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Abstract

Background: Bipolar disorders are serious illnesses with a chronic course and a high rate of relapse. Typically,
bipolar disorders onset during adolescence or early adulthood, with patients experiencing significant personal and
social costs as a consequence of their illness. Despite this, to date, there is limited (controlled) evidence regarding
the effectiveness of psychotherapy during the critical stages of the disorder (e.g., early onset). Some preliminary
studies suggest that targeted, tailored early interventions in particular may improve disease prognosis. The
proposed study examines the effectiveness of group psychotherapy on relapse prevention, global adaptive
functioning, and neuropsychological functioning in early-stage bipolar disorder.

Methods: In this multicenter randomized controlled trial (RCT), 300 patients with bipolar disorder are randomized
to one of two group psychotherapies: Specific Emotional-Cognitive Therapy (SECT; intervention group) or Emotion-
Focused Supportive Therapy (EFST; active control group). Each therapy comprises of a total of 48-h sessions
(delivered once a month) over a period of 4 months. Assessments take place at baseline (t1); 6 months follow-up,
i.e, post-intervention (t2); 12 months follow-up (t3); and 18 months follow-up (t4), whereby 18 months follow-up is
the primary time point of interest.

Discussion: The goal of this study is to test the effects of an innovative, specific group therapy relative to an active
control condition in terms of rates of relapse, global functioning, and neuropsychological functioning. Pending the
outcomes of the trial, it will be possible to establish a firm evidence base for accessible group psychotherapy
adjuvant to routine psychiatric care for individuals with bipolar disorder.

Trial registration: USA: ClinicalTrials.gov NCT02506322. Registered on 19 December 2014; Germany: German
Clinical Trials Register DRKS00006013. Registered on21 May 2015
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Background

Bipolar disorders are serious illnesses with a chronic
course and a high rate of relapse. Compared to unipolar
major depressive episodes, patients suffering from bipo-
lar disorder have more than twice as many new episodes
(relapses) despite psychiatric care and mood-stabilizing
medication. Although the classical description by Krae-
pelin implies a recurrent disorder with full inter-episodic
remission, modern epidemiologic and neuropsycho-
logical research has revealed long-term deficits in psy-
chosocial well-being, quality of life, and cognitive
functioning [1]. The onset age of bipolar disorders is
typically during late adolescence and early adulthood.
This is a very sensitive phase for educational, profes-
sional, and social development. In addition, this is a crit-
ical time in the developmental lifespan characterized by
the establishment of one’s personality and often experi-
mentation with oppositional attitudes, chaotic social and
sleeping rhythms, and drug use. In bipolar disorder, such
activities may challenge compliance and increase the risk
of relapse. In particular, young adults (< 30 years) in the
early stage of illness experience the highest illness bur-
den with considerable personal costs (e.g., socially, pro-
fessionally, and personally) and are most vulnerable to
death by suicide. Recent meta-analyses of available clin-
ical trials [2, 3] conclude (a) a limited availability of psy-
chotherapy studies in bipolar disorder patients in
general and (b) no existing studies focusing on specific
subgroups of patients (e.g., early course of disorder and
first onset cases). Recently, a staging model implying
that bipolar disorder can be classified as a chronic, re-
current disease has been proposed and entails the fol-
lowing stages: asymptomatic (stage 0), prodromal with a
low to high-risk profile (stage 1a/lb), onset (stage 2),
early stage with occasional relapses and long inter-
episode remission periods (stage 3a/b), multiple relapses
(3c), and refractory therapeutic course with persistent
symptoms and functional deficits (stage 4 [4];).

Applying this model to patients enrolled in psycho-
therapy studies has shown that the average duration of
illness and the number of episodes (on average > 20 epi-
sodes) of the examined samples must be assumed to be
of stage 3a—c. At the same time, retrospective analyses
repeatedly showed that patients of younger age and with
few episodes (stages 2—3a) showed significantly better ef-
fects of psychotherapeutic interventions [3]. Besides sev-
eral other RCTs in bipolar depressed patients, we [5]
have conducted a RCT with bipolar disorder patients,
showing that individual cognitive behavioral therapy
(CBT) is superior to individual supportive intervention
[6].

Considerations on the stages model of bipolar disorder
have therefore also influenced the conceptualization of
psychotherapy interventions in recent years: Firstly, two
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studies examined whether the transition to bipolar dis-
order could be prevented in the prodromal phase for
high-risk individuals [7, 8]. Concerning the late stages of
the disease, psychotherapeutic manuals have been devel-
oped, specifically targeting functional and cognitive defi-
cits in order to counteract progressive chronicity and
functional deficits [9-13]. Within the early stages of the
initial disease onset, a number of interventions have
been assessed; however, mostly they investigate the in-
fluence of psychotherapy on the early course of bipolar
disorders with the lack of a control group and with small
numbers of cases or without active control conditions
(for a review, see [14]. This prompted us to consider the
question as to what extent a specific, cognitive behav-
ioral therapy could be superior to a supportive, experi-
ence- and emotion-focused intervention in young
bipolar patients within the early stage of their disease.

Methods

Aims and hypotheses

The general aim of this study is to improve the evidence
for psychotherapeutic interventions in relapse preven-
tion for bipolar patients. In order to do so, we wanted to
compare two different treatment approaches, to imple-
ment new treatment manuals into standard treatment
(as there is so far only one available in Germany) and to
target patients that are not accessed by the existing prac-
tices. Finally, it is our aim to identify clinical and neuro-
biological predictors for response to psychotherapeutic
interventions in bipolar disorder.

To approach these aims, we wanted to test three
groups of hypotheses regarding the addition of a specific,
innovative psychotherapy (SECT) to psychiatric care in
young bipolar patients in the early stage of their disease.
Our outcomes are defined as follows: primary—(1) re-
duced rate of relapse (development of a new affective
episode); secondary—(2) reduced missed days at work/
school, days spent in hospitals, and health costs; im-
proved medical treatment compliance and social func-
tioning; (3) normalized neurobiological functioning; pre-
treatment neural alterations in neurobiological systems
will predict post-treatment outcome of SECT, with the
greatest improvement in SECT for patients with the
most pronounced neural alterations prior to treatment.

Design and procedure

This psychotherapy study is designed as a parallel-group,
individually randomized controlled trial (RCT) with
blind assessment raters. Patients are screened at baseline
(t1) by trained diagnostic clinicians (clinical psycholo-
gists or psychiatrists) and enrolled giving their informed
consent to the study protocol and meeting full inclusion
criteria. Patients are then individually randomized to one
of the respective treatment groups. Patients will be
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immediately informed via phone call about the
randomization result by the group therapist they are lo-
cated to. The group therapist will invite the patient to
the next possible group meeting. Groups are ongoing,
slow-open groups, admitting new participants when
someone is terminated. The intervention takes place
over up to 5 months between t1 and t2 and is delivered
in four full therapy days of approximately 8 h in small
groups up to eight subjects. Patients are then seen at the
end of treatment (t2 at month 6) and twice during
follow-up (t3 at month 12; t4 at month 18). The flow-
chart (see Fig. 1) visualizes the study steps.

Setting and participants

Participants are recruited at 10 university hospital set-
tings providing both in- and outpatient care for indi-
viduals with affective disorders within Germany
(Eberhard Karls University Tiibingen; Charité Univer-
sity Medicine, Berlin; Medical School Brandenburg
Theodor Fontane, Neuruppin; University Hospital
Carl Gustav Carus Dresden; Ruhr University Hospital
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Bochum; University Medical Center Hamburg-
Eppendorf; University Medical Centre Gottingen; Phi-
lipps University Medicine, Marburg; Ludwig Maximi-
lians University Medicine, Munich; Johann-Wolfgang
von Goethe University Medicine, Frankfurt). In
addition, we will organize local presentations for the
public about bipolar disorder, use local media and the
clinic homepage to provide information about the
study, and use national organization (DGBS) to in-
form members and their local self-help groups. First,
participants are preliminarily telephone screened by a
member of the study team to confirm the eligibility
criteria. If eligible, the individual will be invited to at-
tend an interview session with a diagnostic clinician
to confirm the inclusion criteria.
The inclusion criteria for subjects are as follows:

e 18 to <35 years of age

e Diagnosis of a bipolar disorder I or II (DSM-V
criteria)

e At least one previous episode in the last 2 years

trial information via phone/e-mail/meeting, screening of inclusion and exclusion critena, informed consent for baseline assessment

First contact

day |

days 1 to 28

Baseline assessment (t1):
clinical measures, rating scales, questionnaires. (and for a subgroup, fIMRI-measures), full review of inclusion and exclusion criteria, informed
consent for full tnal procedure

Randomization to one of two (open format) group therapy conditions

|

I

Intervention group (3-8 clients)
specific emotional-cognitive therapy
German term: SEKT*

months 2to 5

one pre-group meeting with group therapist
four therapy days across four months

I

Active control group (3-8 clients)
emotion-focused supportive therapy
German term: FEST**

one pre-group meeting with group therapist
four therapy days across four months

months 5 to 6

month 12

month 18

A\

clinical measures, rating scales, questionnaires, {for a subgroup. fMRI measures)

clinical measures, rating scales, questionnaires

clinical measures, rating scales. questionnaires

Fig. 1 Flowchart summarizing the contact occasions with participants over the course of the study. Notes: *SECT = specific Emotional-Cognitive
Therapy for relapse prevention in bipolar disorders (German term: Spezifische, Emotional-Kognitive Therapie). **EFST = Emotion-Focused
Supportive Therapy for relapse prevention in bipolar disorders (German term: Fordernde, Emotionsfokussierte, Supportive Therapie)

Post assessment (t2):

|

Follow up 1 (t3):

|

Follow up 2 (t4):
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e A minimum of 4 weeks of stable remission since the
last affective episode (as measured by the Quick
Inventory of Depressive Symptomatology—Clinician
Version [QIDS-C] and Young Mania Rating Scale
[YMRS], with remission operationalized as QIDS-C
<10 and YMRS < 12)

e In psychiatric care with a personalized medication
plan

The exclusion criteria include the following:

e Acute suicidality

e Diagnosis of schizoaffective and/or schizophrenic
disorder, substance use disorder (last 6 months),
antisocial personality disorder, or a predominant
borderline personality disorder

e Currently (or within the last 6 months) undergoing
individual psychotherapy.

e Intellectual disability (IQ screening whereby MW T-
B < 85)

e A lack of informed consent

e Refusal of psychiatric care including a personalized
medication plan (e.g., with mood-stabilizing
medication)

All patients continue to receive their routine psychi-
atric treatment throughout the study, therefore any ne-
cessary changes in medication and patient monitoring
will occur as appropriate. Patients’ routine psychiatric
care continues to be provided within the community,
i.e., separate to the study. In some but not all cases, pa-
tients also receive care at the host university hospital.

Randomization

Central randomization either to SECT or to EFST will
control for random allocation to both interventions at
each research site. For this purpose, an independent stat-
istician developed randomization lists using a centrally
computer-generated block-designed randomization pro-
cedure stratified by center. Only the principal investiga-
tor and his proxy have direct access to the
randomization lists. Randomization results are directed
at the local study manager.

Blinding

Throughout the whole study, clinician raters are kept
blinded. Results of the individual randomization process
will be given only to the local study managers and the
group therapists by the principal investigator. Study
teams will be trained on how to avoid unblinding during
the diagnostic process and team meetings. The statisti-
cian who will later analyze the results is as well kept
blinded throughout the whole study.

Page 4 of 11

Intervention

The current study aims to compare two active psycho-
therapeutic group interventions, which are similar in
their format and delivery. Groups include three to eight
subjects who meet the outlined inclusion criteria. Each
group will meet four times over a 4- to 5-month period
for a full day of approximately 8 h on each occasion. All
groups are led by purpose-trained, well-experienced psy-
chological psychotherapists or psychotherapists in train-
ing on an advanced level (with a minimum of a
bachelor’s and master’s degree in clinical psychology and
ongoing clinical training). Psychotherapists are trained
in both therapeutic interventions in the context of day-
long workshops and using videotaped therapy roleplays.
All therapists receive extensive feedback from the lead-
ing study center in Ttibingen prior to delivering a study-
relevant treatment group and, as such, are assessed in
their competence to administer both interventions. To
ensure the quality and coherence of the therapy groups
throughout the study, therapists engage in monthly
supervision and are required to send video recordings to
the lead center for supervision purposes on an ongoing
basis (following which written feedback is provided by
telephone or email). In the following, the two conditions
(i.e., intervention groups) are described in detail.

Specific Emotional-Cognitive Therapy

The Specific Emotional-Cognitive Therapy (SECT; in
German “Spezifische emotional-Kognitive Therapie”
[SEKT]) is an innovative, cognitive-behavioral interven-
tion comprising of four modules. Each of the four ther-
apy days focuses on a particular module, which is
delivered monthly in the style of a therapy workshop
(from 9am to 5pm). SECT is a highly structured inter-
vention, and module topics are designed based on their
notable clinical relevance (see, for example, [15, 16]) and
the empirical evidence base on psychological interven-
tions for bipolar disorder [12, 17-20]. While mindful-
ness and acceptance (see below) are common
interventions across each of the therapy days, the follow-
ing four distinct modules are delivered across the 4 days,
respectively:

(1) Psychoeducation, structuring daily life, and life
balance

(2) Relative normality, detecting early warning signs of
an episode, and interpersonal and problem-solving
skills

(3) Cognitive and meta-cognitive skills

(4) Emotion regulation skills

Each treatment day starts with mindfulness medita-
tion, and consolidation of content from the previous
therapy day’s content (including review of tasks to be
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completed at home, e.g., mood and activity diaries and
skills development worksheets). The mood and activity
diary, for example, is a record kept daily by participants
to facilitate observation and learning in relation to mood
change, behavior, thoughts, and daily events. Typically,
this consistent component of the therapy day is con-
cluded within the first 90 min, and is then followed by
proceeding onto the relevant module for the day.

All treatment days are characterized by experiential
exercises and the use of vignettes with worksheets and
other materials targeting the unique needs of bipolar pa-
tients. Although SECT is a structured intervention, par-
ticipants have an opportunity to work with personal
examples relevant to the given topic of the day and are
encouraged to exchange challenges and ideas. Therapists
follow the common factors in the psychotherapy model
proposed by Grawe [21], 2005 [22];. In addition, each
patient will be provided with an informational and edu-
cational booklet pertaining to bipolar disorder and its
treatment (roughly 30 pages in length).

Emotion-Focused Supportive Therapy

The active control group, Emotion-Focused Supportive
Therapy (EFST, in German “Emotionsfokussierte Sup-
portive Therapie” [FEST]), is an interactional, self-help,
support group. The concept of EFST was designed for
this intervention study. The primary focus of EFST is to
provide a platform for group members to exchange per-
sonal experiences, engage in self-reflection, express emo-
tions, and provide mutual support. As in SECT,
therapists follow the common factors in psychotherapy
(Grawe [21], 2005 [22];. EFST therapists are empathetic,
help patients to express emotions, give information, and
reinforce patients in their self-help strategies and appar-
ent resources. Patients are encouraged to interact with
each other and to present opinions and current issues
they are facing, as well as to ask one another about
shared experiences and coping strategies adopted. In
EEST, therapists do not structure meetings or the dis-
cussion, but rather facilitate and promote an atmosphere
of supportive and friendly group discussion. EFST does
not use material, exercises, or give homework such as
keeping a mood or activity diary. For psychoeducational
reason, each patient is provided with a small booklet
about bipolar disorder (e.g., with definitions, statistics,
and symptoms) and its pharmacological treatment; how-
ever, no specific psychological interventions are provided
(e.g., cognitive-behavioral interventions).

Assessments/measures

Four testing occasions will take place across this longitu-
dinal study, with follow-ups at 5 to 6 months (i.e., imme-
diately post-intervention) and again at 12 and 18 months
post-baseline, whereby 18 months follow-up is the
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primary time point of interest. At baseline, participants’
bipolar disorder is diagnosed by using the Structured
Clinical Interview for DSM-IV (structured clinical inter-
view for DSM-IV, SCID 5, German version [23];) with a
modified section to assess affective syndromes in line
with DSM-V. Current episodes are assessed objectively
and subjectively using the Young Mania Rating Scale
(YMRS) [24], the Altman Self-Rating Mania Scale
(ASRM) [25], and the Quick Inventory of Depressive
Symptomatology clinician and self-report forms (QIDS-
C, QIDS-SR) [26]. The Global Assessment of Function-
ing (GAF) [27] and Functional Assessment Short Test
(FAST) [28] assess participants’ global social functioning.
All measures are administered in the German language
and are proven valid and reliable in the German version.
The multiple-choice vocabulary intelligence test (“Mehr-
fachwahl-Wortschatz-Intelligenztest”;, MWT) [29] is
used as a measure of premorbid IQ. The Longitudinal
Interval Follow-up Evaluation (LIFE) (DSM-IV version;
developed by Keller et al. [30] and adapted in German
for the current study, 2005) is additionally implemented
as a key measure in assessing functioning and symptoms
in bipolar disorder over time. Following the intervention,
therapy satisfaction is assessed using nine items across a
4-point Likert scale using questions such as “The ther-
apy I participated in was of a high quality.” Table 1 gives
an overview of the assessment battery as implemented
across measurement occasions.

Primary and secondary outcome measures
To examine the effect of the psychotherapy groups, the
trial entails one primary outcome measure (relapse) and
several secondary outcome measures: time to relapse
(LIFE), relapse rate (LIFE), days missed at work/school
(record, interview), and social functioning level [32].
Relapse is defined as the development of a new
affective (either depression, [hypo] mania, or mixed) epi-
sode that meets the diagnostic criteria or results in a
hospital admission. Relapse will be assessed every
6 months using the structured LIFE interview (at t2 [end
of treatment], t3 [6 months after t2], and t4 [12 months
after t2]). The LIFE leads to reliable information regard-
ing the progression and course of illness, time in remis-
sion, development of new affective episodes (relapse),
and also other mental disorders (co-morbidity). For ex-
ample, patients are asked at t2, t3, and t4, “The last time
we spoke you reported ... [description of affective state
at the time, e.g., ‘very depressed with problems sleeping’]
... How has it been since then? ... Since when have you
been feeling better/worse?” This is followed with a for-
mal rating based on DSM criteria (“Psychiatric Status
Rating”) making note of when the change occurred
(“Change Points”) leading to the collection of weekly rat-
ings for the episode. Patients are encouraged to be
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Table 1 Schedule of enrollment, interventions, and assessments
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Study period

First contact Baseline/randomization

Intervention Post-assessment Follow-up 1 Follow -up 2

Time point Day 1 Days 1 to 28
Enrollment
Eligibility screen X
Informed consent X
Randomization X
Interventions
SECT
EFST
Assessments
sCiD
LIFE
YMRS, QIDS-C
ASRM, QIDS-SR
GAF, FAST

MWT-B

<X X X X X X

Therapy satisfaction

Months 2 to 5 Months 5 to 6 Month 12 Month 18

QX

<X X X X
<X X X X
<X X X X

X X

This template is in accordance with the Standard Protocol Items: Recommendations for Interventional Trials (SPIRIT) [31]

specific regarding the changes. The interviewer facilitates
this by asking questions such as “Was that in Novem-
ber?” and “Did that happen before or after the holiday
season?”

Measurements of symptomatology (QIDS-C/SR,
YMRS, ASRM), social functioning, and quality of life are
assessed to integrate the patient’s everyday perspective
(FAST).

Assessment of these outcomes as indicated by changes
in these measures over time allows us to address our
main hypotheses, i.e., whether SECT versus EFST shows
reduced relapse rates, less missed days from work/
school, less days spent in the hospital, lower health costs,
improved treatment compliance, higher social function-
ing, and improved neurobiological functioning.

Sample size calculation

Sample size calculations refer to a log-rank statistic
under @ =0.05 and =02 (80% power) under the as-
sumptions of (a) an accrual time of 24 months, (b) a
total study duration of 48 months with a primary time
point of interest at 18 months post-baseline, and (c) a
drop-out rate of 12% (the latter based on experiences
from previous studies [2, 3, 5]; and relates to the study
observation period of 18 months). We define a treatment
effect of factor 2 as a relevant effect, i.e., a hazard ratio
(HR) of 0.5, for instance, is regarded as a relevant effect.
Previous trials have indicated about 4% of the study
population under risk (excluding dropouts) will experi-
ence a relapse under conventional therapy each month.

HR =0.5 would require 2% per month for the SECT
group and a study population of N =360 patients (180
patients per treatment arm) to reach significance under
a=0.05 and S =0.2. The study with a proposed N =300
would require HR = 0.46, and the pessimistic scenario of
N =200 would have to reach HR = 0.375. Thus, the study
with N =300 intended can yield statistical significance if
the treatment effect in the SECT group exceeds factor 2.
In addition, our sample size calculation is based on the
publication by Jahn-Eimermacher et al. [33] which fits—
regarding sample sizes for time-to-event data—the re-
quirements of the present study best and results in an
identical sample size.

Statistical analysis

The question as to whether specific psychotherapy can
prolong the time until relapse will be addressed by non-
parametric survival analyses involving log-rank or Wil-
coxon statistics and sensitivity analyses for the ITT (in-
tent-to-treat) sample and the PP (per-protocol, required
is participating in at least 75% of treatment sessions)
sample. The time-dependent evolution of group-specific
hazard rates will be investigated by parametric models
addressing the differences in the dynamics of relapse in
both intervention arms. Cox regressions will be per-
formed to identify the risk factors for the probability of
relapse and time until relapse if the proportional hazard
assumption will not be negated. Our planned analyses
will allow to identify if the types of participants with
missing outcomes look different to those observed
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outcomes and whether this pattern might be different by
arm: treatment arm with no missing primary outcome at
primary time point, treatment arm with missing primary
outcome at primary time point, control arm with no
missing primary outcome at primary time point, and
control arm with missing primary outcome at primary
time point. Secondary endpoints like symptomatology,
days missed at work/school, or social functioning level
will be described on a univariate level and enter multi-
variable group comparisons on the base of an ANCOVA
(with the factor kind of intervention (2) and time points
(2 to 4) using baseline as a covariate) and involve step-
wise variable selection. Based on the results for these co-
variates, methods such as principal component analysis
or latent variable modeling will finally be considered to
identify the risk factors for the probability of relapse and
time until relapse. We have the intention to use the
CONSORT statement for reporting the outcome and
final results of this randomized controlled trial.

Additional analyses

Descriptive statistics showing the measurements over
time will be presented whenever appropriate. Serious ad-
verse events and cases of dropouts will be analyzed
descriptively.

Interrater reliability will be assessed by independent
raters for SCID diagnoses and LIFE ratings as well as for
the treatment adherence. As a measure of consistency
between measures of the same class, intraclass correla-
tions (ICCs) will be calculated based on independent rat-
ings of three raters each. In order to assess the internal
consistency of the treatment adherence scales, Cron-
bach’s a will be measured. Further, treatment adherence
will be assessed by comparing the mean scores for each
treatment group on the SECT and EFST subscales by
calculating ¢ tests.

Quality assurance, blinding, monitoring, and methods
against bias

Clinical report forms (CRF) and standard operations
procedure [12] have been developed and are available to
all sites before starting the research protocol. These
forms are updated on a regular basis as per the evolving
needs of the study. Education of local study managers
and training of diagnostic clinicians (raters) and thera-
pists of both interventions were conducted during the
first months at several central workshops. Further cen-
tral workshops are conducted regularly to train new
diagnostic clinicians and therapists and for the purpose
of recalibration and monitoring in order to prevent rater
and therapist drift. Each rater and therapist first has to
successfully complete a certification process before be-
coming an active study assistant. For the diagnostic cli-
nicians, a certification process is implemented, whereby,
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firstly, a gold standard is rated; secondly, the diagnostic
assessment of a dummy patient is videotaped; and
thirdly, one of the first study patients is videotaped. Rat-
ings are approved by two experienced clinicians at the
lead study center. Similarly, for therapists, the certifica-
tion process includes videotaping a dummy group ther-
apy session (30 min) for each condition, which has to be
approved by two experienced therapists at the lead study
center.

Across the course of the study, raters and therapists
are controlled for reliability and adherence by supervis-
ing trainers. In regular intervals (once per month), con-
ference calls for raters and therapists each are conducted
for supervision to minimize the differences between the
centers. For adherence assessment, two time slots (90
min each) of each therapy session will be videotaped. Of
each treatment group, three sessions per therapist will
be randomly selected and evaluated to measure the ad-
herence to treatment protocol by independent clinicians
blind to the diagnosis and treatment condition. To con-
trol for reliability, about 30% of SCID and LIFE inter-
views will also be taped and evaluated by a second
clinician.

To ensure the performance according to the study
protocol and the quality of the study, monitors visit each
site and evaluate using the SOP and CRF at several
points (1 during the initiating phase, and at least 1 dur-
ing accrual time). The monitors check the completeness
and plausibility of the data and align the study data to
the original data (source data verification). This is ac-
complished by accessing the original subjects’ charts.
The subjects give their permission for this procedure
within the informed consent form. The monitor writes a
protocol focusing on deviation from the SOP. Each study
center is bound to correct any deviation from the SOP
as soon as possible.

Safety aspects

The clinical course of bipolar disorders implies relapses
of high risk across the duration of the research. All study
contributors assure to observe participant psychopath-
ology carefully at each point of contact. Patients are en-
rolled in the study during a euthymic phase of the
bipolar disorder; however, it is to be expected that de-
pressive and/or manic episodes may occur during the
course of the study and the occurrence of the same does
not imply study discontinuation. As long as individuals
are capable of participating in the group format, they are
welcome to participate in the group therapy days. In
critical health situations, the group therapist may offer
an individual therapy session to provide additional prac-
tical and therapeutic support. All additional psycho-
therapeutic contact with the participants has to be noted
down on the study protocol. If required, participants will
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be supported in liaising with and securing inpatient
medical care.

The study follows a strict procedural protocol, and
professional observations and communications with pa-
tients about their health issues during the study partici-
pation are a basis of correct clinical decisions. All
contributors are familiar with the protocol and commu-
nicate about serious adverse events (SAEs) with the local
principal investigator immediately irrespective of
whether the event is causally related to the study. SAEs
are defined as all fatal or life-threatening events (e.g.,
suicidal attempt), events that cause hospitalization or
longer duration of hospitalization, or events that cause
grave disabilities. The local study site is required to
document and report SAEs immediately to the central
study site. A report is kept in the study file of the
participant.

The study has an internal safety board, independent
study-related monitors, and an international advisory
board (DSMC) as a steering committee. The day-to-day
adherence to the study protocol is monitored by the re-
spective principal investigator at each participating insti-
tution, who engages in a fortnightly telephone
conference where procedural and logistical matters are
discussed under the supervision of the head center and
principal investigator (PI). In addition, the head center
monitors the adherence to the protocol, data assessment,
and processing by visiting study centers upon their initi-
ation and yearly throughout the course of the study. At
these visits, permission to proceed and requirements to
implement necessary changes are discussed both verbally
and with written feedback (i.e., via email). The PI then
monitors the implementation of necessary changes to
meet the protocol requirements. A Data Monitoring
Committee (DMC) will be installed consisting of an in-
dependent statistician and two supporting clinical
psychologists.

Ethical issues and considerations

In regard to the protection of patients’ data, all pa-
tient files are stored in locked cabinets and rooms in
line with the university or clinic’s local policies and
legal requirements. A code is assigned to each study
patient, which is used to file assessment and treat-
ment information in the central server and data man-
agement system. Data management and analyses are
entirely confidential and under no circumstances in-
cludes the name or personally identifying information
of an individual patient.

A number of ethical considerations are relevant to the
current study. It is notable that the study comprises a
group therapy comparison with a targeted intervention
(SECT) comparable to an active control group (EFST).
Ethically, this is preferable to a classical controlled study,
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i.e., where patients are assigned to a waiting list, no
treatment, or offered treatment as usual. Similar to in
SECT, EFST participants receive an information booklet
at the start of the intervention and while EFST therapists
do not offer the tailored intervention topics such as in
SECT, EFST therapists utilize all general therapeutic
skills at their disposal and as per their therapy training,
e.g., focusing on patients’ emotional experiences, reinfor-
cing positive coping and strengths. Further, EFST thera-
pists do not withhold illness-related information when
requested by the patient. Psychoeducation is considered
a key component in both therapy conditions.

This study hypothesizes that SECT may be a preferen-
tial intervention to EFST. SECT is tailored for bipolar
patients based on the existing empirical evidence and
clinical factors. However, it should be noted that the
intervention in its current form—while considered
safe—as of yet lacks empirical support. The monthly
workshop format of the intervention is also novel. In
other patient groups receiving individual therapy, less
frequent sessions appear to impact outcomes negatively
(e.g., PTSD and depressed patients, see [34, 35]). How-
ever, this may not be the case for patients in remission
as has been shown in some studies (e.g., [36]). Indeed,
the monthly format is proposed to increase opting-in,
particularly for patients living in more rural areas who
may have long distances to travel in order to engage in
therapy. While therapy is only offered once a month, it
should be noted that the “dosage” of therapy is relatively
high, with an 8-h day being equivalent to 42-h sessions a
week within a month. However, it is ethically notable
that participants may not engage in individual psycho-
therapy external to the study in the 6 months prior to or
during the course of the intervention. In instances where
patients wish to commence individual psychotherapy
during their study participation, patients are free to exer-
cise their right to drop out and are considered to be lost
to attrition. Despite this, it cannot be ruled out that pa-
tients’ knowledge of these exclusion criteria does not in-
form their own choice to forgo individual psychotherapy
during their participation in the trial.

It is important to acknowledge that as with all
RCTs, the current study involved the randomization
of patients to either an active or (relatively) passive
therapy condition. It is inevitable that clinicians may
have an intuition or preference as to which condition
may serve the patient’s interests at a given stage in
the course of their illness. To eliminate the possibility
of such preferential treatment against the interests of
the study and research ethics, randomization is
blindly completed by the lead study center (who only
receives the patient’s age, gender, and number of past
episodes to inform the normal distribution of the
treatment groups).
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Discussion

To our knowledge, this is the first multicenter RCT that
compares two active psychotherapies in the early stage
of bipolar disorder. We hypothesize that a specific, edu-
cational, cognitive therapy (SECT) will be superior to a
supportive (EFST) group therapy regarding the time to
relapse into a manic or depressive episode. The second
aim of this study is to measure the effect of our inter-
ventions on other outcome parameters (social function-
ing) and further, to identify clinical and neurobiological
predictors for successful psychotherapeutic interventions
in bipolar disorders.

One limitation of the study might be the relatively
new treatment format: Instead of weekly group sessions,
we provide participants with four daylong workshops,
mostly offered on Saturdays. This facilitates us to access
and recruit a broader sample of patients living at a
greater distance from the study sites. As the standard
care and availability of specialized services for bipolar
disorder vary significantly dependent on whether one
lives in an urban or rural area, providing a therapeutic
service which is accessible to a broader catchment area,
is of great importance. Consequently, designing an inter-
vention concept that is accessible to patients living far
away from university hospitals and specialized service
centers, which tend to be based in urban areas, reflects a
unique strength of the study.

Both treatment manuals were finalized shortly before
the beginning of the study and hence no data exists on
the acceptance of the interventions. A pre-existing CBT
manual in our group [15] has been elaborated upon by
integrating elements of mindfulness and metacognitive
training that had been successfully tested in a pilot study
[12] in a cohort of patients with late-stage bipolar dis-
order. Therefore, it is conceivable that the positive ef-
fects in our pilot study cannot be generalized or
replicated in a different sample. The EFST treatment
manual has been developed closely in line with the one-
to-one therapy manual in our previous study [17]. Al-
though the manuals are inspired by those for individual
treatment, where they proved to be effective, this does
not necessarily mean that we can expect the same results
in a group setting. Indeed, we cannot exclude the possi-
bility that the group condition influences the modality of
the treatment in a significant way. Furthermore, it is
questionable as to whether the recruitment of patients,
many of whom are already known to psychiatric services
at the various study sites, implies a particularly
homogenous sample: Those individuals with bipolar dis-
order who do not take advantage of professional medical
advice or seek out psychotherapeutic support may re-
spond to therapy in a different way.

A further concern is the within-group variability, aris-
ing from heterogeneity across the spectrum of bipolar
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diseases. According to previous research [37], different
personality styles within major depressive disorder
(MDD) have an influence on how patients respond to
therapy and whether they adhere to treatment. By distin-
guishing two personality types within MDD, the authors
have shown that patients with increased self-criticism
may be inhibited by structured therapies such as
cognitive-behavioral therapy. It is quite conceivable that
adherence is similarly influenced by different personality
types in bipolar disorder. As we compare two different
forms of therapy, one more structured (SECT) than the
other (EFST), without assessing the personality traits of
patients, we cannot report on to what extent there may
be a reciprocal influence. In addition, aspects such as
variability of group size and the degree of the structure
may play a more significant role and may have a nega-
tive impact on the outcome. Another limitation may
arise from the uncertainty regarding whether patients,
despite awareness of the exclusion criteria regarding
concurrent individual psychotherapy parallel to the
study, may choose to discretely engage in one-to-one
therapy, which could influence the results. Furthermore,
we do not assess patients’ preceding therapy experiences,
which may result in within-group variability: Someone
with an initial maniEFSTation and no therapy experi-
ence may respond differently to the intervention from
someone with accumulated years of therapeutic care. Fi-
nally, although there have been various attempts to cre-
ate uniform conditions across the various study centers,
a multicenter study always bears the risk of a certain
variability that cannot be ruled out completely.

One strength of our study lies in the profound experi-
ence of the authors in planning and implementing multi-
center RCTs in psychotherapy with an emphasis on
affective disorders. The second strength is the fact that
the study is embedded in the “Network for the Research
in Psychiatric Diseases” funded by the Federal Ministry
for Education and Research (BMBF). This network
merged the most active academic centers for bipolar dis-
order research in Germany with significant funding to
address the research agenda. For instance, a unique elec-
tronic study platform has been established for this pro-
ject. This platform has since enabled the network to
improve and simplify data collection and management
over the study centers which are distributed nationwide
in Germany.

This accumulation of expertise and great logistical
support enables us to conduct the biggest RCT in the
field of psychotherapy in bipolar disorders to date. On
the basis that the study is conducted across multiple
sites, we have managed to recruit a large sample size
and to create a setting that enables the inclusion of pa-
tients from both urban and more difficult-to-reach rural
areas. With recruitment of 300 bipolar patients in
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Table 2 Ethical approval bodies and approval reference
numbers at participating study sites

Ethics committee Reference number

Eberhard Karls University Tibingen 235/2014BO1
Charité Berlin EA1/105/17
Medical School Brandenburg, Neuruppin Z-01-170614
University Hospital Carl Gustav Carus Dresden EK 306072015
Ruhr University Hospital Bochum 15-5479
University Medical Center Hamburg-Eppendorf MC-184/15
University Medical Centre Géttingen 29/2/16
Philipps University Marburg Studie 30/15
Ludwig Maximilians University Munich 506-15
Goethe University Frankfurt 253/15

remission, we are in a position to examine a wide range
of scientific questions beyond our primary hypothesis,
especially the search for clinical and neurobiological
(fMRI) predictors for psychotherapeutic success.

Trial status
Protocol version number: 2.0 | date: 1 September 2017.
Recruitment started on 01 August 2015; the first group
of patients was randomized in November 2015. All study
sites are active since October 2017. The approximate
date when recruitment will be completed will be 31 De-
cember 2019. The follow-ups of study participants will
end in January 2020.

Abbreviations

ASRM: Altman Self-Rating Mania Scale; CBT: Cognitive behavioral therapy;
DGBS: Deutsche Gesellschaft fiir Bipolare Stérungen; EFST: Emotion-Focused
Supportive Therapy (German term: Férdernde Emotionsfokussierte
Supportive Therapie); GAF: Global Assessment of Functioning; HR: Hazard
ratio; ITT: Intent-to-treat group; LIFE: Longitudinal Interval Follow-up Evalu-
ation; MWT: Mehrfachwahl-Wortschatz-Intelligenztest; PP: Per-protocol group;
PI: Principal investigator; QIDS-C: Quick Inventory of Depressive
Symptomatology clinician form; QIDS-SR: Quick Inventory of Depressive
Symptomatology self-report form; SAEs: Serious adverse events;

SCID: Structured Clinical Interview for DSM; SECT: Specific Emotional-
Cognitive Therapy (German term: Spezifische Emotional-Kognitive Therapie);
YMRS: Young Mania Rating Scale

Acknowledgements
Not applicable.

Authors’ contributions

TJS: conception of the study design, conception of the intervention
elements, and drafting of the work. JCZ: conception of the study design,
quality management for the study procedures, and drafting of the work.
GOM: revision of the application, design of the work, and substantial revision
of the manuscript. LMS: development of the intervention elements and
substantial revision of the manuscript. MH: conception, study design, project
manager, and substantial revision of the manuscript. The authors read and
approved the final manuscript.

Funding
This project was funded by the German Federal Ministry of Education and
Research (bmbf), funding code: 0TEE1404C.

Page 10 of 11

The design of the study; collection, analysis, and interpretation of the data;
and writing of the manuscript were conducted by the authors
independently of the funding body.

Availability of data and materials
The data is not available until the main results are published.

Ethics approval and consent to participate

The local ethics committee at each participating center reviewed and
approved the study (see Table 2). The trial is planned and conducted in line
with the relevant national and international requirements including good
clinical practice guidelines, Declaration of Helsinki, and Data Protection Law
and recently updated in line with the European Union’s General Data
Protection Regulation (GDPR).

Written informed consent will be obtained from all study participants.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details

'Department of Clinical Psychiatry and Psychotherapy, Brandenburg Medical
School Theodor Fontane, Neuruppin, Germany. “Department of Psychiatry
and Psychotherapy, Charité University Medicine, Berlin, Germany.
*Department of Psychology, Clinical Psychology and Psychotherapy,
University of Tbingen, Ttbingen, Germany.

Received: 28 May 2019 Accepted: 22 September 2020
Published online: 13 October 2020

References

1. Geddes JR, Miklowitz DJ. Treatment of bipolar disorder. Lancet. 2013;
381(9878):1672-82.

2. Muhlig S, Hautzinger M, et al. Cochrane review of cognitive behavioral
therapies with bipolar disorder. Metaanal Res Rep (under review). 2013.

3. Scott J, Colom F, Vieta E. A meta-analysis of relapse rates with adjunctive
psychological therapies compared to usual psychiatric treatment for bipolar
disorders. Int J Neuropsychopharmacol. 2007;10(1):123-9.

4. Berk M, Post R, Ratheesh A, Gliddon E, Singh A, Vieta E, et al. Staging in
bipolar disorder: from theoretical framework to clinical utility. World
Psychiatry. 2017;16(3):236-44.

5. Meyer TD, Hautzinger M. Cognitive behaviour therapy and supportive
therapy for bipolar disorders: relapse rates for treatment period and 2-year
follow-up. Psychol Med. 2012;42(7):1429-39.

6. 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 Psychiatr. 2005;162(2):324-9.

7. Scott J, Marwaha S, Ratheesh A, Macmillan I, Yung AR, Morriss R, et al.
Bipolar at-risk criteria: an examination of which clinical features have
optimal utility for identifying youth at risk of early transition from
depression to bipolar disorders. Schizophr Bull. 2016;43(4):737-44.

8. Pfennig A, Leopold K, Ritter P, Bohme A, Severus E, Bauer M. Longitudinal
changes in the antecedent and early maniEFST course of bipolar
disorder—a narrative review of prospective studies. Aust N Z J Psychiatry.
2017;51(5):509-23.

9. Bonnin CM, Torrent C, Arango C, Amann BL, Sole B, Gonzalez-Pinto A, et al.
Functional remediation in bipolar disorder: 1-year follow-up of
neurocognitive and functional outcome. Br J Psychiatry. 2016;208(1):87-93.

10.  Torrent C, Bonnin CDM, Martinez-Aran A, Valle J, Amann BL, Gonzélez-Pinto
A, et al. Efficacy of functional remediation in bipolar disorder: a multicenter
randomized controlled study. Am J Psychiatry. 2013;170(8):852-9.

11. Lewandowski KE, Sperry SH, Cohen BM, Norris LA, Fitzmaurice GM, Ongur D,
et al. Treatment to enhance cognition in bipolar disorder (TREC-BD): efficacy
of a randomized controlled trial of cognitive remediation versus active
control. J Clin Psychiatry. 2017;78:e1242-€9.

12. Haffner P, Quinlivan E, Fiebig J, Sondergeld LM, Strasser ES, Adli M, et al.
Improving functional outcome in bipolar disorder: a pilot study on
metacognitive training. J Clin Psychiatry. 2018;25(1):50-8.



Stamm et al. Trials (2020) 21:845 Page 11 of 11

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

13. Gomes BC, Rocca CC, Belizario GO, Lafer B. Cognitive-behavioral
rehabilitation vs. treatment as usual for bipolar patients: study protocol for a
randomized controlled trial. Trials. 2017;18(1):142.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

35.

36.

37.

Vallarino M, Henry C, Etain B, Gehue LJ, Macneil C, Scott EM, et al. An
evidence map of psychosocial interventions for the earliest stages of bipolar
disorder. Lancet Psychiatry. 2015;2(6):548-63.

Meyer T, Hautzinger M. Bipolare Stérung. Kognitiv-verhaltenstherapeutisches
Behandlungsmanual. Weinheim: Beltz; 2004.

Schaub A, Bernhard B, Gauck L. Kognitiv-psychoedukative Therapie bei
bipolaren Erkrankungen: ein Therapiemanual. Géttingen: Hogrefe; 2004.
Neimeyer RA. Techniques of grief therapy: creative practices for counseling
the bereaved. New York: Routledge; 2012.

Parikh SV, Zaretsky A, Beaulieu S, Yatham LN, Young LT, Patelis-Siotis |, et al.
A randomized controlled trial of psychoeducation or cognitive-behavioral
therapy in bipolar disorder: a Canadian Network for Mood and Anxiety
Treatments (CANMAT) study [CME]. J Clin Psychiatry. 2012,73(6):803-10.
Perich T, Manicavasagar V, Mitchell PB, Ball J, Hadzi-Pavlovic D. A
randomized controlled trial of mindfulness-based cognitive therapy for
bipolar disorder. Acta Psychiatr Scand. 2013;127(5):333-43.
Sanchez-Moreno J, Martinez-Aran A, Vieta E. Treatment of functional
impairment in patients with bipolar disorder. Curr Psychiatry Rep. 2017;19(1):3.
Grawe K. Griinde und Vorschlage fir eine allgemeine Psychotherapie.
Psychotherapeut. 1999;44(6):350-9.

Grawe K. In: Petermann F, Reinecker H, editors. Allgemeine psychotherapie.
Gottingen: Hogrefe; 2005. p. 294-310.

Wittchen H-U, Zaudig M, Fydrich T. SKID. Strukturiertes Klinisches Interview
flr DSM-IV. Achse | und Achse II. Handanweisung. Gottingen: Hogrefe; 1997.
Young RC, Biggs JT, Ziegler VE, Meyer DA. A rating scale for mania:
reliability, validity and sensitivity. Br J Psychiatry. 1978;133:429-35.

Altman EG, Hedeker D, Peterson JL, Davis JM. The Altman self-rating mania
scale. Biol Psychiatry. 1997;42(10):948-55.

Rush AJ, Trivedi MH, Ibrahim HM, Carmody TJ, Arnow B, Klein DN, et al. The
16-item Quick Inventory of Depressive Symptomatology (QIDS), clinician
rating (QIDS-C), and self-report (QIDS-SR): a psychometric evaluation in
patients with chronic major depression. Biol Psychiatry. 2003;54(5):573-83.
American Psychiatric Association. Diagnostic and statistical manual of
mental disorders: DMS-IV: American Psychiatric Association; 1994.

Vieta E, Torrent C, Macneil C, Martinez-Aran A. Functioning Assessment
Short Test (FAST). Cambridge: Cambridge University Press; 2014.

Lehrl S. Mehrfachwahl-Wortschatz-Intelligenztest: MWT-B. 5th ed. Balingen:
Spitta; 1999.

Keller MB, Lavori PW, Friedman B, Nielsen E, Endicott J, McDonald-Scott P,
et al. The Longitudinal Interval Follow-up Evaluation: a comprehensive
method for assessing outcome in prospective longitudinal studies. Arch
Gen Psychiatry. 1987,44(6):540-8.

Chan A-W, Tetzlaff JM, Altman DG, Laupacis A, Ggtzsche PC, Krleza-Jeri¢ K,
et al. SPIRIT 2013 statement: defining standard protocol items for clinical
trials. Ann Intern Med. 2013;158(3):200-7.

National Collaborating Centre for Mental Health. Bipolar disorder: the
management of bipolar disorder in adults, children and adolescents, in
primary and secondary care. Leicester: British Psychological Society; 2006.
Jahn-Eimermacher A, et al. Sample size in cluster-randomized trials with
time to event as the primary endpoint. Stat Med. 2013;32(5):739-51.
Bruijniks SJ, Bosmans J, Peeters FP, Hollon SD, van Oppen P, van den
Boogaard M, et al. Frequency and change mechanisms of psychotherapy
among depressed patients: study protocol for a multicenter randomized
trial comparing twice-weekly versus once-weekly sessions of CBT and IPT.
BMC Psychiatry. 2015;15(1):137.

Gutner CA, Suvak MK Sloan DM, Resick PA. Does timing matter? Examining
the impact of session timing on outcome. J Consult Clin Psychol. 2016;
84(12):1108.

Frank E, Kupfer DJ, Buysse DJ, Swartz HA, Pilkonis PA, Houck PR, et al.
Randomized trial of weekly, twice-monthly, and monthly interpersonal
psychotherapy as maintenance treatment for women with recurrent
depression. Am J Psychiatr. 2007;164(5):761-7.

Meganck R, Desmet M, Bockting C, Inslegers R, Truijens F, De Smet M, et al.
The Ghent Psychotherapy Study (GPS) on the differential efficacy of
supportive-expressive and cognitive behavioral interventions in dependent
and self-critical depressive patients: study protocol for a randomized
controlled trial. Trials. 2017;18(1):126.

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions




	Abstract
	Background
	Methods
	Discussion
	Trial registration

	Background
	Methods
	Aims and hypotheses
	Design and procedure
	Setting and participants
	Randomization
	Blinding
	Intervention
	Specific Emotional-Cognitive Therapy
	Emotion-Focused Supportive Therapy
	Assessments/measures
	Primary and secondary outcome measures
	Sample size calculation
	Statistical analysis
	Additional analyses
	Quality assurance, blinding, monitoring, and methods against bias
	Safety aspects
	Ethical issues and considerations

	Discussion
	Trial status
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

