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Abstract

Objective—Psychosocial interventions are effective adjuncts to pharmacotherapy in delaying
recurrences of bipolar disorder; however, to date their effects on life functioning have been given
little attention. In a randomized trial, the authors examined the impact of intensive psychosocial
treatment plus pharmacotherapy on the functional outcomes of patients with bipolar disorder over
the 9 months following a depressive episode.

Method—~Participants were 152 depressed outpatients with bipolar I or bipolar 11 disorder in the
multisite Systematic Treatment Enhancement Program for Bipolar Disorder (STEP-BD) study. All
patients received pharmacotherapy. Eighty-four patients were randomly assigned to intensive
psychosocial intervention (30 sessions over 9 months of interpersonal and social rhythm therapy,
cognitive behavior therapy [CBT], or family-focused therapy), and 68 patients were randomly
assigned to collaborative care (a 3-session psychoeducational treatment). Independent evaluators
rated the four subscales of the Longitudinal Interval Follow-Up Evaluation—Range of Impaired
Functioning Tool (LIFE-RIFT) (relationships, satisfaction with activities, work/role functioning,
and recreational activities) through structured interviews given at baseline and every 3 months
over a 9-month period.
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Results—~Patients in intensive psychotherapy had better total functioning, relationship
functioning, and life satisfaction scores over 9 months than patients in collaborative care, even
after pretreatment functioning and concurrent depression scores were covaried. No effects of
psychosocial intervention were observed on work/role functioning or recreation scores during this
9-month period.

Conclusions—Intensive psychosocial treatment enhances relationship functioning and life
satisfaction among patients with bipolar disorder. Alternate interventions focused on the specific
cognitive deficits of individuals with bipolar disorder may be necessary to enhance vocational
functioning after a depressive episode.

Method

Patients

Bipolar disorder is the sixth leading cause of disability worldwide (1). Although the severity
of mood episodes is the major determinant of patients’ ability to work or have relationships,
many patients experience functional impairments, even during euthymic periods (2-5). For
example, across a 12-month follow-up of hospitalized patients with mania, 48% recovered
clinically, but only 24% recovered functionally (6).

Randomized controlled trials have established the efficacy of manual-based, disorder-
specific psychosocial treatments in conjunction with pharmacotherapy in preventing
recurrences of bipolar illness over 1-2 years (7). Surprisingly, few of these studies report on
functional outcomes (but see references 8 and 9). Thus, it is unclear whether the
symptomatic benefits associated with psychosocial interventions translate into
improvements in functioning, and if so, what the time course of such improvements might
be.

This study compared the effectiveness of three forms of intensive psychotherapy (30
sessions over 9 months) with a brief psychoeducational treatment (three sessions over 6
weeks) in combination with pharmacotherapy in enhancing functioning following a bipolar
depressive episode. Participants were treated within the randomized acute depression
pathway of the multisite Systematic Treatment Enhancement Program for Bipolar Disorder
(STEP-BD [10]). Previously, we reported that the three intensive psychosocial treatments in
STEP-BD—cognitive behavior therapy (CBT), family-focused therapy, and interpersonal
and social rhythm therapy—uwere superior to brief psycho-education in hastening recovery
from depression and increasing the number of months well during a 1-year period (11). In
the present study, we undertook a particularly conservative approach to examining the
effects of psychotherapy on functional outcomes (relationships, satisfaction with activities,
work/role functioning, and recreation) by examining whether intensive psychotherapy
affects functioning above and beyond its effects on depression.

Participants were 152 patients with bipolar | disorder (N=105) or bipolar Il disorder (N=47)
(Table 1). Details of the sampling procedures are given elsewhere (11, 12). Patients were
recruited in one of 15 STEP-BD sites for one of two studies of psychosocial intervention in
combination with pharmacotherapy in the depressive phase of bipolar disorder: the
randomized acute depression study (N=236) or the psychosocial acute depression study
(N=57). Of these 293 patients, 194 had at least one follow-up assessment in which the
Longitudinal Interval Follow-Up Evaluation—-Range of Impaired Functioning Tool (LIFE-
RIFT) (13, 14) was completed, but only 152 had baseline LIFE-RIFT scores (Figure 1).
These 152 patients composed the sample for this study.

The randomized acute depression and psychosocial acute depression studies had identical
eligibility criteria, with the exception that patients in the randomized acute depression study
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were eligible for and agreed to participate in a 26-week trial of mood stabilizers plus
antidepressants (paroxetine or bupropion) versus mood stabilizers plus placebo and were
also willing to accept random assignment to psychosocial treatments. The psychosocial
acute depression trial was initiated to accommodate participants who were eligible for
psychotherapy but ineligible for the randomized acute depression trial because of a history
of poor response or intolerance to bupropion and paroxetine. Participants also met the
following inclusion criteria: 1) age =18 years, 2) meeting DSM-IV criteria for bipolar 1 or 11
disorder with a current major depressive episode, 3) concurrently treated with a mood
stabilizer or willing to initiate mood stabilizer treatment, 4) not currently in weekly or
biweekly psychotherapy, and 5) English-speaking. Exclusion criteria were 1) DSM-IV
substance misuse disorders (excluding nicotine), 2) pregnancy or planning pregnancy in the
next year (randomized acute depression study only), or 3) requiring initiating or changing
the dose of an antipsychotic medication (randomized acute depression study only).

All 15 study sites received approval through their respective human subject review boards.
After receiving a thorough description of the study from research staff members, participants
provided written informed consent.

Study physicians confirmed the presence of bipolar | or Il disorder based on the Affective
Disorders Evaluation, a structured interview that included adaptations of the mood modules
of DSM-IV (15, 16). A second clinician confirmed the diagnosis and associated comorbid
disorders using the Mini-International Neuropsychiatric Interview, version 5.0 (17).
Disagreements were resolved by consensus agreement.

Study Design

Once patients met study eligibility criteria, they were randomly assigned to 30 1-hour
sessions (21 weekly and nine biweekly) of intensive psychosocial treatment (interpersonal
and social rhythm therapy, family-focused therapy, or CBT) or three 1-hour sessions of
collaborative care treatment over 6 weeks. Stratification variables included study site,
bipolar I or bipolar 1l status, and, if simultaneously in the randomized acute depression
study, pharmacological treatment (mood stabilizer with or without an antidepressant).
Patients were assigned to intensive psychotherapy or collaborative care within each stratum
using a 60:40 randomization formula, which resulted in 163 patients being assigned to
intensive psychotherapy and 130 to collaborative care. Of the 152 participants with all
baseline LIFE-RIFT scores, 84 were randomly assigned to intensive psychosocial treatment
and 68 to collaborative care.

Each of the study sites chose to administer one type of intensive psychotherapy (e.g., CBT)
based on its preferences and clinical expertise. A second modality (e.g., interpersonal and
social rhythm therapy) was randomly assigned to the site. Of the 15 sites, 10 offered CBT,
nine offered family-focused therapy, and 11 offered interpersonal and social rhythm therapy
(11). All 15 sites offered the collaborative care condition. At the sites offering family-
focused therapy, randomization was stratified further by whether family members (spouses,
parents, or siblings) were available and willing to participate (80/152 [53%] of the sample).
Patients without family members (72/152 [47%)] of the sample) could only be randomly
assigned to interpersonal and social rhythm therapy, CBT, or collaborative care. As a result,
the number of patients assigned to family-focused therapy (N=13) was smaller than the
number assigned to CBT (N=38) or interpersonal and social rhythm therapy (N=33).
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Pharmacological Intervention

The 236 patients in the randomized acute depression protocol were randomly assigned to
double-blind pharmacotherapy with mood stabilizers (lithium, valproate, carbamazepine, or
another Food and Drug Administration-approved antimanic agent) plus placebo or mood
stabilizers plus antidepressants. The 57 patients in the psychosocial acute depression trial
received pharmacotherapy based on STEP-BD guidelines for evidence-based practice and in
accordance with physician-patient agreement (10).

Psychosocial Intervention

CBT—Individual CBT consisted of four components: psychoeducation about bipolar
disorder, including strategies for detecting and intervening with early signs of recurrence;
behavioral activation exercises; problem solving; and cognitive restructuring (18). In the
early treatment phases, clinicians challenged patients’ negative self-statements and
encouraged balanced interpretations of life events. During later phases, clinicians and
patients evaluated the validity of core dysfunctional beliefs.

Interpersonal and social rhythm therapy—Individual interpersonal and social rhythm
therapy emphasized the regularity of sleep/wake rhythms to maintain mood stability (19).
Early sessions focused on identifying a key interpersonal problem area (in the areas of grief,
role disputes, role transitions, or interpersonal deficits [20]). Patients were encouraged to
record the timing of various daily and nightly activities, levels of social stimulation, sleep,
and mood using the Social Rhythm Metric (21). Later in treatment, patients set targets for
regulating social rhythms (e.g., when to sleep, exercise, and eat) and developed plans for
continued rhythm stability when facing potentially disruptive events (e.g., loss of a job). In
the final phase, clinicians and patients collaborated in developing preventive strategies
related to the selected interpersonal problem area (19).

Family-focused treatment—Family-focused therapy involved patients and at least one
family member (spouse, partner, parent, or sibling) and was implemented in three modules.
Psychoeducation focused on recognizing early warning signs of recurrence and developing
relapse prevention plans that involved multiple family members (22). Patients and relatives
developed a shared understanding of environmental factors that increased the patients’
vulnerability to recurrences and addressed barriers to medication adherence. Families were
acquainted with the role of stress—notably, high expressed emotion interchanges—as both a
cause and consequence of mood symptoms (23). The intermediate and later treatment phases
focused on training in effective family communication (behavioral rehearsal of effective
speaking and listening skills) and problem solving skills.

Collaborative care—Patients received a self-care workbook and an educational
videotape, which included information about the diagnosis, course, treatment, and self-
management of bipolar disorder. The three collaborative care sessions focused on
implementing self-management tools (e.g., mood and sleep monitoring) and developing an
individualized relapse prevention plan.

Treatment Integrity

Details of the therapist training and monitoring procedures are reported elsewhere (11).
Rates of therapist fidelity, defined as sessions rated above a predetermined adherence
threshold, were 86% for CBT (167 sessions), 86% for family-focused therapy (66 sessions),
82% for interpersonal and social rhythm therapy (139 sessions), and 89% for collaborative
care (89 sessions). These rates did not differ across modalities (X2:2.12, df=3, p=0.55).
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Clinical evaluators who were not involved in the psychosocial treatments assessed patients’
levels of depression (using the Montgomery-Asberg Depression Rating Scale [24]) and
LIFE-RIFT role functioning at entry into the randomized study and then every 3 months for
the 9-month period of active psychosocial treatment. Each interview covered the final week
of the prior interval.

The LIFE-RIFT was validated previously on samples of individuals with unipolar and
bipolar disorder, with adequate internal consistency and interrater agreement (13, 14). The
measure assigns scores from 1 (no impairment/very good functioning) to 5 (very poor/severe
impairment) to each of the following four domains: relationships (family, children, or
friends), satisfaction (contentment and fulfillment from activities with family and friends,
job, and finances), work/role performance (employment, household, or student roles), and
recreational activities/hobbies. In cases in which the domain subscales yielded different
functioning scores (e.g., relations with spouse were poorer than with children), the more
impaired score was used to characterize the domain. A total score was calculated as the sum
of the individual subscales.

Data Analysis

Results

Mixed-effects regression models with random subject effects (25), using PROC MIXED in
SAS (26), were used to test the relations between treatment condition (coded as intensive
treatment versus collaborative care) and LIFE-RIFT total scores and scores for relationship,
satisfaction, work, and recreation at the 3-, 6-, and 9-month evaluations (considered
simultaneously). Covariates in these models included baseline LIFE-RIFT scores, bipolar |
or bipolar Il disorder status, whether the patient received pharmacotherapy through random
assignment (randomized acute depression study) or best practices agreement (psychosocial
acute depression study), and study site. To determine whether psychosocial treatments
affected life functioning scores independently of their effects on depression, we covaried
Montgomery-Asberg Depression Rating Scale depression scores at each point of follow-up.
All statistical comparisons were two-tailed.

Sample Characteristics

All patients who entered into the STEP-BD acute depression studies between September
1999 and July 2005 were included. The fact that only 152 of the 293 participants in the
randomized acute depression or psychosocial acute depression psychosocial studies had all
baseline LIFE-RIFT scores reflected site-to-site variability in the completion of the study’s
intake battery (Figure 1). Patients with baseline LIFE-RIFT scores did not differ from
patients without baseline scores (N=141) on demographic, diagnostic (e.g., bipolar | versus
bipolar 11 disorder), illness severity (e.g., baseline Montgomery-Asberg Depression Rating
Scale scores), or treatment variables, with the following exceptions. Global Assessment of
Functioning Scale scores (27) at the time of randomization were lower among patients with
(51.8 [SD= 7.7]) than without (54.3 [SD=7.9]) baseline LIFE-RIFT scores (X2=4.59, df=1,
p=0.03), and patients with baseline LIFE-RIFT scores were more likely (53%) to be
receiving lithium at study entry than patients without baseline LIFE-RIFT scores (38%)
(x?=6.07, df=1, p=0.01).

Comparison of Treatment Groups at Baseline

Patients in the intensive and collaborative care conditions did not differ at the time of
randomization on any demographic, diagnostic, illness history, or current clinical state
variable or the proportion of patients being treated with lithium, divalproex sodium,

Am J Psychiatry. Author manuscript; available in PMC 2013 February 22.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Miklowitz et al.

Page 6

carbamazepine, lamotrigine, atypical/typical antipsychotics, antidepressants, or anxiolytics
(all p values>0.10). There were no differences between patients in the intensive
psychotherapy and collaborative care conditions (or between patients in any of the three
intensive treatments) on baseline LIFE-RIFT total scores and scores on relationship,
satisfaction, work, or recreation ([N=152] all p values>0.10).

Psychosocial Treatments and Functional Outcomes

Baseline LIFE-RIFT total scores (F=13.60, df=1, 135, p= 0.0003) and contemporaneous
Montgomery-Asberg Depression Rating Scale scores (F=154.60, df=1, 135, p<0.0001) were
each significant predictors of LIFE-RIFT total scores over the 9-month study. When
baseline LIFE-RIFT scores and concurrent Montgomery-Asberg Depression Rating Scale
scores were included in a mixed-effects regression model, a main effect of treatment
condition was observed: patients in intensive psychosocial treatments had better LIFE-RIFT
total scores over the 9-month study than patients in collaborative care (F=4.32, df=1, 135,
p=0.04 [Figure 2]). The treatment effect was independent of bipolar I disorder versus bipolar
Il disorder status, randomized acute depression versus psychosocial acute depression
assignment, and study site; none of these variables were associated with follow-up
functioning scores (all p values>0.10). Changes in LIFE-RIFT total scores, calculated as the
difference between 9-month and baseline scores (range: —10.0 to 12.0), were —-3.17
[SD=3.06] in the family-focused therapy group, —1.63 [SD=4.35] in the interpersonal and
social rhythm therapy group, —1.05 [SD=4.77] in the CBT group, and —0.94 [SD=3.5] in the
collaborative care group (more negative scores indicate greater improvement).

Next, we examined the effects of psychosocial treatment on each domain of functioning.
Independent of the effects of baseline relationship scores (F=46.3, df=1, 141, p<0.0001) and
concurrent Montgomery-Asberg Depression Rating Scale scores (F=18.41, df=1, 141,
p<0.0001) on follow-up LIFE-RIFT scores, patients in intensive treatment had better
relationship functioning over 9 months than patients in collaborative care (F=5.26, df=1,
141, p=0.02) (Figure 3). No effects of bipolar | versus bipolar 11 disorder status, randomized
acute versus psychosocial acute depression, or site were found. Greater improvements in
relationship functioning (the difference between 9-month and baseline scores; range: —4.0 to
4.0) were observed in all three intensive treatments (CBT: —0.45 [SD=1.64]; family-focused
therapy: —0.29 [SD=2.06]; interpersonal and social rhythm therapy: —0.24 [SD=1.25])
relative to collaborative care (0.09 [SD=1.51]).

Treatment group (intensive treatment versus collaborative care) was significantly associated
with LIFE-RIFT satisfaction scores over 9 months, even after all covariates were considered
(F=3.98, df=1, 140, p=0.048 [Figure 4]). Mean change scores in the treatment subgroups for
satisfaction scores (range: —3.0 to 2.0) were as follows: family-focused therapy, —0.86
[SD=0.90]; interpersonal and social rhythm therapy, —0.29 [SD=1.40]; CBT, -0.10
[SD=1.17], and collaborative care, 0.0 [SD=1.25]. Baseline LIFE-RIFT satisfaction scores
were not associated with follow-up satisfaction scores, nor was bipolar | or bipolar 11
disorder status, randomized acute depression or psychosocial acute depression assignment,
or study site (p>0.10). However, concurrent Montgomery-Asberg Depression Rating Scale
scores were strongly related to satisfaction scores across the 9-month study (F=187.8, df=1,
140, p<0.001).

The intensive and collaborative care groups did not differ on LIFE-RIFT work/role
functioning scores over the 9 months (F=0.30, df=1, 137, p=0.58). These scores were
strongly associated with work functioning at baseline (F= 12.34, df=1, 137, p=0.0006) and
concurrent Montgomery-Asberg Depression Rating Scale scores (F=76.04, df=1, 137,
p<0.0001), but not with bipolar I versus bipolar Il disorder, randomized acute versus
psychosocial acute depression, or study site. Finally, there was no main effect of treatment
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on LIFE-RIFT recreation scores (F=1.29, df=1, 140, p=0.26). These scores were uniquely
associated with concurrent Montgomery-Asberg Depression Rating Scale scores (F= 73.91,
df=1, 140, p<0.0001), but not with any of the other terms in the model.

Discussion

This study examined questions that have received limited attention in treatment trials
involving patients with bipolar disorder: Do psychosocial interventions improve social or
vocational role functioning, and do the interventions achieve these improvements
independently of their effects on depression severity? We compared three intensive (30-
session) psychosocial treatments for bipolar depression (CBT, family-focused therapy, and
interpersonal and social rhythm therapy) in combination with pharmacotherapy to three
sessions of psychoeducation and pharmacotherapy over a 9-month period. The primary
finding is that when compared with collaborative care, intensive psychosocial intervention
significantly improved patients’ relationship functioning and satisfaction with life beyond
the level of improvements expected from changes in depressed mood. The psychosocial
interventions had no independent effects on work/role functioning or recreation scores.

Each of the intensive treatments studied addresses relationship functioning and life
satisfaction in different ways. CBT encourages patients to challenge assumptions about
interpersonal relationships, carry out behavioral experiments to test these assumptions, and
increase engagement with others. In interpersonal and social rhythm therapy, patients learn
about the bidirectional relationship between depressed mood and relationship problems and
examine alternative ways of responding to interpersonal conflicts. Family-focused therapy
addresses relationships with family members or close friends through direct rehearsal of
effective communication skills and problem solving, and homework assignments to
maximize the use of these skills in everyday interactions. All three treatments include
problem solving to improve upon unsatisfactory life conditions (e.g., troubles with living
situation, job, or finances) and strategies to manage mood states that interfere with the
enjoyment of activities. As the case examples illustrate, changes in life conditions, self-
esteem, mood, and functioning often occur among bipolar disorder patients undergoing
intensive treatments, although these changes do not necessarily occur at the same time or as
a direct result of each other.

This study had several limitations. First, the 9-month period of observation may not have
been long enough to observe the full impact of intensive psychosocial treatments on role
functioning, particularly for employment-related changes. Impaired vocational functioning
may be a more stable attribute of bipolar disorder than mood symptoms. It may require
several months of full remission from depression before patients feel ready even to
contemplate a change in their employment status or to expand their recreational activities.
Two of the studies that demonstrated effects of psychosocial interventions on the vocational
functioning of bipolar patients followed patients for at least 18 months (8, 9). Furthermore, a
subset of individuals with bipolar disorder experience significant deficits in
neuropsychological functioning, even when euthymic (28, 29). These deficits are more
likely to affect work functioning than relational functioning and were not addressed in the
forms of psychotherapy tested within this study.

A second study limitation is that pharmacotherapy was not uniform among participants.
Within the randomized acute depression protocol, medications given on entry (aside from
study antidepressants) were generally not limited and could be changed at any point after
patients recovered or left the protocol. Patients who received pharmacotherapy by random
assignment (randomized acute depression study) did not differ in functional outcome scores
from patients whose pharmacotherapy was determined by physician/patient agreement
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(psychosocial acute depression study). Nonetheless, patients with significant functional
deterioration may have received higher doses or different medications than patients whose
functioning was stable or improving. Thus, changes in pharmacotherapy during the study
may have attenuated differences in outcomes that might otherwise have been observed
between those who did and did not receive intensive psychosocial treatment.

Because this study did not include an attention control, we cannot determine whether the
intensive treatments were associated with greater improvements in functioning because of
their content or simply because more sessions were offered in the intensive than the
collaborative care condition. Our earlier report from STEP-BD (11) found no main effect of
the number of sessions or interaction between treatment modality and the number of
sessions in predicting recovery time. Future studies that include attention controls may be
able to determine whether the level of therapist attention (up to 30 sessions) required in this
trial is necessary to observe gains in psychosocial functioning.

This study, in combination with our prior report from STEP-BD, suggests that intensive
psychosocial treatment is more effective than brief psychoeducation in stabilizing depressive
symptoms and enhancing functioning following a bipolar depressive episode. These results
are consistent with the broader literature indicating that combining psychosocial
interventions with pharmacotherapy is more effective than pharmacotherapy alone for a
variety of outcome domains relevant to bipolar disorder (7). Nonetheless, the study also
points to the limitations of our existing treatment methods. Many of the patients in this study
showed highly variable functioning scores in one or more domains and little overall
improvement in functioning over 9 months, despite aggressively delivered psychosocial and
pharmacological treatment regimens. Functioning scores during the treatment period were
highly related to concurrent levels of depression in all analyses, and for most domains,
baseline functioning scores accounted for a significant proportion of the outcome variance
during treatment.

In addition to the psychoeducational therapies described in the present study, it may be that
the cognitive remediation, social skills, or vocational rehabilitation programs found
successful in schizophrenia (30, 31) could be adapted to the treatment of individuals
suffering from bipolar disorder, taking into account their generally higher levels of
premorbid functioning. Such programs may be especially useful following remission from
an episode of depression, when functional recovery would ordinarily be delayed.

Acknowledgments

Dr. Otto has served as a consultant to Organon; he has served on the advisory board for Sanofi-Aventis; and he has
been a speaker for Pfizer. Dr. Frank has received royalties from Guilford Press; she has received grant support from
Forest Research; and she has served on the advisory boards for Servier, Eli Lilly, and Novartis. Dr. Sachs has
received research support from Abbott Laboratories, AstraZeneca, Bristol-Myers Squibb, Eli Lilly,
GlaxoSmithKline, Janssen, Memory Pharmaceuticals, NIMH, Novartis, Pfizer, Repligen, Shire, and Wyeth; he has
served on the speaker’s bureaus of Abbott Laboratories, Astra-Zeneca, Bristol-Myers Squibb, Eli Lilly,
GlaxoSmithKline, Janssen, Memory Pharmaceuticals, Novartis, Pfizer, Sanofi-Avnetis, and Wyeth; he has served
as an advisory board/consultant for Abbott Laboratories, AstraZeneca, Bristol-Myers Squibb, Cephalon, CNS
Response, Elan Pharmaceuticals, Eli Lilly, GlaxoSmithKline, Janssen, Memory Pharmaceuticals, Merck, Novartis,
Organon, Pfizer, Repligen, Sanofi-Aventis, Shire, Sigma-Tau, Solvay Pharmaceuticals, and Wyeth; and his spouse
is a shareholder with Concordant Rater Systems. Dr. Thase has served as an advisor and consultant to AstraZeneca,
Bristol-Myers Squibb, Cephalon, Cyberonics, Eli Lilly, GlaxoSmithKline, Janssen, MedAvante, Neuronetics,
Novartis, Organon, Sepracor, Shire, and Wyeth; he has also served on the speaker’s bureaus of AstraZeneca,
Bristol-Myers Squibb, Cyberonics, Eli Lilly, GlaxoSmithKline, Organon, Sanofi-Aventis, and Wyeth; he has
provided expert testimony for Jones Day (Wyeth Litigation) and Phillips Lytle (GlaxoSmithKline Litigation); he is
a shareholder with MedAvante; he also receives income from royalties and/or patents with American Psychiatric
Publishing, Guilford Publications, and Herald House; his wife is the senior medical director for Advogent. Dr.
Calabrese has received federal funding from the Department of Defense, Health Resources Services
Administration, and NIMH; he has received research or grants from the following private industries or nonprofit

Am J Psychiatry. Author manuscript; available in PMC 2013 February 22.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Miklowitz et al.

Page 9

funds: Cleveland Foundation, NARSAD, Repligen, and Stanley Medical Research Institute; he has served on the
advisory boards of Abbott Laboratories, AstraZeneca, France Foundation, GlaxoSmithKline, Janssen, Johnson and
Johnson Pharmaceutical Research and Development, and Solvay/Wyeth; he reports CME activities with
AstraZeneca, Bristol-Myers Squibb, France Foundation, GlaxoSmithKline, Janssen, Johnson and Johnson, and
Solvay/Wyeth; and he has received research grants from Abbott Laboratories, AstraZeneca, GlaxoSmithKline,
Janssen, and Eli Lilly. Dr. Marangell has received grant/research support from Bristol-Myers Squibb, Eli Lilly,
Cyberonics, Neuronetics, NIMH, the Stanley Foundation, NARSAD, American Foundation for Suicide Prevention,
Aspect Medical Systems, and Sanofi-Aventis; and she has received consultant/honoraria fees from Eli Lilly,
GlaxoSmithKline, Cyberonics, Pfizer, Medronics, Forest, Aspect Medical Systems, Novartis, and Sepracor. Dr.
Ostacher has received research support from NIMH, NARSAD, and Pfizer; and he has received honoraria fees from
AstraZeneca, Bristol-Myers Squibb, Eli Lilly, GlaxoSmithKline, Pfizer, and Janssen. Dr. Patel has received
research grant funding from Bristol-Myers Squibb, Wyeth Pharmaceuticals, Solvay Pharmaceuticals, Eli Lilly, and
United BioSource Corp. Dr. Wisniewski has served as a consultant for Cyberonics, ImaRx Therapeutics, and
Bristol-Myers Squibb.

This article was approved by the Publication Committee of the STEP-BD. STEP-BD was funded in part by NIMH
under contract NO1IMH80001 (Dr. Sachs). Support for the development of the psychosocial treatments was
provided under NIMH grants MH29618 (Dr. Frank), MH43931 (Dr. Miklowitz), MH55101 (Dr. Miklowitz), and
the National Alliance for Research on Schizophrenia and Depression (Dr. Miklowitz).

References

1. Murray, CJL.; Lopez, AD. The Global Burden of Disease: A Comprehensive Assessment of
Mortality and Disability From Diseases, Injuries, and Risk Factors in 1990 and Projected to 2020.
Boston: Harvard University Press; 1996.

2. Fagiolini A, Kupfer DJ, Masalehdan A, Scott JA, Houck PR, Frank E. Functional impairment in the
remission phase of bipolar disorder. Bipolar Disord. 2005; 7:281-285. [PubMed: 15898966]

3. Coryell W, Scheftner W, Keller M, Endicott J, Maser J, Klerman GL. The enduring psychosocial
consequences of mania and depression. Am J Psychiatry. 1993; 150:720-727. [PubMed: 8480816]

4. Suppes T, Leverich GS, Keck PE, Nolen WA, Denicoff KD, Altshuler LL, McElroy SL, Rush AJ,
Kupka R, Frye MA, Bickel M, Post RM. The Stanley Foundation Bipolar Treatment Outcome
Network, I1: demographics and illness characteristics of the first 261 patients. J Affect Disord.
2001; 67:45-59. [PubMed: 11869752]

5. Goldberg JF, Harrow M, Grossman LS. Course and outcome in bipolar affective disorder: a
longitudinal follow-up study. Am J Psychiatry. 1995; 152:379-385. [PubMed: 7864263]

6. Keck PEJ, McElroy SL, Strakowski SM, West SA, Sax KW, Hawkins JM, Bourne ML, Haggard P.
Twelve-month outcome of patients with bipolar disorder following hospitalization for a manic or
mixed episode. Am J Psychiatry. 1998; 155:646-652. [PubMed: 9585716]

7. Miklowitz DJ. A review of evidence-based psychosocial interventions for bipolar disorder. J Clin
Psychiatry. 2006; 67(suppl 11):28-33. [PubMed: 17029494]

8. Lam DH, Hayward P, Watkins ER, Wright K, Sham P. Relapse prevention in patients with bipolar
disorder: cognitive therapy outcome after 2 years. Am J Psychiatry. 2005; 162:324-329. [PubMed:
15677598]

9. Perry A, Tarrier N, Morriss R, McCarthy E, Limb K. Randomised controlled trial of efficacy of
teaching patients with bipolar disorder to identify early symptoms of relapse and obtain treatment.
Br Med J. 1999; 16:149-153. [PubMed: 9888904]

10. Sachs GS, Thase ME, Otto MW, Bauer M, Miklowitz D, Wisniewski SR, Lavori P, Lebowitz B,
Rudorfer M, Frank E, Nierenberg AA, Fava M, Bowden C, Ketter T, Marangell L, Calabrese J,
Kupfer D, Rosenbaum JF. Rationale, design, and methods of the Systematic Treatment
Enhancement Program for Bipolar Disorder (STEP-BD). Biol Psychiatry. 2003; 53:1028-1042.
[PubMed: 12788248]

11. Miklowitz DJ, Otto MW, Frank E, Reilly-Harrington NA, Wisniewski SR, Kogan JN, Nierenberg
AA, Calabrese JR, Marangell LB, Gyulai L, Araga M, Gonzalez JM, Shirley ER, Thase ME,
Sachs GS. Psychosocial treatments for bipolar depression: a 1-year randomized trial from the
Systematic Treatment Enhancement Program. Arch Gen Psychiatry. 2007; 64:419-426. [PubMed:
17404119]

12. Sachs GS, Nierenberg AA, Calabrese JR, Marangell LB, Wisniewski SR, Gyulai L, Friedman E,
Bowden CL, Fossey MD, Ostacher MJ, Ketter TA, Patel J, Hauser P, Rapport D, Martinez JM,

Am J Psychiatry. Author manuscript; available in PMC 2013 February 22.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Miklowitz et al.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.
217.

28

29.

30.
3L

Page 10

Allen MH, Miklowitz DJ, Otto MW, Dennehy EB, Thase ME. Effectiveness of adjunctive
antidepressant treatment for bipolar depression. N Engl J Med. 2007; 356:1-12. [PubMed:
17202448]

Leon AC, Solomon DA, Mueller TI, Turvey CL, Endicott J, Keller MB. The Range of Impaired
Functioning Tool (LIFE-RIFT): a brief measure of functional impairment. Psychol Med. 1999;
29:869-878. [PubMed: 10473314]

Leon AC, Solomon DA, Mueller TI, Endicott J, Posternak M, Judd LL, Schettler PJ, Akiskal HS,
Keller MB. A brief assessment of psychosocial functioning of subjects with bipolar | disorder: the
LIFE-RIFT (Longitudinal Interval Follow-up Evaluation-Range of Impaired Functioning Tool). J
Nerv Ment Dis. 2000; 188:805-812. [PubMed: 11191580]

Sachs GS. Use of clonazepam for bipolar affective disorder. J Clin Psychiatry. 1990; 51:31-34.
[PubMed: 1970815]

First, MB.; Spitzer, RL.; Gibbon, M.; Williams, JBW. Structured Clinical Interview for DSM-1V
Axis | Disorders. New York: New York State Psychiatric Institute, Biometrics Research
Department; 1995.

Sheehan DV, Lecrubier Y, Sheehan KH, Amorim P, Janavs J, Weiller E, Hergueta T, Baker R,
Dunbar GC. The Mini-International Neuropsychiatric Interview (MINI): the development and
validation of a structured diagnostic psychiatric interview for DSM-1V and ICD-10. J Clin
Psychiatry. 1998; 59(suppl 20):22-33. [PubMed: 9881538]

Otto MW, Reilly-Harrington N, Sachs GS. Psychoeducational and cognitive-behavioral strategies
in the management of bipolar disorder. J Affect Disord. 2003; 73:171-181. [PubMed: 12507750]
Frank, E. Treating Bipolar Disorder: A Clinician’s Guide to Interpersonal and Social Rhythm
Therapy. New York: Guilford Press; 2005.

Weissman, MM.; Markowitz, J.; Klerman, GL. Comprehensive Guide to Interpersonal
Psychotherapy. New York: Basic Books; 2000.

Monk TH, Kupfer DJ, Frank E, Ritenour AM. The Social Rhythm Metric (SRM): measuring daily
social rhythms over 12 weeks. Psychiatry Res. 1991; 36:195-207. [PubMed: 2017534]
Miklowitz, DJ.; Goldstein, MJ. Bipolar Disorder: A Family-Focused Treatment Approach. New
York: Guilford Press; 1997.

Miklowitz DJ, Goldstein MJ, Nuechterlein KH. Verbal interactions in the families of schizophrenic
and bipolar affective patients. J Abnorm Psychol. 1995; 104:268-276. [PubMed: 7790629]
Montgomery SA, Asberg M. A new depression scale designed to be sensitive to change. BrJ
Psychiatry. 1979; 134:382-389. [PubMed: 444788]

Gueorguieva R, Krystal JH. Move over ANOVA: progress in analyzing repeated-measures data
and its reflection in papers published in the Archives of General Psychiatry. Arch Gen Psychiatry.
2004; 61:310-317. [PubMed: 14993119]

Ger, D.; Everitt, BS. Handbook of Statistical Analyses Using SAS. 2. London: CRC Press; 2001.
Endicott J, Spitzer RL, Fleiss JL. The Global Assessment Scale: a procedure for measuring overall
severity of psychiatric disturbance. Arch Gen Psychiatry. 1976; 33:766—771. [PubMed: 938196]

. Murphy FC, Sahakian BJ, Rubinsztein JS, Michael A, Rogers RD, Robbins TW, Paykel ES.

Emotional bias and inhibitory control processes in mania and depression. Psychol Med. 1999;
29:1307-1321. [PubMed: 10616937]

Schretlen DJ, Cascella NG, Meyer SM, Kingery LR, Testa SM, Munro CA, Pulver AE, Rivkin P,
Rao VA, Diaz-Asper CM, Dickerson FB, Yolken RH, Pearlson GD. Neuropsychological
functioning in bipolar disorder and schizophrenia. Biol Psychiatry. 2007; 62:179-186. [PubMed:
17161829]

Hogarty GE. Cognitive rehabilitation of schizophrenia. Harv Ment Health Letter. 2000; 17:4-6.
Pfammatter M, Junghan UM, Brenner HD. Efficacy of psychological therapy in schizophrenia:
conclusions from meta-analyses. Schizophr Bull. 2006; 32(suppl 1):S64-S80. [PubMed:
16905634]

Am J Psychiatry. Author manuscript; available in PMC 2013 February 22.



1dussnuein Joyny vd-HIN 1duosnueln Joyny vd-HIN

1duosnuey JoyIny vd-HIN

Miklowitz et al.

Page 11

Patient Perspectives

“Nancy” was a 45-year-old woman in the midst of a bipolar Il depressive episode who
was randomly assigned to family-focused therapy with her husband, Earl, age 47. The
early sessions of psychoeducation were difficult for her because she felt that Earl was
blaming her for things that were really due to her illness rather than her “lack of effort”
(his words). For example, she felt unable to attend a social event for more than an hour,
at which point she felt overstimulated and withdrawn. During psychoeducation, Earl
learned of the likely biological basis for many of his wife’s social behaviors, which, he
explained, was a “major breakthrough” for him and made him feel less judgmental
toward her. Later in treatment, Nancy and Earl conjointly identified specific
disagreements about their patterns of socializing. Problem solving enabled them to
generate lists of social activities that they believed they would mutually enjoy and
strategies for implementing these activities within the limits imposed by her depression.
Although they were not always in agreement about what activities to undertake or how
frequently to undertake them, both agreed by the end of treatment that bigger problems
seemed more surmountable and that their relationship was becoming more satisfying. By
the end of treatment, Nancy reported a significant improvement in her depressive
symptoms, although she still needed to modulate her levels of social stimulation.

“Natalie,” a 58-year-old divorced woman, had a 34-year history of bipolar | disorder with
severe and recurrent depressive episodes. She had significant social anxiety, which led
her to severely limit her interpersonal contacts. Natalie and her interpersonal and social
rhythm therapy therapist agreed that it made sense to focus on her social isolation.
Initially, her therapist asked her to try to plan one out-of-the-house activity each week.
After a couple of weeks, Natalie noticed that her mood ratings on her Social Rhythm
Metric chart seemed higher on the day before, the day of, and the day after the activity.
She and her therapist talked about the consistent relationship between outside activities
and her improved mood. Still, she found making phone calls to her friends to be anxiety
provoking. Her interpersonal and social rhythm therapy therapist asked if she felt that she
could manage a second activity every other week. Natalie found that rather than making
her more anxious, it was easier for her to plan these activities more often. Over the next
several months, she expanded her activities to the point where she was frequently
planning social activities 5 to 6 days a week. As she gradually increased her engagement
with her environment, she reported that her mood and self-esteem were better than they
had been in years.
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FIGURE 2.

Effects of Intensive Psychosocial Intervention (N=84) and Collaborative Care (N=68) on
Total LIFE-RIFT Functioning Scores?

@Main effect of treatment with baseline Longitudinal Interval Follow-Up Evaluation—Range
of Impaired Function Tool (LIFE-RIFT) relationship scores and concurrent Montgomery-
Asberg Depression Rating Scale scores covaried (F=4.32, df=1, 35, p=0.04).
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FIGURE 3.

Effects of Intensive Psychosocial Intervention (N=86) and Collaborative Care (N=68) on
LIFE-RIFT Relationship Scores?

@Main effect of treatment with baseline Longitudinal Interval Follow-Up Evaluation—Range
of Impaired Function Tool (LIFE-RIFT) relationship scores and concurrent Montgomery-
Asberg Depression Rating Scale scores covaried (F=5.26, df=1, 41, p=0.02).
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Effects of Intensive Psychosocial Intervention (N=86) and Collaborative Care (N=68) on
LIFE-RIFT Satisfaction Scores?

@Main effect of treatment with baseline Longitudinal Interval Follow-Up Evaluation—Range
of Impaired Function Tool (LIFE-RIFT) relationship scores and concurrent Montgomery-
Asberg Depression Rating Scale scores covaried (F=3.98, df=1, 40, p=0.048).
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TABLE 1

Demographic and Illness History Attributes of the Study Sample?

Variable Total Study Sample (N=152)
N %
Sex (female) 88 59
Race (nonwhite) 8 5
Education (>1 year of college) 83 56
Income (<$29,999) 61 45
Marital status
Married 47 31
Unmarried 56 37
Separated 48 32
Family availability (yes) 80 53
Diagnosis
Bipolar | disorder 105 69
Bipolar 11 disorder 47 31
Prior manic episodes (>10) 104 68
Prior depressive episodes (>10) 103 69
Rapid cycling prior year (yes) 42 30
Receiving medication (yes)
Mood stabilizers 130 96
Antidepressants 43 32
Carbamazepine 7 5
Lithium 72 53
Lamotrigine 37 27
Divalproex sodium 46 34
Atypical antipsychotics 41 30
Olanzapine/Quetiapine 29 19
Anxiolytics 27 20
Mean SD
Age (years) 41.09 11.37
Age at illness onset (years) 15.68 8.02
Baseline Montgomery-Asberg Depression Rating Scale scored 21.50 9.97
Baseline Young Mania Rating Scale score? 545 5.82
Depression summary score® 7.52 1.94
Mania summary score® 104 0.90
Baseline Global Assessment of Functioning score 51.79 7.68
Duration of index major depressive episode (days) 220.02 828.07

a . - . . .
Baseline medication regimens were unavailable on 17 patients.

b . .
Refers to scores collected at intake into the study.

Am J Psychiatry. Author manuscript; available in PMC 2013 February 22.



1duasnuey Joyiny vd-HIN 1duasnue Joyiny vd-HIN

wduosnue Joyiny vd-HIN

Miklowitz et al.

cRefers to summary scores from the Clinical Monitoring Form (10) collected within 1 week of the date of randomization to psychosocial
interventions.
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