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Abstract

Background The reduction of goal-directed behavior is the main characteristic in motivational negative symptoms
of psychosis as it accounts for the long-term decline in psychological well-being and psychosocial functioning.
However, the available treatment options are largely unspecific and show only small effects on motivational negative
symptoms. Interventions that directly target the relevant psychological mechanisms are likely to be more effective.
For“Goals in Focus’, we translated findings from basic clinical research on mechanisms underlying motivational nega-
tive symptoms into a tailored and comprehensive novel psychological outpatient treatment program. With this study,
we will test the feasibility of the therapy manual and the trial procedures. We also aim to examine first estimates of
the effect size that can be expected from “Goals in Focus”to inform the sample size calculation of a subsequent fully
powered trial.

Methods Thirty participants diagnosed with a schizophrenia spectrum disorder and at least moderate motivational
negative symptoms will be randomly assigned to either 24 sessions of “Goals in Focus” over the course of 6 months
(n = 15) or to a 6-month wait-list control group (n = 15). Single-blind assessments will be conducted at baseline (t,)
and 6 months after baseline completion (t;). Feasibility outcomes include patient recruitment, retention, and attend-
ance rates. Acceptability will be rated by trial therapists and by participants at end of treatment. Primary outcome for
effect size estimation is the motivational negative symptom subscale sum score of the Brief Negative Symptom Scale
at t; corrected for baseline values. Secondary outcomes include psychosocial functioning, psychological well-being,
depressive symptoms, expressive negative symptoms, negative symptom factor scores, and goal pursuit in everyday
life.

Discussion The feasibility and acceptability data will be used to improve trial procedures and the “Goals in Focus”
intervention where necessary. The treatment effect on the primary outcome will provide the basis for the sample size
calculation for a fully powered RCT.

Trial registration 1) ClinicalTrials.gov, NCT05252039. Registered on 23 February 2022.
2) Deutsches Register Klinischer Studien, DRKS00018083. Registered on 28 August 2019.
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Background

Apathy, anhedonia, and social withdrawal constitute the
motivational factor of negative symptoms [1, 2] and are
evident in approximately 60% of people with psychotic
disorders [3]. Compared to positive symptoms and the
expressivity factor of negative symptoms (i.e., alogia and
blunted affect), motivational negative symptoms account
for the reduced levels of long-term functioning [4, 5] and
the low quality of life [6, 7]. Consequently, both clinicians
[8] and patients [9] consider motivational negative symp-
toms an important treatment target.

Several meta-analyses found that psychological
approaches, such as cognitive behavior therapy (CBT),
social skills training, and cognitive remediation, can
alleviate motivational negative symptoms, however,
with only small to moderate effect sizes [10-14]. Rea-
sons for these rather unsatisfying effect sizes could be
that the available interventions were either not derived
from empirical knowledge about negative symptoms and
that each intervention targets only single factors, e.g.,
social skills [15], beliefs [16], or goal pursuit [17, 18].
Also, emerging qualitative research has emphasized the
importance of user involvement in the development of
interventions for psychosis [19, 20]. Meanwhile, empiri-
cal research on psychological mechanisms of moti-
vational negative symptoms has gained momentum.
This has considerably refined and extended our under-
standing of the factors that are likely to be relevant to
the formation and maintenance of negative symptoms.
This research now provides a comprehensive set of fac-
tors that can be, and in our view should be, addressed
by psychological interventions. As we will outline in the
following, these include goal setting, altered reward pro-
cessing, anticipatory anhedonia, demotivating beliefs as
well as reduced social and problem-solving skills (for an
overview see [21]).

Goal setting. Even though people with negative symp-
toms set personal life goals [22], they report difficulties
initiating and maintaining behavior towards goal reali-
zation [23]. More fine-grained analyses of short-term
goals in a subclinical sample in daily life indicate an
association between negative symptoms and setting too
many avoidance goals [24]. This is likely to explain the
reduced approach-oriented [25] and increased avoid-
ance-oriented behavior [26]. In addition to these inter-
nal challenges, several external challenges, such as social
deprivation [27] and stigmatization [28, 29], may render
it more difficult to set approach-focused goals in this

population [30]. Thus, effective psychosocial interven-
tions aimed at optimizing goal pursuit ideally need to
address both internal and external challenges. This could
be done by encouraging the setting of personally mean-
ingful, specific, measurable, attractive, realistic, and time-
bound approach goals that are also suited to optimize the
individuals’ external social situation.

Altered reward processing. People with motivational
negative symptoms have also been found to display prob-
lems in reinforcement learning [26, 31, 32], prediction
of reward cues, generating, updating, and maintaining
value representations [33-36], exploratory behaviors with
uncertain reward-outcomes [37], and unfavorable trade-
offs in effort-value computations [5, 33, 34, 38]. Inter-
vention targets that can be derived from this research on
reward processing include training the mental represen-
tation of a reward and developing an accurate estimation
of the effort necessary to achieve a goal.

Anticipatory anhedonia. Recent reviews point towards
a reduced ability to anticipate pleasure for future events
in people with negative symptoms [39, 40], despite
intact ability to experience in-the-moment pleasure [41].
This problem in anticipatory pleasure has been found
to mediate the translation of goal intentions into goal-
directed behavior [42]. Research from basic neuroscience
has found that the anticipation of positive future events
draws strongly on the ability to recall pleasant episodic
memories [43]. However, this ability has also been found
to be reduced in people with negative symptoms [44, 45].
Taken together, this research indicates that improving
anticipatory anhedonia could be a key to improve moti-
vation. This could be achieved by supporting the recall of
episodic memories about similar past pleasurable experi-
ences [46] and by building on the intact ability to experi-
ence consummatory pleasure [47, 48].

Demotivating beliefs. Demotivating beliefs about self
(self-defeating beliefs), others (social indifference beliefs),
and the future (low expectancy of pleasure) (see [49-52])
have been found to account for one third of variance in
amotivation [44, 52] and to impede the willingness to
exert effort [53]. Particular attention has been given to a
specific aspect of self-defeating beliefs, namely, defeatist
performance beliefs (e.g., “If you cannot do something
well, there is little point in doing it at all”) that are associ-
ated with a reduced level of functioning [54]. It follows
that identifying, challenging, and gradually modifying
these specific beliefs could be another promising treat-
ment approach.
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Reduced interpersonal and problem-solving skills.
Impaired social skills and social cognition have long been
associated with motivational negative symptoms [55, 56].
Targeting social skills has been shown to improve nega-
tive symptoms [57-59]. Similarly, difficulties in the abil-
ity to solve problems in an effective and timely manner
have been repeatedly found to be associated with psy-
chosis in general [60] and negative symptoms specifically
[61]. Training of problem-solving skills has also become
a well-established approach in the treatment of psycho-
sis [62, 63]. Accordingly, effective interventions for peo-
ple with negative symptoms would be advised to include
a focus on problem-solving skills and to encourage the
translation of these skills into daily life.

We argue that each of these factors contributes to the
observed difficulties of patients with negative symptoms
in pursuing personally meaningful goals. It follows that
interventions that specifically target these factors are
likely to be more successful in reducing motivational
negative symptoms than less specific interventions, such
as behavioral activation and cognitive therapy. Given that
each of these factors is associated with negative symp-
toms but none of them can fully account for negative
symptoms, we also expect approaches addressing several
of these factors to be superior to interventions that focus
on a single factor. This expectation is corroborated by the
fact that approaches that have targeted several of these
factors, e.g., by combining cognitive interventions with
social skills training [64] or with interventions target-
ing anhedonia [65-67], tend to produce more promising
effects. In addition, given that the factors driving amoti-
vation might vary between patients, we argue that inter-
vention approaches will more likely be effective if their
focus can be flexibly adjusted to the individual needs of
a given patient [21]. However, to our knowledge, there
is no approach that addresses the full range of relevant
mechanisms in a customizable manner.

On that account, we developed a novel comprehensive,
individualized cognitive behavioral outpatient interven-
tion (“Goals in Focus”) that supports patients in specify-
ing attainable personal goals and overcoming obstacles in
goal pursuit. The intervention aims at supporting patients
to realize personally meaningful goals by addressing
reward processing, anticipatory pleasure, demotivating
beliefs, and social and problem-solving skills.

With this feasibility trial, we aim to test the feasibil-
ity (ie., referrals, eligibility rate, number of consent-
ing participants, retention rate, attendance rate, dose of
intervention, data attrition, and treatment adherence)
and acceptability (i.e., drop-out rate, number of adverse
events, participants’ and therapists’ satisfaction) of the
therapy manual and trial procedures as well as to obtain
first estimates of the effect size that can be expected from
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“Goals in Focus” (i.e., extent of change in motivational
negative symptoms as primary outcome) to inform the
sample size calculation for a fully powered clinical trial.

Methods

This trial protocol was developed in accordance with the
Consolidated Standards of Reporting Trials (CONSORT)
and the Standard Protocol Items: Recommendations for
Interventional Trials (SPIRIT) 2013 Statement [68, 69].
For the SPIRIT checklist, see supplement S1.

Service user involvement

Two service users and two therapists tested a first version
of “Goals in Focus” before this pilot trial and provided
feedback on the intervention. The adaptations suggested
by the service users were to switch the order of instru-
ments within the assessment phase and to start with the
biographical anamnesis, followed by the situational anal-
yses. These suggestions were discussed with the research
team and implemented in the current version of “Goals
in Focus” For the current trial, a qualitative user survey
will be used at the end of treatment to collect partici-
pants’ suggestions for improvement of “Goals in Focus”.

Study design

The study is conducted as a single-blind, parallel-group,
randomized wait-list controlled feasibility trial (see Fig. 1
for study plan and assessment schedule) implemented
at the psychology outpatient clinic at Universitit Ham-
burg. The trial received approval from the ethics com-
mittee of the chamber of psychotherapists Hamburg
(03/2020-PTK-HH) and has been preregistered at Clini-
calTrials.gov (Identifier: NCT05252039) and Deutsches
Register Klinischer Studien (Identifier: DRKS00018083).
Any modifications to the protocol will be logged using
these identifiers and, if required, will be communicated
with the participants and secured by amendments to
ethical approval. Outcomes will be measured at baseline
(¢,) and 6 months after baseline assessment (¢;). Table 1
provides an overview of the trial design and assessment
instruments. Recruitment started in 2020 and is planned
to terminate in autumn 2023.

Participants

Eligibility criteria

Eligible participants: (1) meet a diagnosis of a schizo-
phrenia spectrum disorder (confirmed by the Struc-
tured Clinical Interview for DSM-5 Clinical Version
(SCID-5-CV [70], German version [71]); (2) report at
least moderate motivational negative symptoms, i.e.,
scores > 3 (“moderate”) in two items or > 4 ( “mod-
erately severe”) in one item of the “motivation and
pleasure factor” of the Brief Negative Symptom Scale
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Table 1 Schedule of enrolment, interventions, and measures at baseline- and 6-months-assessment (SPIRIT guidelines, 2013) [62, 63]

Study period

baseline-assessment to

6-months-assessment ti

Enrolment
session on study information
informed consent
eligibility screening
Interventions
Goals in Focus Therapy
waitlist control

Primary Clinical Outcome
Motivation and pleasure factor of
the BNSS

Secondary Clinical Outcomes
Specific facets of negative
symptoms (BNSS avolition,
anhedonia, asociality, blunted
affect, alogia)

RFS
GAF
WEMWBS

CDSS

Ecological momentary assessment

of goal pursuit in daily life
Further assessments

SCID

PSYRATS

questionnaire on demographics

changes in medication

adverse events
questionnaire on acceptance
(participants)

questionnaire on feasibility
(therapists)

[
([ ]
([ ]
® Py
[ ®
([ ] ([ ]
[ ] [ ]
([ ] ([ ]
[ ] [ ]
[ ] [ ]
[ [ ]
([ ] ([ ]
[
[ [
[ [
P Py
@ ®
e Py
@ ®
[ ]
[ ]

BNSS Brief Negative Syndrome Scale, RFS Role Functioning Scale, GAF Global Assessment of Functioning Scale, WEMWBS Warwick-Edinburgh Mental Well-Being Scale,
CDSS Calgary Depression Rating Scale for Schizophrenia, SCID Structured Clinical Interview for DSM-5, PSYRATS Psychotic Symptoms Rating Scales
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(n= still ongoing)

patients at outpatient department of university Hamburg
reporting motivational negative symptoms and interest in
study participation during initial clinical interview

(n= still ongoing)

session on study information

excluded (n= still ongoing)

— refused to participate
— other reasons

Enrollment

excluded (n= still ongoing)

baseline-assessment
primary and

outcomes (n= still ongoing)

(t,) for

SECOlldal'y N — not meeting inclusion

criteria
— refused to participate

— other reasons

randomization

(n= still ongoing)

Randomization

T~

goal-focused CBT

(“Goals in Focus™; intervention
group. n= still ongoing)

Waitlist-control

(control group, n= still
ongoing)

discontinued
intervention

ization

reasons

Treatment Allocation

(n= still ongoing)
- rehospital-

- drop-out, other

lost to assessment
(n= still ongoing)

y

n=still ongoing)

6-months-assessment (t;) for primary and secondary
outcomes (at 6 months post baseline-assessment completion;

Fig. 1 Trial flow diagram

(BNSS) [72, 73]—cut-off criterion was selected based
on previous studies with comparable design [18, 74];
(3) be aged between 16 and 85 years; (4) have suffi-
cient skills in German language to participate in psy-
chological therapy (no requirement to speak German
fluently); (5) be able to engage in weekly therapy ses-
sions of 50 min; (6) prioritize the reduction of negative
symptoms as their current goal for treatment, and (7)
be able to give informed consent to participate in the
trial. Participants are excluded if they (1) are an imme-
diate and serious risk of harm to themselves or others;

(2) have a comorbid diagnosis of alcohol or substance
use disorder; (3) report intake of Benzodiazepines for
>2 days per week (given that potential side-effects, such
as drowsiness and affect motivation), or (4) currently
receive any other therapy for motivational negative
symptoms.

Recruitment, randomization, and blinding

Participants are recruited from outpatient settings
in Hamburg (i.e., clinical psychologists and psychia-
trists in private practice, social services), psychiatric
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clinics, and local self-help groups. Participants are
either referred to the study by practitioners or via
self-referral.

Enrolled and potentially eligible participants are
invited for a study information meeting with a trial
therapist. The participant will receive a copy of the
participant information sheet which provides detailed
information about the aims of the study and trial pro-
cedures. Participants are given the opportunity to ask
questions. Following the information meeting, partici-
pants have sufficient time (24 h to 1 week) to consider
their participation. After providing informed consent,
participants meet with a trial rater who assesses eligi-
bility and completes the baseline assessment with eli-
gible participants. Clinical interviews are conducted
by trial raters (psychologists in clinical training with
at least master’s degree). All raters have already under-
gone training in basic therapeutic skills, such as assess-
ment and building rapport. All raters receive a 4-h rater
training by the trial manager on all of the observer-
rated measures used in this trial. Allocation to either
treatment- or wait-list control group is conducted (1:1)
using permuted blocks of 4, 6, and 10 to reduce pre-
dictability of the sequence. The randomization sched-
ule is generated and preserved by an assistant of the
work group who is not otherwise involved in trial pro-
cedures. The trial manager is informed about the par-
ticipant’s group allocation and notifies the participant
and the responsible trial therapist.

Blinding of participants is not possible due to the
nature of this study. Because trial raters work in the
same facilities as trial therapists (i.e., they attend weekly
team meetings, meet patients on the hallway, etc.), they
also cannot be reliably blinded. Therefore, each assess-
ment is video-recorded and rated by an independ-
ent second rater blinded to group allocation and time
of assessment. At the beginning of each assessment,
participants are reminded to not disclose their group
allocation. Video sequences that could reveal the par-
ticipant’s allocation or point of assessment are deleted
before the secondary rating. Secondary raters are asked
to record any breaks of blinding, even if the break is
equivocal. Putatively unblinded raters are asked to guess
the allocation group for the respective participant. Con-
firmed breaks in blinding of raters follow a standard
operating procedure to maintain blind outcome assess-
ments by reallocating “blind” raters for the respective
secondary rating, therefore not biasing results.

Sample size

An a priori power calculation is not appropriate for this
feasibility trial as the study aim is not to test efficacy.
Nonetheless, we aim to examine first effect size estimates

Page 6 of 14

of “Goals in Focus” on our primary and secondary out-
comes. These estimates will inform the sample size cal-
culation for a future fully powered RCT. Based on the
recommendations for feasibility studies [75] and on exist-
ing feasibility trials in this field [76, 77], the target for this
feasibility study was set at N = 30 participants (n = 15
intervention group; n = 15 wait-list control group).

Interventions

Explanation for the choice of comparators

A two-arm, randomized wait-list controlled design was
chosen to control for spontaneous remission and to test
whether “Goals in Focus” is superior to wait-list control
in reducing motivational negative symptoms in patients
with psychosis.

Wait-list control group

Participants randomized to the “wait-list control group”
will be contacted again after 6 months for post-assess-
ment and then offered the “Goals in Focus” intervention.
These participants will also be informed that they may
use other pharmacological or psychosocial mental health
care services but are asked to refrain from psychological
interventions that directly target motivational negative
symptoms. At the end of the wait-list period, participants
in this condition are asked to provide information on any
inpatient or outpatient treatment they have received and
on major events they consider to have influenced their
symptoms during this period.

Goals in Focus

Participants randomized to the “intervention group”
will receive up to 24 weekly 50-min sessions of “Goals in
Focus” within the following 6 months. The main compo-
nents of “Goals in Focus” were selected based on basic
research [21] and existing therapy approaches on moti-
vational negative symptoms [47, 66, 74, 78]. They were
then combined to a customized and readily conveyable
manualized approach. “Goals in Focus” follows cogni-
tive—behavioral principles and aims to alleviate motiva-
tional negative symptoms by improving goal pursuit.
The intervention is delivered in a one-to-one setting by
clinical psychologists (master’s degree plus advanced or
completed clinical training). All trial therapists receive
an additional 2-day training in using the treatment man-
ual, including background information on the rational of
“Goals in Focus” and a step-by-step introduction to the
individual intervention components. Trial therapists are
offered weekly supervision by a senior expert on cogni-
tive behavior therapy for psychosis and are requested to
attend at least once per month to increase adherence to
the treatment manual. “Goals in Focus” comprises four
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Preparation

!

Goal setting

|

a) Increasing the
salience of rewards

b) Training anticipatory

pleasure
Supported goal
RUGNIE c) Challenging
demotivational beliefs
l d) Strengthening social-

] & problem solving-skills
Working towards

autonomous goal
pursuit

Fig. 2 Structure and sequence of “Goals in Focus”intervention

main phases: (1) preparation, (2) goal setting, (3) sup-
ported goal pursuit, and (4) working towards autono-
mous goal pursuit. An overview on the structure and
sequence of “Goals in Focus” intervention is presented in
Fig. 2, a table on the domains and intervention elements
of “Goals in Focus” is provided in supplement S2.

Phase 1, preparation (sessions 1-6) The aim of phase 1
is to develop an individual case formulation with a focus
on the motivational negative symptoms and to collabo-
ratively deduce an individualized treatment plan building
on previous experiences of successful and unsuccessful
goal pursuit.

Phase 2, goal setting (sessions 7-8) The aim of phase 2
is for participants to set personally valuable goals and to
identify first steps towards goal realization. Participants
are asked to complete an activity log over the course of
1 week which is used to identify goals that are already
being pursued. Next, participants are introduced to dif-
ferent domains of goals (social, recreational, occupa-
tional, and health goals) and are asked to select at least
one personally meaningful goal related to each of the goal
domains. This is complemented by psychoeducation on
functional goal setting (e.g., formulating approach goals
rather than avoidance goals or cutting long-term goals
down into preceding steps of middle- and short term-
goals), encouraging patients to adapt these principles to
their goals.
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Phase 3, supported goal pursuit (sessions 9-22) The goal
pursuit phase comprises four consecutive modules of
interventions to increase the participants’ goal pursuit.
These include (a) increasing the salience of rewards, (b)
training anticipatory pleasure, (c) challenging demotivat-
ing beliefs, and (d) facilitating social and problem-solving
skills. In this phase, the patient is encouraged to set goals
that are achievable within 1 week, i.e., until the next ses-
sion. Aiming to support the pursuit and the achievement
of these goals, module a) focuses on reward-processing
aiming to improve the representation of the rewards and
positive experiences associated with reaching next weeks’
goals. Module b) focuses on improving the anticipation of
pleasure with regard to the respective goal by using men-
tal imagery of positive experiences. Module c) focuses
on identifying and altering demotivating beliefs that dis-
courage goal pursuit by using cognitive interventions,
such as Socratic dialogue or behavioral experiments.
Module d) focuses on improving the specific social- and
problem-solving skills and aims to build or increase these
skills as required for the realization of next week’s goal
(e.g., practicing small talk in role play with the therapist
in order to accomplish the goal “start a conversation with
my neighbor”). Together, participants and trial therapists
agree on which of the modules a) to d) will be imple-
mented according to participants’ individual goals and
individual problems in goal pursuit.

Phase 4, working towards autonomous goal pursuit (ses-
sions 23-24) The aim of the final phase is to reflect on
effective strategies and to prepare for challenges in goal
pursuit after therapy termination. Initially set phase 2
goals and the respective goal progress are revised, helpful
strategies for goal pursuit are identified and rehearsed,
and plans for prospectively pursuing the established or
new goals are made.

Outcomes

Feasibility and acceptability measures

To assess feasibility of “Goals in Focus” and trial pro-
cedures, the following data is collected: (1) referrals
(number of participants referred to the study), (2) eligi-
bility rates (proportion of enrolled participants found
eligible), (3) number of participants consenting to study
participation and reasons for refusals, (4) retention rate
(i.e., number and proportion of participants who attend
t; assessment and completeness of data at £;), (5) attend-
ance rates and dose of intervention (i.e., number of ses-
sions delivered within 6 months), (6) data attrition
(proportion of outcome data not obtained), and (7) treat-
ment adherence as indicated by the therapists’ self-report
in the post-treatment questionnaire.
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Table 2. Progression criteria
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Progression criteria

Categories

Green: progress  Amber: Amend

to effect study when
progressing to
effect study
Eligibility
Number of enrolled patients who meet inclusion criteria >50% 49-21%
Recruitment
Number of eligible patients who agree to participate in the study >50% 49-21%
Retention
Number of patients who attend t| assessment and completeness of data at t; >70% 69-31%
Completeness of data
Completeness of data at t; >80% 79-71%
Attendance
Number of sessions that can be delivered within 6 months >70% 69-31%
Attrition
Number of patients who drop out before last assessment <20% 21-39%

Acceptability is assessed by (1) drop-out rate (i.e.,
number of withdrawals), (2) number of adverse
events, (3) participants’ satisfaction with treatment
and personal outcomes and suggestions for improve-
ment as indicated by each participants’ response to
three quantitative and three qualitative questions (see
post-intervention questionnaire, supplement S 3; e.g.,
participants are asked to indicate how helpful they per-
ceived “Goals in Focus” to be for their problems and for
approaching their goals and to suggest improvements),
and (4) therapists’ satisfaction as measured by the post-
intervention questionnaire, therapist version (see sup-
plement S 4).

Progression criteria for a subsequent trial were set
according to existing recommendations for feasibility
studies [79, 80] and can be found in Table 2.

Primary clinical outcome

The primary outcome for effect size estimation is meas-
ured with the baseline-adjusted “motivation and pleas-
ure factor” (i.e., sum score of the seven items of this
factor) of the Brief Negative Symptoms Scale (BNSS)
at t; [72, 73]. The BNSS is a 13-item semi-structured
interview measuring negative symptoms on two fac-
tors, namely “motivation and pleasure” and “reduced
expressivity” [81]. The “motivation and pleasure fac-
tor” includes seven items that measure the subscales of
“anhedonia,” “avolition,” and “asociality” [82]. Symptoms
are rated on a 7-point scale ranging from 0 “no impair-
ment” to 6 “severe deficit”.

Secondary clinical outcomes

Specific facets of negative symptoms are assessed accord-
ing to the five-factor model of negative symptoms [83].
This includes the three subscales avolition, asociality, and
anhedonia of the BNSS “motivation and pleasure factor”
and the two subscales blunted affect and alogia of the
BNSS “reduced expressivity factor”.

Psychosocial functioning is assessed using the Role
Functioning Scale (RFS) [84] and the Global Assessment
of Functioning (GAF) [85]. The REFS is a semi-structured
interview and assesses four domains of functioning on

» s

the subscales “working productivity, “independent liv-
ing, “immediate social network,” and “extended social
network”. Participants’ answers are rated with regard to
anchor points, ranging from 1 “low functioning” to 7
“optimal functioning” For subsequent analyses, a mean
score for total functioning will be calculated. The GAF
[85] is used as an observer rating of psychosocial func-
tioning. Functioning is rated on a single scale ranging
from 1 (lowest) to 100 (highest) based on detailed anchor
points.

Subjective well-being is assessed with the Warwick—
Edinburgh Mental Well-Being Scale (WEMWBS) [86,
87]. The WEMBS is a self-report questionnaire consist-
ing of 14 statements on well-being during the previous
2 weeks (e.g., “I've been feeling good about myself”’). Par-
ticipants rate these items on a 5-point Likert scale rang-
ing from 1 (“none of the time”) to 5 (“all of the time”).

Symptoms of depression are assessed with the Cal-
gary Depression Rating Scale for Schizophrenia (CDSS)
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[88, 89]. The CDSS is a 9-item semi-structured interview
which has been developed to measure depressive symp-
toms in patients with schizophrenia. The participant’s
answers are rated by the interviewer on a 4-point scale
referring to explicit anchor annotations ranging from 0
(“clearly absent”) to 3 (“severe”).

Goal pursuit in daily life is assessed using ecological
momentary assessment (EMA). The EMA protocol can
be seen in Fig. 3. Participants will be prompted twice a
day (10 a.m. and 10 p.m.) over the course of 1 week via
the Movisens XS application (Movisens GmbH) installed
on smartphone devices provided by the research team. At
the beginning, the participants’ self-efficacy is assessed
with the Generalized Self-Efficacy Scale (GSE) [90]. Each
of the following “10 a.m. prompts” asks the participants
to nominate a goal they would like to achieve during
the respective day and to rate characteristics of this goal
(e.g., goal commitment, goal importance, goal difficulty,
etc.). At the “10 p.m. prompts,” participants are asked to
indicate to what extent they achieved the respective goal
and to answer questions on their causal attributions and
affective experience regarding their goal pursuit.

Additional measures

Participants are asked to provide sociodemographic and
clinical information (e.g., age, gender, living situation,
occupational status, as well as psychiatric history, medi-
cation) at baseline. Any changes in medication, occu-
pational status, living situation, or adjunct treatments
between ¢, and ¢; are recorded throughout the trial. The
severity of positive symptoms is assessed at ¢, and ¢; with
the Psychotic Symptom Rating Scales (PSYRATS) [91,
92] to be able to control for a possible confounding influ-
ence of reduced positive symptoms on changes in nega-
tive symptoms.

Safety reporting

Any spontaneously reported unfavorable symptom that
develops or deteriorates during the study will be classi-
fied as an adverse event (AE), whether or not it is consid-
ered to be related to the study treatment. AEs comprise
exacerbation of pre-existing symptoms, increase in fre-
quency or intensity of a pre-existing episodic event or
condition, condition that is detected after trial inter-
vention administration, and continuous persistent ill-
ness or a symptom present at baseline that expectedly
or unexpectedly worsens following administration of
the intervention. Serious adverse events (SAEs) are
those considered to be potentially or actually resulting
in death, in significant or persistent incapacity/disability,
or requiring new or prolonged inpatient hospitalization.
The trial team member becoming aware of the AE must
record it. The AE is then reviewed by the trial manager
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Goal pursuit diary protocol

Generalized
Self-Efficacy
Scale

I can always manage to
solve difficult problems if
I try hard enough.

If someone opposes me, I
can find means and ways

not | barely | mode- | exactly
true | true | rately | true

to get what I want. at frue

It s easy for me to stick | -9/

to my aims and 1 2 3 4
ish my goals. ol @ u u

T am confident that T
could deal efficiently with
unexpected events.
Thanks to my
resourcefulness, I know
how to handle unforeseen
situations.

< o I can solve most problems
2 if Tinvest the necessary
effort.
I can remain calm when
facing difficulties because
I can rely on my coping
abilitics
© When I am confronted
with a problem, I can
usually find several
solutions.
 Iflaminabind, I can
usually think of
something to do.
No matter what comes my
way, I'm usually able to
handle it.
10am
Goal setting Please, generate a personal
goal you want to attain within
today. (text-format)
= | Goal expectancy | How likely do you think itis | | =i
- that you will achieve this “not at all” “very much”
z goal?
3
Goal How hard will you try to 7
commitment achieve this goal? “not at all’ “very much”
Goal importance | How important is achieving | | —eeeeiee—7
this goal to you? “not at all’ “very much”
Goal difficulty | How difficult will it be for
you to reach this goal? “not at all’ “very much”
Goal How much are you looking | ——7
anticipation forward to reaching this goal? | “not at all” “very much”
Self- Do you pursue this goal, | ————
concordance because somebody else wants | not at all completely
you to, or because you'll get | for this because of
something from somebody if | reason this reason
you do?
Do you pursue this goal, | ———
because you would feel not at all completely
ashamed, guilty, or anxious if | for this because of
you didn’t - you feel that you | reason this reason
ought to strive for this?
Do you pursue this goal, 1
because you really believe not at all completely
that it is an important goal to | for this because of
have - you endorse it freely | reason this reason

and value it whole-
heartedly?

Do you pursue this goal,
because of the fun and

R —
not at all completely

enjoyment, which the goal for this because of
will provide you - the primary | reason this reason
reason is simply your interest
in the experience itself?
10pm assessment
Goal attainment | To what degree did you 4
achieve today’s goal? “not at all” “completely”
Goal striving How much did you do to | —
achieve today’s goal? “nothing" “very much”
Causal The main cause why I did | —7
attributions achieve/ not achieve the s L..is
goal.. completely completely
due 10 other due to
people or the myself.
circumstances.
The main cause why 1 did | —————
achieve/ not achieve the cowill will
goal... never again consistently
affect, affect,
whether I whether I
achieve/ achieve/
not achieve not achieve
a goal in a goal in
the future. the future.
The main cause why I did [———
achieve/ not achieve the -has an ..has an
goal impact on impact on
the current many other
situation situations
alone. concerning
myself.
Emotional Please, rate how you feel | — 7
reaction concerning achieving/not “bad” “good”

achieving your goal?

Fig. 3 Ecological momentary assessment of goal pursuit in daily life
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and reported to the principal investigator within 72 h to
assess causality. In any case of a SAE, the trial manager
must be notified within one working day by the member
of the trial team becoming aware of the event. The trial
manager is required to notify the principal investiga-
tor within one working day. The principal investigator is
responsible for reporting fatal and life-threatening seri-
ous adverse reactions to the competent authorities within
7 days of becoming aware of the event. If necessary due to
an adverse event, participants are referred to an inpatient
clinic in case of extreme symptom deterioration or sub-
stantial risk of harm to self/others by their trial therapist.
The trial will be stopped by the principal investigator in
case that the rate of AEs attributable to “Goals in Focus”
exceeds 30%. Study and treatment participation can be
terminated either by the participants themselves at any
given time and without justification or by the principal
investigator in case of significant harm for the partici-
pant. Excluded participants are offered regular treatment
at our outpatient clinic. As the trial manager continu-
ously tracks the number of AEs and SAEs throughout the
study, no interim safety analysis is planned. The princi-
pal investigator and the trial manager have access to the
safety data at any given time and will make it available for
responsible authorities upon request.

Data collection, management, confidentiality, and analysis
Data collection, management, and confidentiality

The principal investigator has overall responsibility for
the trial. The trial manager is responsible for trial pro-
cedures, day-to-day data management, and outcome
analyses. Only data necessary to conduct the study is
obtained. Data is collected by trained trial raters who
are supervised by the trial manager. Collected data is
handled by the trial manager and kept confidential and
stored securely. Physical data (e.g., interview rating
sheets) is kept in a locked file cabinet. Digital data (e.g.,
data obtained via smartphone in ecological momen-
tary assessment) is stored in password-secured and
encrypted files which are only accessible by the trial man-
ager. The video recordings of the assessments are stored
in encrypted files and will be deleted after completion
of data collection. Personal identifiable information will
not be released and is stored separately from research
data. Research data is pseudonymized. An encrypting
list which allows to allocate participant’s names to their
trial ID and thus to their data is kept confidential. This
list will be destroyed after termination of data collection.
Only aggregated and anonymized data will be used for
publication. All actions on data management as well as
quantitative and qualitative data analyses are carried out
by the trial manager and quality checked by the principal
investigator. No data monitoring committee is convened

Page 10 of 14

for this study due to its short duration and the low risk of
harm that can be expected from the intervention.

Analysis plan

Feasibility and acceptability will be analyzed by calculat-
ing descriptive statistics based on the intention-to-treat
(ITT) population. Potential reasons for trial withdrawal
will be examined by comparing baseline characteristics
(e.g., symptom severity, sociodemographic variables,
etc.) between participants who completed the trial and
participants who discontinued their participation after
randomization.

Clinical outcomes at baseline assessment (t;) and
6-month assessment (¢;) will be summarized using
descriptive statistics (i.e., frequency and percentages on
binary and categorical variables; means, standard devia-
tions, or medians, with minimum and maximum val-
ues for continuous variables) for each arm of the trial
separately. Wait-list control and treatment group char-
acteristics at baseline will be compared using Pearson
chi-square tests for the categorical variables and the ¢-test
or Mann—Whitney test for the quantitative variables.

Confirmatory analysis will be conducted for primary
and secondary outcomes based on the ITT population.
An ANCOVA adjusted for baseline values will be calcu-
lated with group allocation as between-subject factor and
time as within-subject factor. Any variables that show
significant group differences at baseline or are found to
correlate with the primary outcome (e.g., age, gender,
diagnosis, medication doses, duration of illness, symp-
tom severity, etc.) will be entered as covariates. Effect
sizes between and within treatment conditions will be
assessed by calculating Cohen’s d. Missing values will be
handled by multiple imputation, if missing completely at
random [93]. All analyses will be carried out using vali-
dated statistical software.

Discussion

This trial protocol describes the pilot feasibility trial
of the “Goals in Focus” intervention, a new individu-
alized goal-focused form of CBT targeting motiva-
tional negative symptoms in people with psychosis.
Feasibility and acceptability as well as first estimates
of efficacy of “Goals in Focus” will be evaluated and
information on possible optimization for a consecutive
fully powered RCT will be gathered.

“Goals in Focus” was developed to directly target the
relevant motivational negative symptom domains by
translating recent empirical research on factors and
mechanisms underlying motivational negative symp-
toms into specified interventions. The comprehensive
treatment approach is tested in a randomized con-
trolled trial design which allows to eliminate a possible
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selection bias and to control for spontaneous remission
effects. However, there are some limitations to our study
design: this is a pilot trial with the main focus on feasi-
bility and the sample of 30 participants is not sufficient
for a reliable efficacy analysis. As likelihood of type 1
error inflation is high, results of significance tests cannot
be interpreted, but effect sizes derived from the present
study will be used for a priori sample size calculation
for a subsequent fully powered RCT. The advantage of a
wait-list control condition is that it allows a first estima-
tion of effects and enables wait-list participants to later
receive the same intervention. Also, diffusion effects
between the conditions (e.g., patients from the wait-
list group receiving information about the intervention
from other patients, therapists including intervention
elements in standard treatment) are unlikely due to the
outpatient setting and the fact that treatment as usual is
not provided by trial therapists. A disadvantage is that
the wait-list comparator may artificially inflate estimates
of the intervention effect, due to participants being held
in a waiting position and less likely to initiate behavio-
ral change on their own (e.g., as suggested by Cunning-
ham et al. [94]). Additionally, the eligibility criterium
of “being able to engage in weekly therapy sessions of
50 min” limits the generalization of effects to those who
are not able to attend weekly sessions for the full-time
range of 50 min. Other issues that warrant mention
relate to the selected outcomes: since “Goals in Focus”
aims at improving goal setting and achievement, the
EMA of goal pursuit is of particular interest. However,
participants’ adherence to an autonomously conducted
1-week survey might be reduced, which is why we did
not select it as the primary outcome. Also, a long-term
follow-up was not included at this point due to the pri-
mary focus being on acceptability, feasibility, and first
estimates of efficacy. It also needs to be kept in mind,
that the intervention only targets motivational nega-
tive symptoms and not expressive negative symptoms,
the other relevant component of negative symptoms
[72, 95]. However, we expect expressive negative symp-
toms to be indirectly affected by the intervention as sug-
gested by results reported by Choi et al. [18] in relation
to a similar treatment approach. Accordingly, expressive
negative symptoms are evaluated as a secondary out-
come. Similarly, the intervention does not target contex-
tual factors, such as social deprivation or health-related
issues that are likely to exacerbate negative symptoms,
but expect the achievement of personal goals due to the
intervention to partially improve participants’ challeng-
ing contextual factors as well.

If found to be safe, feasible, and acceptable, the “Goals
in Focus” intervention will be evaluated in a larger mul-
ticenter RCT with pre-post-follow-up design. Thus, this
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pilot feasibility trial will provide essential information
that can be used to optimize the treatment manual, the
consecutive design, and the implementation of the fully
powered, multi-centered RCT. The further development
and evaluation of this intervention can contribute to the
much-needed extension of treatment options to support
people experiencing motivational negative symptoms in
pursuing their goals.

Trial status

Patient recruitment commenced in 2020 and is sched-
uled to terminate in 2023 (study protocol—V.1.3, dated
November 2021. With protocol submission, 14 partici-
pants had been included in the trial. Currently, 22 par-
ticipants have been included in the trial (n = 10 were
randomized to “Goals in Focus” and n = 12 to the wait-
list control group). Dissemination of study results is
planned for 2024.

Dissemination plans

Trial results, including feasibility outcomes, will be
disseminated in detail in open-access peer-reviewed
scientific publications as well as summarized in con-
sumer-friendly language on the website of Universitéit
Hamburg. Findings will be disseminated to participants
and presented at patient events and at local, national, and
international conferences.
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