural residents 87 62 (71) 22 3
African Americans 67 40 (60) 17 10
Non-African
Americans 396 277 (70) 89 30

SCBD = Specialized Care for Bipolar Disorder; ECI = Enhanced
Clinical Intervention.

depressive or manic episode was 21 weeks. The
mean time to recurrence was 51 weeks. No signif-
icant difference was found for race, place of living,
or age between the participants who experienced a
recurrence and those who did not. However, when
we looked at differences among the three age
groups (12-17, 18-64, and > 65 years), we observed

Baseline 18 Months Mean difference
CGI-Overall 2.80 = 1.20 2.02 +0.56 -0.78 (p < 0.01)
CGl-Depressed 2.48 + 1.20 1.92 + 0.56 -0.56 (p < 0.01)
CGl-Mania 1.74 +1.02  1.23+0.32 -0.51 (p < 0.01)
GAF 60.88 + 10.79 66.50 + 6.57 5.63 (p < 0.01)
QLESQ 4455 + 10.30 46.33 £+ 6.90 1.78 (p = 0.07)

Values expressed as mean = SD.

CGl = Clinical Global Impressions Severity Scale; GAF = Global
Assessment of Functioning; QLESQ = Quality of Life Enjoyment
and Satisfaction Questionnaire.

that the 12—17-year-old patients were significantly
less likely to develop a recurrence than the adult
and late-life patients (Logrank = 10.32, df = 2,
p = 0.006). No significant difference was found
between the adult patients living in a rural area (the
DuBois site recruited only adult patients) and
the adult patients living in an urban area for the
likelihood of recurrence. A significant relationship
was found between time to recurrence and quality
of life (Chi square = 18, p < 0.001) and CGI
(Chi square = 5.97, p = 0.01) measured at the
time of randomization.
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Discussion

The results of this study indicate a favorable
clinical impact for the model of specialized care
for the treatment of bipolar disorder used in the
BDCP. Both participants assigned to SCBD alone
and those assigned to SCBD + ECI experienced
significant improvement over time in CGI and
functioning. No significant differences in treatment
outcomes were found between participants of
different race and place of residence, except for a
higher GAF improvement in late-life versus adult
subjects and a lower risk of recurrence in adoles-
cent participants. Several factors may have con-
tributed to the generally positive outcomes
observed, many of which may be implemented in
different settings and possibly become the standard
of care for patients with bipolar disorder.
Although it remains to be established which and
to what degree each specific factor played a role,
we posit that the following conditions contributed
to study outcomes and should be among the first to
consider among the strategies that may be exported
to other settings: a well-trained team specialized in
the care of patients with bipolar disorder; highly
standardized and thorough diagnostic and clinical
monitoring strategies; relatively frequent visits to
the clinic; reminder calls and immediate availability
when there are changes in clinical status in the
period between scheduled visits; collaborative care
among centers/clinics that provide a specialized
treatment for bipolar disorder; and standardized,
yet not overly rigid pharmacotherapy protocols.
We believe that all patients benefited from attend-
ance at clinics structured as above. However, it is
possible that patients with certain demographic or
clinical characteristics may benefit more than
others. For instance, our study model seemed
particularly effective for the improvement in func-
tioning in late-life patients.

We demonstrated that adding ECI to SCBD
confers the additional benefit of greater improve-
ment in quality of life. Quality of life has gained
increasing attention as an important outcome in
patients with severe and persistent mental disor-
ders, including bipolar disorder. The efficacy of
ECI in the improvement of quality of life is of
particular importance, given that patients with
bipolar disorder experience lower quality of life
than the general population even during euthymic
periods (25). Several factors may have contributed
to the efficacy of ECI, including its social and
general support component. In fact, previous
research has shown that the availability of social
support plays an important role in enhancing
quality of life in patients with bipolar disorder (25).
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Seventy-seven percent of our study participants
completed one year of follow-up and 68.5%
completed two years of follow-up, with no differ-
ence between the SCBD and the SCBD + ECI
group, possibly because of the adoption of similar
retention strategies in both groups. For example,
reminder and follow-up calls were made to patients
assigned to both groups by the office manager,
study coordinators, or treating ECI therapist.
Remarkably, no significant differences for reten-
tion rate were observed based on age, race, and
place of residence.

Although statistical comparisons of our out-
comes with those reported in other published
studies conducted with different methodologies
are not appropriate, it is noteworthy that: (i) 71%
[versus 58% in the STEP-BD study (24)] of the
participants who were symptomatic at study entry
(CGI > 2) achieved ‘recovery’ clinical status (at
least eight weeks with CGI of 1 or 2) within
24 montbhs; (ii) during this 24-month period, 40%
[versus 48.5% of the STEP-BD study (24)] of the
subjects who had achieved ‘recovery’ met criteria
for a new episode (CGI-D >4 for two weeks or
CGI-M 2 4 for four or more days); (iii) the time
until 25% of the participants experienced a
depressive  episode was 21.3 weeks [versus
21.4 weeks in the STEP-BD study (24)], and less
than 25% of our subjects experienced a manic
recurrence.

In the present study, participants with bipolar I
disorder were symptomatically ill (CGI > 3) 33%
of study weeks and those with bipolar II disorder
were also symptomatically ill 33% of weeks. In a
prospective follow-up of 146 patients with bipolar I
disorder and 86 patients with bipolar II disorder
who entered the National Institute of Mental
Health Collaborative Depression Study, those with
bipolar I disorder were symptomatically ill 47.3%
of weeks and those with bipolar II disorder were
symptomatically ill 53.9% of weeks (26). The
Course and Outcome of Bipolar Youth (COBY)
study with children and adolescents yielded similar
results (2).

Although outcomes in the present study are
somewhat better than those of the research men-
tioned above, the fact that 29% of our study
participants were still symptomatic after two years
of treatment and that 40% of those who recovered
from an acute episode experienced a recurrence in a
relatively short period of time clearly confirms that
bipolar disorder remains a chronic, difficult-to-
treat, and highly recurrent condition in a large
number of affected individuals. Of interest, we
found no significant difference for race or age
between the patients who experienced a recurrence



and those who did not. However, we found that
patients living in a rural area were more likely to
recur following the resolution of an acute episode,
despite the absence of differences in the study
protocol at the rural and urban sites.

Sixty-eight percent of our patients completed the
study. Long-term studies conducted on patients
with bipolar disorders have reported variable
completion rates, strongly depending on the dura-
tion and type of treatment and follow-up that was
provided, which makes it very difficult to perform
any comparison. For instance, Miller and col-
leagues (27) reported a 69% completion rate in
patients with bipolar disorder followed for about
two years; Keck and colleagues (28) reported a
much lower retention rate in a group of patients
treated for 100 weeks under a very rigid protocol;
and Judd and colleagues (26) reported a very high
completion rate (93%) in a follow-up nontreat-
ment study that required a much lower level of
commitment. Two studies have employed a design
similar to ours. In the first study (20), patients with
bipolar disorder were randomized to usual treat-
ment or to algorithm implementation and the
retention rate was 81% after the first year of
follow-up; two-year follow-up data were too sparse
for reporting. The second study (29) compared the
long-term effectiveness of a systematic care pro-
gram versus usual care: 381 of 441 patients (86.4%)
completed the 12-month follow-up, yet the number
of completers decreased to 335 (76%) at
24 montbhs.

The present study demonstrated the utility of a
long-term, standardized treatment protocol based
on specialized care for bipolar disorder in which
the procedures were designed to increase the
probability of accurate diagnosis, increase ade-
quacy of treatment, increase retention in treatment,
and improve treatment outcomes for all patients,
including those at higher risk for a poorer out-
come, such as adolescent, elderly, and African
American individuals with bipolar disorder.
Among the limitations of this study, we would
like to acknowledge the exclusion of patients with
substance dependence, who represent a non-negli-
gible proportion of patients with bipolar disorder.
This fact clearly limits the generalizability of our
results and calls for more studies that integrate the
interventions that were tested in our study with the
specialized interventions that are currently pro-
vided to patients with co-occurring substance
dependence and bipolar disorder. Regrettably, the
study also confirms that bipolar disorder is a
difficult-to-treat, highly recurrent condition even
when individuals receive consistent, high-quality
treatment. We hope that the present study may

Enhancing outcomes in bipolar disorder

provide a model for establishing or re-establishing
treatment teams or clinics specialized in the diag-
nosis, assessment, and treatment of patients with
bipolar disorder.
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