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IMPORTANCE Several psychotherapy protocols have been evaluated as adjuncts to
pharmacotherapy for patients with bipolar disorder, but little is known about their
comparative effectiveness.

OBJECTIVE To use systematic review and network meta-analysis to compare the association
of using manualized psychotherapies and therapy components with reducing recurrences
and stabilizing symptoms in patients with bipolar disorder.

DATA SOURCES Major bibliographic databases (MEDLINE, Psychinfo, and Cochrane Library of
Systematic Reviews) and trial registries were searched from inception to June 1, 2019, for
randomized clinical trials of psychotherapy for bipolar disorder.

STUDY SELECTION Of 3255 abstracts, 39 randomized clinical trials were identified that
compared pharmacotherapy plus manualized psychotherapy (cognitive behavioral therapy,
family or conjoint therapy, interpersonal therapy, or psychoeducational therapy) with
pharmacotherapy plus a control intervention (eg, supportive therapy or treatment as usual)
for patients with bipolar disorder.

DATA EXTRACTION AND SYNTHESIS Binary outcomes (recurrence and study retention) were
compared across treatments using odds ratios (ORs). For depression or mania severity scores,
data were pooled and compared across treatments using standardized mean differences
(SMDs) (Hedges-adjusted g using weighted pooled SDs). In component network
meta-analyses, the incremental effectiveness of 13 specific therapy components was
examined.

MAIN OUTCOMES AND MEASURES The primary outcome was illness recurrence. Secondary
outcomes were depressive and manic symptoms at 12 months and acceptability of treatment
(study retention).

RESULTS A total of 39 randomized clinical trials with 3863 participants (2247 of 3693
[60.8%] with data on sex were female; mean [SD] age, 36.5 [8.2] years) were identified.
Across 20 two-group trials that provided usable information, manualized treatments were
associated with lower recurrence rates than control treatments (OR, 0.56; 95% Cl,
0.43-0.74). Psychoeducation with guided practice of illness management skills in a family or
group format was associated with reducing recurrences vs the same strategies in an
individual format (OR, 0.12; 95% Cl, 0.02-0.94). Cognitive behavioral therapy (SMD, -0.32;
95% Cl, -0.64 to -0.01) and, with less certainty, family or conjoint therapy (SMD, -0.46; 95%
Cl, -1.01to 0.08) and interpersonal therapy (SMD, -0.46; 95% Cl, -1.07 to 0.15) were
associated with stabilizing depressive symptoms compared with treatment as usual. Higher
study retention was associated with family or conjoint therapy (OR, 0.46; 95% Cl, 0.26-0.82)
and brief psychoeducation (OR, 0.44; 95% Cl, 0.23-0.85) compared with standard
psychoeducation.

CONCLUSIONS AND RELEVANCE This study suggests that outpatients with bipolar disorder
may benefit from skills-based psychosocial interventions combined with pharmacotherapy.
Conclusions are tempered by heterogeneity in populations, treatment duration, and
follow-up.
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here is increasing recognition that pharmacotherapy
alone cannot prevent recurrences of bipolar disorder or
fully alleviate postepisode symptoms or functional
impairment.! Psychotherapy, when provided at all, is viewed
asan adjunctive treatment.? Evidence from randomized clini-
cal trials (RCTs) indicates that combining pharmacotherapy
with manualized psychotherapies—including cognitive behav-
ioral therapy (CBT), family-focused therapy, interpersonal and
social rhythm therapy (IPSRT), and group psychoeduca-
tion—is more effective than pharmacotherapy alone in stabi-
lizing symptoms and reducing recurrences among outpa-
tients with bipolar disorder.’** The comparative effectiveness
of these approaches, however, has received scant attention.
Unfortunately, even carefully delivered psychosocial in-
terventions are not effective for many patients with bipolar dis-
order, suggesting the importance of examining which therapy
components (strategies, techniques, or formats) are essential
for clinical effectiveness. The existing trial literature on bipo-
lar disorder is heterogeneous, with few direct comparisons of
modalities and a lack of clarity as to which treatments are ef-
fective in acute stabilization and which are effective in recur-
rence prevention. Network meta-analysis (NMA) aims to syn-
thesize evidence across clinical trials so that all treatment
options can be compared with each other, increasing the pre-
cision of effect estimates between interventions.>® Compo-
nent NMA, an extension of standard NMA, allows for the de-
composition of complex interventions and estimates the
effectiveness of their constituent components.”®
There has been only 1 NMA of psychotherapies for bipo-
lar disorder, to our knowledge; this NMA concluded that only
caregiver-focused interventions (without patient participa-
tion) were associated with a significant reduction in the risk
of recurrences in patients.® One editorial described a number
of limitations of this analysis, notably that the primary con-
clusion was based on only 2 trials and that other key effective-
ness trials (often featuring different interventions) were
excluded.'®
We performed a systematic review of the RCT literature and
used NMA and component NMA to examine (1) whether any
psychosocial interventions are associated with reduced epi-
sode recurrence and stabilizing symptoms in patients with bi-
polar disorder and (2) the outcomes of different therapy com-
ponents (eg, provision of illness information or guided practice
of illness management strategies or coping skills) or formats
(ie, individual, family, or group). The primary outcome wasill-
nessrecurrence, with secondary analyses of posttreatment de-
pressive and manic symptom severity and acceptability (study
attrition for any reason).

Methods

Search Methods for Identification of Studies

We followed the specifications of the Preferred Reporting
Items for Systematic Reviews and Meta-Analyses (PRISMA)
statement and its extension for NMAs.'? We focused on
RCTs comparing an experimental psychotherapy plus
pharmacotherapy with another form of psychotherapy plus
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Key Points

Question Which psychosocial interventions are associated with
an improved course and medium-term outcomes of bipolar
disorder?

Findings In a systematic review and network meta-analysis of 39
randomized clinical trials of adjunctive psychotherapy, there was
evidence that family, cognitive behavioral, and psychoeducational
therapies were associated with reduced episode recurrence vs
treatment as usual in individuals with bipolar disorder. Cognitive
behavioral therapy was associated with greater stabilization of
residual symptoms of depression compared with treatment as
usual.

Meaning This study suggests that outpatients with bipolar
disorder receiving pharmacotherapy should also be offered
psychosocial treatments that emphasize illness management
strategies and enhance coping skills; delivering these components
in family or group format may be especially advantageous.

pharmacotherapy or treatment as usual (TAU, defined as
pharmacotherapy with routine monitoring visits) for adults or
adolescents with bipolar disorder. The literature was searched
from inception to June 1, 2019 (PROSPERO registration number
CRD42015016085).!* We searched MEDLINE, PsycInfo,
Cochrane Library of Systematic Reviews, ClinicalTrials.gov, EU
Clinical Trials Register, ISRCTN Registry, World Health
Organization International Clinical Trials Registry, and the
Australian New Zealand Clinical Trial Registry (search terms
in eTable 1in the Supplement). Trials were also located through
searching reference lists of published and unpublished articles,
conference proceedings, systematic reviews, and a prior NMA.°
No language restrictions were applied.

Study Eligibility Criteria

The included RCTs focused on the alleviation of mood symp-
toms and/or the prevention of recurrences. We included only
studies in which participants received medications per stan-
dard clinical practice, as operationalized by the original inves-
tigators. We excluded quasi-randomized trials and studies that
examined psychotherapy as 1 element of multicomponent sys-
tematic care (eTable 1in the Supplement). Two independent
raters (including R.M.) selected studies and extracted the out-
come data, as well as information on potential effect modifi-
ers: age, seX, bipolar subtype, blinding of outcome assessors,
and year of publication. The Cochrane tool was used to clas-
sify risk of bias.'* When discrepancies occurred, a third rater
(A.C.) was consulted, or the original study authors were
contacted.

Trial Participants

Participants were outpatients or inpatients aged 12 years or
older and of both sexes, with a primary diagnosis of bipolar
disorder I or II or unspecified bipolar disorder according to
DSM-IIT or DSM-III-R, DSM-IV or DSM-IV-TR, DSM-5, Interna-
tional Statistical Classification of Diseases and Related Health
Problems, Tenth Revision, or Research Diagnostic Criteria.!>!
Participants could be in any clinical state or have any comor-
bid medical or psychiatric disorder at randomization.
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Types of Interventions

Psychosocial interventions could be implemented with indi-
viduals, families, or groups and had to include in-person con-
tact between the patient and a trained therapist (digital [ie, tex-
ting via smartphones], internet, or telephone formats were
excluded). Two raters (D.J.M. and J.S.) classified each active
intervention group as belonging to 1 of the following nodes (see
operational definitions in eTable 2 in the Supplement): tradi-
tional CBT with cognitive restructuring, behavioral activa-
tion, and problem-solving (including dialectical behavior
therapy components such as mindfulness and distress toler-
ance); standard-length psychoeducation (=6 group or indi-
vidual sessions); IPSRT; family or conjoint therapy (including
family-focused therapy, multifamily groups, or caregiver-
only groups); or functional remediation. The raters classified
the control groups as the following: brief psychoeducation (<3
sessions), supportive therapy, or TAU. Based on descriptions
of each intervention and a prior review,?? 2 raters (D.J.M. and
J.S.) defined 18 therapy components (eg, cognitive restructur-
ing and group format) and classified each trial group accord-
ing to the presence or absence of each component.

Types of Outcomes

The primary outcome was the proportion of participants who
experienced an episode recurrence of any type (depressed,
manic, or mixed) during the first 12 months after randomiza-
tion (or by the trial end point if follow-up was of shorter du-
ration). When these data were unavailable, we imputed recur-
rence proportions at 12 months from survival curves or used
the nearest available reported data. Secondary outcomes were
depressive or manic symptoms at a common end point (12
months or the nearest available time point) and acceptability
(study retention). Binary outcomes were compared using odds
ratios (ORs). When studies used different rating scales to as-
sess symptom severity (eTable 3in the Supplement), data were
pooled using standardized mean difference (SMD) scores
(Hedges-adjusted g scores using weighted pooled SDs).?3

Data Synthesis
Using the statistical package metain R, version 4.0.2 (R Foun-
dation for Statistical Computing),%* we performed standard
pairwise meta-analyses using a random-effects model for (1)
the omnibus comparison of all experimental interventions
(CBT, IPSRT, family or conjoint therapy, and standard psycho-
education) with all control interventions (brief psychoeduca-
tion, supportive therapy, and TAU) and (2) direct compari-
sons of any 2 interventions occurring in at least 2 studies. We
then performed random-effect NMA to synthesize evidence
from the entire network by integrating direct and indirect es-
timates for each comparison into a single summary effect, using
the netmeta command in R.?® League-tables with summary
relative effect sizes (SMDs or ORs) for each possible pair of in-
terventions were supplemented by an intervention effective-
ness hierarchy using surface under the cumulative ranking
curves.?®

The primary analyses of recurrences included only par-
ticipants who completed the study. For sensitivity analyses,
we assumed that patients who withdrew had a recurring
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outcome. For the secondary analyses of continuous symp-
tom end points, we excluded studies that did not report the
number of patients who completed the study. In sensitivity
analyses, we imputed the number of patients who completed
the study by multiplying the number randomized in the rel-
evant study by the mean retention rate across the remaining
studies. When P values, t values, 95% CIs, or SEs were re-
ported, we calculated or imputed SDs.2”-2® We assessed sta-
tistical heterogeneity in the entire network by comparing the
magnitude of the heterogeneity variance parameter (t2) from
the NMA models with its empirical distribution.®-29-3° We
evaluated the presence of inconsistency globally using the de-
sign-by-treatment test®! and locally using the back-
calculation method comparing direct and indirect estimates.>?
We assessed small study effects, including publication bias, by
examining asymmetry in the funnel plots of all interventions
vs TAU.*

Component NMAs

We performed component NMAs in which the effect of each
composite therapy was expressed as the sum of the effects of
its constituent components.”® The models estimate compo-
nent-specific incremental odds ratios (iORs) for binary out-
comes and incremental SMDs (iSMDs) for continuous out-
comes. All component NMA models were conducted in a
bayesian setting with analyses performed using OpenBUGS>*
and uncertainty expressed by 95% credible intervals (CrIs). In
sensitivity analyses, we repeated all component NMAs in a fre-
quentist setting using the discomb command in netmeta
(eTable 4 in the Supplement).

. |
Results

Trial Characteristics

Aninitial search retrieved 3255 abstracts, with further exami-
nation of 103 published articles (Figure 1). Of these, 25 ar-
ticles met full inclusion criteria. A further search using nar-
rower search terms generated 1074 abstracts, from which 38
articles were examined and 14 met inclusion criteria. Thus, 39
RCTs were included, 36 enrolling adults and 3 enrolling ado-
lescents. Of the 39 trials, 37 compared 2 intervention groups
(eTable 5A in the Supplement). Of the 3863 trial participants
(mean [SD] age, 36.5 [8.2] years), sex was reported for 3693
(2247 female participants [60.8%] and 1446 male partici-
pants [39.2%]). Most articles did not report racial or ethnic
sample compositions. The geographical distribution and the
number of published articles per 5-year interval are dis-
played in eFigure 1in the Supplement. Risk of bias was rated
as low in 17 studies, moderate in 19, and high in 3 (eTable 5B
in the Supplement).

Transitivity is assumed when it is equally likely that any
patient in a network of treatment comparisons could have been
given any of the treatments in the network. In the studies,
blinding of outcome assessors, publication year, and propor-
tion of patients with bipolar disorder I or I were balanced across
comparisons. However, 2 of 4 comparisons of family or con-
joint therapy with standard or brief psychoeducation were
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Figure 1. PRISMA Flow Diagram

3255 Study abstracts in initial search

3152 Studies excluded
515 Drug or intervention studies
210 Inindividuals without bipolar disorder
321 Studies not randomized clinical trials
10 Pediatric (<12 y) studies
2096 Other

103 Full-text articles

78 Excluded
28 Duplicates
4 Foreign language
2 Wrong duration
2 Inindividuals without bipolar disorder
2 Studies not randomized clinical trials
9 Review articles
31 Other

25 Articles eligible

39 Articles included
36 Adults
3 Adolescents

1074 Study abstracts in updated search

1036 Studies excluded

186 Drug or intervention studies
—> 75 Inindividuals without bipolar disorder
145 Studies not randomized clinical trials
630 Other

38 Full-text articles

24 Excluded
17 Duplicates
2 Drug or intervention studies
1 Nonpatient study
2 Studies not randomized clinical trials
2 Other

14 Articles eligible

conducted for adolescents*>-*¢ and 1 such comparison was con-
ducted for young adults.>” Otherwise, the assumption of tran-
sitivity appeared to be valid.

Treatment-Level Comparisons on Prevention of Recurrences
Across 20 two-group trials that provided usable information,
experimental interventions were associated with alower prob-
ability of recurrence than control interventions (OR, 0.56; 95%
CI, 0.43-0.74) (eTable 6 in the Supplement). Statistical hetero-
geneity for this pairwise meta-analysis was 12 = 0.16.
Findings were nearly identical when we assumed recur-
rences for participants who withdrew. There was weak evi-
dence of small study effects or publication biases (eFigure 2
in the Supplement).

A total of 24 trials contained usable information for
comparing associations of 2 therapy modalities with recur-
rence rates (Figure 2A; eTable 5A in the Supplement). There
was no evidence of design-by-treatment inconsistency or
local inconsistency (eTable 7 in the Supplement). Statistical
heterogeneity (t?) was 0.35, similar to the values of 2 in
Cochrane RCT reviews.?° When examined by a standard
NMA, family or conjoint therapy (OR, 0.30; 95% CI,
0.17-0.53), CBT (OR, 0.52; 95% CI, 0.34-0.79), standard
psychoeducation (OR, 0.52; 95% CI, 0.32-0.84), and brief
psychoeducation (OR, 0.34; 95% CI, 0.16-0.74) were associ-
ated with a more favorable outcome compared with TAU
(Table 1). The highest surface under the cumulative ranking
curve ranking was obtained for family or conjoint therapy
(95%) (eTable 8 in the Supplement). A sensitivity analysis in
which missing data were imputed yielded similar results
(eTables 9 and 10 in the Supplement).
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Treatment-Level Comparisons of Depressive

or Manic Symptoms

Twenty-one trials provided information on 12-month depres-
sion symptoms (Figure 2B). The common 1 was 0.10, close to
the empirical median.?° In treatment-level comparisons of de-
pression end points, evidence suggested that CBT (SMD, -0.32;
95% CI, -0.64 to -0.01) and, with less certainty, family or con-
joint therapy (SMD, -0.46; 95% CI, -1.01 to 0.08) and IPSRT
(SMD, -0.46; 95% CI, -1.07 to 0.15) were associated with sig-
nificantly improved outcomes compared with TAU (Table 2;
eTable 11in the Supplement). There was modest evidence for
small study effects and publication bias favoring experimen-
tal interventions (eFigure 3 in the Supplement) and weak evi-
dence for local inconsistency (eTable 12 in the Supplement).
When imputing the number of patents who completed the
study, sensitivity analyses favored the effects of CBT, IPSRT,
and family or conjoint therapy vs TAU (eFigure 4, eTables 13
and 14 in the Supplement).

Nineteen trials provided data for pairwise comparisons of
treatment effects on 12-month mania symptoms (Figure 2C).
When examined by a standard NMA, evidence suggested that
CBT (SMD, -0.32; 95% CI, -0.65 to 0.01), psychoeducation
(SMD, -0.31; 95% CI, -0.70 to 0.08), and family or conjoint
therapy (SMD, -0.35; 95% CI, -0.86 to 0.17) were associated
with significantly improved outcomes compared with TAU, al-
though with substantial uncertainty (eTables 15 and 16 in the
Supplement). There was minimal evidence of inconsistency
and no evidence of small study effects (eFigure 5 and eTable 17
in the Supplement). The findings did not change when we re-
calculated the NMA with imputation of missing data (eFig-
ure 6 and eTable 18 in the Supplement).
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Figure 2. Geometry of Networks for Treatment-Level Comparisons

E Recurrence

CBT

Brief
psychoeducation

Family or
conjoint

TAU

IPSRT

Supportive
Psychoeducation
Mania end points
Brief
psychoeducation
Family or
conjoint
1
TAU
IPSRT
Supportive

Psychoeducation

Depression end points

CBT

Brief
psychoeducation

Family or
conjoint

TAU

IPSRT

Supportive
Psychoeducation

@ Treatment acceptability

CBT
1
) 4 ! Brief
Family or psychoeducation
conjoint
4 11\
1 1
1 1
1 \! TAU
1 1 b
6
IPSRT 2
Supportive
3

Psychoeducation

Network structure for the 4 outcomes examined in this article. Nodes denote
treatments, and lines denote trials performing the corresponding treatment
comparison. The size of a node is proportional to the number of studies that
included the corresponding treatment. The thickness of the lines corresponds

to the number of studies performing each comparison (also indicated by the
number on each line). CBT indicates cognitive behavioral therapy; IPSRT,
interpersonal and social rhythm therapy; and TAU, treatment as usual.

Table 1. Pairwise and Network Meta-analysis for Treatment-Level Comparisons of Recurrence (Odds Ratios)?

Brief psychoeducation ~ NA 1.15 (0.60-2.20) NA

NA NA 0.34(0.08-1.49)

0.66 (0.28-1.55) CBT NA NA

1.15(0.63-2.09) 1.75(0.87-3.49) Family or conjoint  NA
therapy

0.22 (0.04-1.15) 0.34(0.08-1.46) 0.20(0.04-0.92) IPSRT

0.66 (0.28-1.58)
0.39(0.14-1.08)
0.34(0.16-0.74)

1.01(0.61-1.68)
0.60 (0.30-1.19)
0.52 (0.34-0.79)

0.58 (0.29-1.16)
0.34(0.14-0.82)
0.30(0.17-0.53)

2.96 (0.72-12.11)
1.76 (0.49-6.35)
1.53(0.35-6.62)

0.89 (0.41-1.95)
0.51 (0.13-1.92)

NA

Psychoeducation
0.59 (0.33-1.06)
0.52 (0.32-0.84)

0.81(0.26-2.52)
NA

1.76 (0.49-6.35)
0.54 (0.28-1.03)
Supportive

0.87 (0.43-1.76)

0.52 (0.32-0.83)
0.31(0.16-0.62)

NA

0.51 (0.26-0.99)
NA

TAU

Abbreviations: CBT, cognitive behavioral therapy; IPSRT, interpersonal and
social rhythm therapy; NA, not available; TAU, treatment as usual.

2 The lower triangle shows results from network meta-analyses (including direct
and indirect evidence) in terms of odds ratios for treatment in the column vs
treatment in the row. Numbers smaller than 1favor the column-defining
treatment vs the row-defining treatment. Numbers in parentheses indicate
95% Cls. For example, the odds ratio for family or conjoint therapy vs TAU is

0.30 (95% Cl, 0.17-0.53), which favors family or conjoint therapy vs TAU. The
upper triangle shows results from pairwise meta-analyses for the treatment in
the row vs the treatment in the column (direct evidence only). Odds ratios
smaller than 1in the upper triangle favor the row-defining treatment vs the
column-defining treatment. Some cells are empty (NA) because there were no
studies examining the corresponding comparison.

Component Analysis
0Of 18 therapy components, 13 occurred in more than 2 inter-
vention groups (Table 3). Interrater reliability on the

jamapsychiatry.com

presence or absence of these components in each group ex-
ceeded 80%. The specific components that were associated
with lower recurrence rates were delivery of treatment in a
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family format (iOR, 0.16; 95% Crl, 0.02-1.22) and encourag-
ing patients to monitor prodromal symptoms (iOR, 0.22; 95%
Crl, 0.04-1.35). The estimated heterogeneity was © = 0.19 (95%
Crl, 0.00-1.42). Using the component NMA model, we esti-
mated that psychoeducation with guided skill practice and self-
monitoring delivered in a family or group format is more ef-
fective in reducing recurrences than the same 2 treatment
components delivered in an individual format (OR, 0.12;
95% Crl, 0.02-0.94).

Cognitive restructuring (iSMD, -1.26; 95% CrI, -2.10 to
-0.35), regulating daily rhythms (iSMD, -0.78; 95% CrI, -1.28
to -0.24), and, with less certainty, communication training
(iSMD, -0.84; 95% CrI, -1.81 to 0.23) were the most potent com-
ponents for reducing severity of depression (Table 3). The com-
bination of these 3 components was estimated to be more ef-
fective than TAU (iSMD, -2.89; 95% CrI, -4.70 to -0.91). The
least potent components (albeit with greater uncertainty) were
behavioral activation (iSMD, 0.92; 95% Cr1, 0.11to 1.71) and in-
dividual therapy format (iSMD, 1.01; 95% Cr1, -0.12 to 2.07).
Analogously, cognitive restructuring (iSMD, -1.00; 95% CrI,
-2.15t0 0.16) and regulating daily rhythms (iSMD, -0.42; 95%
CrI, -1.08 to 0.28) were associated with greater stabilization
of manic symptoms, whereas behavioral activation was asso-
ciated with lesser stabilization (iSMD, 0.98; 95% CrI, -0.10 to
2.03) (Table 3). Fitting the component models in complete case
analyses or in a frequentist setting yielded similar results for
recurrence, depression, and mania (eTables 19-24 in the
Supplement).

Treatment Acceptability

Atotal of 36 trials provided data on acceptability (retention rate)
(Figure 2D). There were no overall differences between ex-
perimental and control interventions with regard to accept-
ability (OR, 1.02; 95% CI, 0.75-1.39) and no evidence of small
study effects or publication biases (eFigure 7 in the Supple-
ment). In the NMA model comparing specific interventions
(heterogeneity 12 = 0.07), there was evidence that family or
conjoint therapy (OR, 0.46; 95% CI, 0.26-0.82) and brief
psychoeducation (OR, 0.44; 95% CI, 0.23-0.85) were associ-
ated with higher retention rates than standard-length (ie, =6
sessions) courses of psychoeducation (eTables 25 and 26 in the
Supplement). There was less-certain evidence that family or
conjoint therapy was associated with higher retention rates
than CBT (OR, 0.64; 95% CI, 0.36-1.11) and TAU (OR, 0.61; 95%
CI, 0.36-1.04), and no evidence of inconsistency (eTable 27 in
the Supplement). In the component NMA, family format ap-
peared to be the only component associated with a lower rate
of attrition (i0R, 0.39; 95% Cr1, 0.15-1.11; Table 3; eTable 28 in
the Supplement).

|
Discussion

In this NMA of 39 RCTs of patients with bipolar disorder, we
confirm previous findings that pharmacotherapy in combina-
tion with manualized psychotherapy is associated with a more
effective reduction in recurrences (OR, 0.56; 95% CI, 0.43-
0.74) than pharmacotherapy with TAU. In addition, we
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demonstrate that family or conjoint therapy, CBT, and stan-
dard psychoeducation, with their focus on active skill train-
ing (eg, monitoring of prodromal symptoms), were each asso-
ciated with a lower probability of recurrence than TAU. Family
or conjoint therapy and brief psychoeducation were associ-
ated with lower attrition rates than standard psychoeduca-
tion. There was little evidence of inconsistency or small study
effects in the networks, and heterogeneity was within ex-
pected ranges for all outcomes.?*3° Sensitivity analyses did
not alter the findings. Our findings are similar to the NMA re-
sults of Cuijpers et al,*® who concluded that combining psy-
chotherapy with pharmacotherapy is the best option for sta-
bilizing episodes and preventing recurrences of major
depressive disorder.

Cognitive behavioral therapy, IPSRT, and family or con-
joint therapy appeared to have comparable outcomes for de-
pression stabilization, although there was greater precision for
the effect size estimates for CBT, which was evaluated in a larger
number of trials. Few trials recruited patients in an acute mood
episode, suggesting that our findings concerning symptom end
points pertain mainly to stabilization of interepisode symp-
toms. We share the conclusion of Chatterton et al® that psycho-
education and CBT appear to be effective in stabilizing re-
sidual manic symptoms, and we add that regulating daily
rhythms is more useful than behavioral activation in such cir-
cumstances. We stress that there is no evidence that cogni-
tive restructuring is beneficial in acute mania. We do not share
the conclusion reached by Chatterton et al® that caregiver-
focused psychoeducation (without patients present) is the most
effective approach to recurrence prevention or that no inter-
vention is effective in stabilizing depressive symptoms. In our
analysis, family therapy, CBT, and group psychoeducation—
all modalities that include patients as active participants—
were associated with significantly improved outcomes com-
pared with TAU with regard to recurrence prevention and
depression stabilization.

What do our findings suggest about treating outpatients
with bipolar disorder? When the goals center on prevention of
recurrences, patients should be engaged in family or group
psychoeducation with guided skills training and active tasks
to enhance coping skills (eg, monitoring and managing pro-
dromal symptoms) rather than being passive recipients of di-
dactic education. When the immediate goal is recovery from
moderately severe depressive or manic symptoms, cognitive
restructuring, regulating daily rhythms, and communication
training may be associated with stabilization. It is unclear
whether CBT techniques work best in an individual format; in
this NMA, family and group formats were more closely asso-
ciated with depression improvement than individual
formats.

Limitations

The analyses were limited by small sample sizes and sparsely
connected networks. Many of our conclusions are based on in-
direct rather than direct comparisons (eg, IPSRT vs TAU). We
cannot draw conclusions about the comparative effective-
ness of psychotherapy for patients with severe illness vs those
with moderate or mild illness. Recruitment of acutely ill
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patients with bipolar disorder, particularly those with mania,
into psychotherapy trials is neither feasible nor ethically jus-
tifiable unless therapy is initiated after stabilization of symp-
toms with pharmacotherapy. Randomized clinical trials that
are adequately powered to examine interactions between treat-
ments and levels of illness severity require considerable com-
mitments of time and expense.

In the 39 RCTs, the durations of therapy (3-12 months) and
the follow-up intervals (6-60 months) were variable. Thus, we
were unable to evaluate whether the associations of experi-
mental interventions or their constituent components with out-
comes were enduring or whether treatments would need to be
revisited with booster sessions over time. Also, there was con-
siderable variability in choice of assessment instruments. Con-
sensus regarding a common assessment battery for drug or psy-
chotherapy trials of bipolar disorder would enable cross-
study findings to be compared more reliably. We recommend
inclusion of clinician-rated assessments of weekly symp-
toms and mood polarity,3®4° as well as patient-rated elec-
tronic diaries of mood and medication use.*!-*2

Most of the RCTs used study retention as a proxy for treat-
ment acceptability. Other potentially informative definitions
of acceptability, such as frequency of session attendance, medi-
cation adherence, or patients’ ratings of helpfulness, were
rarely reported. We recommend that future trials include these
more nuanced measures to offer insight into this important as-
pect of clinical management.

Although our results suggest the effectiveness of family
interventions, several of the relevant trials concerned adoles-
cent or young-adult populations. Younger patients are more
likely than older patients to have family supports,**and adult
patients without family members are less likely to recover from
depressive episodes and more likely to be hospitalized than
those with family members.* For patients without family sup-
ports, group psychoeducation or CBT and IPSRT are
recommended.

None of the RCTs examined the comparative contribu-
tions of psychotherapy and pharmacotherapy to outcomes.
Systematic examinations of whether pharmacotherapy regi-
mens can be simplified (without loss of effectiveness) when
combined with specific psychosocial protocols would be of con-
siderable value. Last, although we were rigorous in our litera-
ture search, we cannot exclude the possibility that we failed
to identify relevant published trials.

. |
Conclusions

Despite these limitations, there is enough evidence from this
NMA and other systematic reviews!>° to conclude that health
care systems should offer combinations of evidence-based
pharmacotherapy and psychotherapy to outpatients with bi-
polar disorder. This recommendation is in line with the guide-
lines of the Canadian Network for Mood and Anxiety
Treatments** and the UK Improving Access to Psychological
Therapies program.“> Implementing this recommendation will
require a considerable reallocation of mental health re-
sources. In a US survey of 1627 adults with bipolar disorder,
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1448 (89%) were receiving medications for bipolar disorder,
but only 820 (50.4%) were also receiving psychotherapy.*®
Psychotherapy in these RCTs was delivered by well-
trained clinicians who received supervision throughout the
trials. As with suboptimal pharmacotherapy, if the quality of
therapy is substandard, benefits will not hold up in clinical
practice. The widespread availability of evidence-based psy-
chotherapies for bipolar disorder in community care will de-
pend on the development of well-scaled methods for dissemi-
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