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Abstract

Objective: The diagnosis and treatment of breast cancer is associated with significant distress that has huge impact on
survivors’ quality of life. The objective of this study is to assess the effectiveness of an integrated intervention “Moving on
After Breast Cancer (ABC) Plus culturally adapted Cognitive Behavior Therapy” (Moving on ABC Plus).

Method: This is a randomized controlled trial that aims to recruit 354 breast cancer survivors from the inpatient and
outpatient oncology departments in public and private hospitals in Karachi, Hyderabad, Lahore, Multan, and Rawalpindi
in Pakistan. Patients scoring 10 or above on either the Patient Health Questionnaire—9 and/or the Generalized Anxiety
Disorder scale (GAD-7) will be recruited. Baseline assessments will include Functional Assessment of Cancer Therapy—
Breast; EuroQol-5D; Multidimensional Scale for Perceived Social Support; Intrusive Thoughts Scale; and Rosenberg Self-
Esteem Scale. Participants randomized into intervention arm, Moving on ABC Plus, will receive 12 individual therapy sessions
over 4months. Follow-up will be completed at 4- and 6-month post-randomization, using all baseline instruments along
with the Client Satisfaction Questionnaire (CSQ-8). We will also explore the participants’, their family members’, and the
therapists’ experiences of the trial and intervention.

Results: We will be assessing the effectiveness of intervention in reducing depression and anxiety in breast cancer survivors
as a primary outcome of the trial. The secondary outcomes will include effectiveness of intervention in terms of reduction
in intrusive thoughts and improvement in health-related quality of life, self-esteem, and perceived social support.
Conclusion: The results of the study will inform the design of a future larger randomized control trial with long-term
follow-up.
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Introduction

Globally, breast cancer impacts 2.3 million women annu-
ally.! Breast cancer is the greatest contributor of cancer-
related deaths in women. It has been estimated that 685,000
women died from breast cancer in 2020.! Though the preva-
lence of breast cancer is higher in high-income countries,
rates are gradually increasing in all regions across the world.!
According to a report published by GLOBOCAN in 2018,
breast cancer incidence will increase from 2 million patients
in 2018 to approximately 3 million in 2046, indicating a 46%
increase.>> Moreover, welfare lost to breast cancer also
increased from 0.05% to 0.08% of gross domestic product.*
The treatment expenditure of cancer is a burden not only for
the people diagnosed with cancer but also for their families
and society as a whole.’

Comorbidity of mental health problems such as depres-
sion with other medical illnesses such as diabetes, heart fail-
ure, and hepatitis is well established.®® Similarly, findings
from systematic reviews show that the prevalence of depres-
sive symptoms is higher among breast cancer survivors as
compared to the general population,'® and these symptoms
may persist up to Syears after the diagnosis.!! This mental
health comorbidity during survivorship is determined by sev-
eral factors such as impaired physical, mental, and cognitive
functioning'? as well as fear of recurrence that impacts survi-
vors’ quality of life.”> Global prevalence of depression in
breast cancer was reported to be 32.2% in a recent systematic
review of 72 studies conducted in 30 countries.!* In addition,
morbidity associated with breast cancer and its subsequent
treatment can cause functional deficits such as limitations in
carrying out daily life activities and social interactions. '’

Evidence on mental health challenges experienced by long-
term breast cancer survivors is limited compared to findings
with regard to the diagnosis and acute treatment phases.'®!7 It
is important to identify strategies to manage mental health
problems in breast cancer survivors as depression and anxiety
may predict recurrence of cancer and survival.'®

Pakistan has the highest age-standardized incidence rates
of breast cancer in Asia!’; 20-year data from Shaukat
Khanum Memorial Cancer Hospital and Research Center
has reported breast cancer to be the most frequently diag-
nosed cancer (45.4%) among Pakistani women, particularly
among younger Pakistani women.?° A cross-sectional study
exploring the pattern of anxiety and level of depression
among Pakistani breast cancer patients has reported that
most of the patients were suffering from moderate to severe
depression and anxiety, while few were experiencing mild
symptoms.?! A recent study has also reported high rates of
depression (69.4%), anxiety (59.7%), and suicidal ideation
(47.5%) in breast cancer survivors.??

The Institute of Medicine has recommended psychosocial
interventions as standard clinical care in breast cancer
patients across all phases of the treatment.>> A Cochrane
review of 28 RCTs with 3940 breast cancer patients reported

that Cognitive Behavior Therapy (CBT) resulted in greater
reduction in depression and anxiety as compared to the con-
trol group.?* A recent meta-analysis assessing the effect of
CBT on psychological well-being and quality of life of breast
cancer patients concluded that the effect sizes for anxiety
and depression were large.?

The current proposal is based on our extensive experi-
ence of research with the South Asian population in Pakistan
and the UK. Our previous studies show that Pakistani
women experience higher rates of depression, self-harm,
and low level of perceived social support.?°2° Furthermore,
our previously tested CBT group-based intervention®® has
been tailored to Pakistani women, taking cultural needs into
account. We found that the culturally adapted group CBT
intervention was acceptable to Pakistani women and has led
to improvement in mood and self-esteem.?® Cultural adapta-
tion of existing evidence-based interventions for a specific
group of population is important considering community-
specific cultural context of risk and resilience factors and
existing evidence is in favor of higher effect size for the
culturally adapted interventions.*® Moreover, considering
the existing evidence on limited awareness about breast
cancer (including risk and protective factors, screening and
detection, early intervention, etc.) in LMICs,?'? particu-
larly in Asia,*® as part of a PhD feasibility study, CBT inter-
vention was further adapted for breast cancer survivors to be
delivered as one-on-one intervention and integrated with the
Moving on After Breast Cancer (Moving on ABC), which is
an educational intervention described in detail below to
meet the psychosocial needs of Pakistani breast cancer sur-
vivors. A patient and public involvement and engagement
(PPIE) group comprising six breast cancer survivors with
history of mental health experiences played an instrumental
role during cultural adaptation and integration of interven-
tion. A total of 50 breast cancer patients were randomized in
this trial with 100% retention rate and a large proportion of
participants (92%) attended all 12 sessions. The current
study aims to evaluate the effectiveness of Moving on ABC
Plus intervention for breast cancer survivors experiencing
mental health difficulties (depression and anxiety) in
Pakistan.

Study goals and objectives

The primary objective of this study is to assess the effective-
ness of an integrated culturally adapted intervention called
Moving on ABC Plus CBT (Moving on ABC Plus) for
Pakistani breast cancer survivors with depression and/or
anxiety, attending primary care and oncology services in
Karachi, Hyderabad, Lahore, Multan, and Rawalpindi.
Secondary objectives include assessing the effectiveness of
Moving on ABC Plus in improving health-related quality of
life, level of perceived social support, level of self-esteem
and reducing svereity of intrusive thoughts among breast
cancer survivors, as well as improvement in level of
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satisfaction with treatment. Services received by the partici-
pants during the last 3 months will also be recorded.

Method
Study design

A two-arm multicenter, pragmatic rater-blind randomized
controlled trial design. Trial registration number:
NCT03571984.

Duration

Total duration of the trial will be 2 years.

Randomization and masking

This trial will follow parallel arms (1:1) randomization.
Eligible participants with written (thumb impression or a
verbal audio-recorded consent in the presence of a Legally
authorized representative identified by the participant if she
is unable to read/write) informed consent will be randomized
to either of the two trial arms—Moving on ABC Plus added
to the Treatment as Usual (TAU) or the TAU alone. The ran-
domization will be carried out by an independent statistician
using a computer-generated algorithm through a web soft-
ware (http://www.randomisation.com). Outcome assess-
ments will be completed by assessors masked to treatment
allocation. Considering the nature of the intervention, par-
ticipants themselves cannot be masked to treatment alloca-
tion. Before follow-up assessments, all participants will be
requested not to share any information about intervention to
researchers doing assessments. Moreover, outcome asses-
sors will be located separately from trial interventionists to
avoid unmasking, and in cases of unintentional unmasking,
new outcome assessors will be assigned by the trial manager.
Statistical analysis will be partially masked (knowing treat-
ment arms, but not what each trial arm is). Registration on
Clinicaltrials.gov and publication of results regardless of the
outcome will both minimize reporting bias.

Study setting. Participants will be recruited from primary
care, inpatient, and outpatient oncology and medical units
from both public and private hospitals in Karachi, Hyderabad,
Lahore, Multan, and Rawalpindi.

Sample size calculation. The sample size estimation is based
on a reduction in the proportion of participants being classi-
fied with depression (Patient Health Questionnaire; PHQ-9)
at end of intervention. It is expected that 50% of the partici-
pants in the TAU group will have depression (the estimates
are based on published evidence indicating approximately
40% breast cancer patients with persistent depression even at
1-year follow-up,®® our calculation is based on compara-
tively higher proportion considering high prevalence of

depression, that is, 60% in this population® and poor avail-
ability of psychological support as routine care), and in the
intervention group, this will reduce to 30% (higher scores on
the PHQ-9 (=10) scale indicating greater risk). A standard
significance level of 5%, and to provide a power of 90%, will
require 124 patients per group, 248 in total. Allowing for an
anticipated dropout rate of 30% at 4 months’ follow-up, we
will need to recruit 177 patients in each arm and hence a total
sample size of 354 to achieve 90% power at 4th month fol-
low-up (end of intervention).

Inclusion criteria
e Women aged 18 years and above.
e Stages I to IV breast cancer.
e Patients have received and completed primary treat-
ment for breast cancer.
e Score 10 or more on the PHQ-9%7 and/or Generalized
Anxiety Disorder Scale (GAD-7).38

Exclusion criteria

e  Women diagnosed with severe learning disabilities,
psychosis, and substance misuse or who are acutely
suicidal thus preventing participation in psychologi-
cal intervention.

e  Women too unwell to engage with the intervention (in
the opinion of the treating clinician).

e Although there are men who have breast cancer, the
current group intervention focuses on women.

Participant recruitment procedure. Trained researchers will
approach breast cancer patients in primary care, oncology,
and medical departments in public and private hospitals in
Karachi, Hyderabad, Lahore, Multan, and Rawalpindi. Study
information will be provided to potential participants through
a detailed participant information sheet (PIS) written in the
local language. Potential participants will be screened using
the PHQ-9, GAD-7, and an eligibility-screening checklist.
Profile of each eligible and potential participant will be dis-
cussed with the treating consultant, making sure that patient
is not experiencing any other chronic illness that would pre-
vent them from participation in the trial. Written (thumb
impression or a verbal audio-recorded consent in the pres-
ence of a Legally authorized representative identified by the
participant if she is unable to read/write) informed consent
will be obtained from eligible participants and they will be
assured that confidentiality will be maintained and informa-
tion will only be used for research purposes. A baseline
assessment will be completed using standard questionnaires
(detailed below), already translated into Urdu. After baseline
assessment study, identification numbers (IDs) will be
assigned to all the participants and these IDs will be shared
with off-site, independent statistician for randomization into
the treatment arms (individually delivered Moving on ABC
Plus intervention in addition to TAU) or TAU alone. Those in
the intervention arm will receive 12 individual sessions over
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a 4-month period: eight weekly and four fortnightly sessions.
Intervention sessions will be delivered at a place and time
convenient to the participants. Follow-up assessment will be
completed at 4- and 6-month post-randomization.

Defining the intervention

Moving on ABC Plus intervention. The moving on ABC Plus is
an integrated intervention using two treatment manuals:

e Moving on ABC manual
e Culturally adapted CBT manual

The Moving on After Breast Cancer (ABC) was developed
by service user collaborator, Dr Anneela Saleem who suf-
fered from breast cancer.>* The manual offers practical sup-
port and advice on life after breast cancer. It includes
managing difficulties through self-management such as
“Mindfulness” techniques and addressing fatigue. The inter-
vention focuses on understanding the participant’s model of
illness and physical symptoms and reattribution with expla-
nations of physical symptoms of anxiety and depression,
improving personal effectiveness and social relationships. It
also includes relaxation techniques to reduce stress, fatigue,
modification of illness behavior, and cognitive restructuring
to address dysfunctional cognitions (Table 1).

The culturally adapted CBT manual was developed in the
USA for low-income Spanish and English-speaking peo-
ple.*** The sessions include psychoeducation about symp-
toms of common mental disorders (depression and anxiety);
causes of anxiety, stress, and depression; treatment options
for common mental disorders and their likely outcomes;
exploring pleasant activities that can engage participants;
problem-solving techniques; working on negative thinking
patterns; and improving interpersonal relationships. The
group CBT manual has been adapted for use for individual
therapy sessions.

The intervention will be delivered face to face or over a
telephone call/zoom keeping the COVID-19 SOPs in consid-
eration by a trained master-level psychologist. Each session
will last for 45-60 minutes.

Training and supervision. The intervention will be delivered
by the master-level psychologists who will receive training
in delivering the manual-based Moving on ABC Plus inter-
vention. The training will involve presentation of each inter-
vention session followed by a role-play, feedback, discussion,
and a question/answer session. They will receive regular
supervision from a Clinical Psychologist in order to increase
the likelihood of maintaining fidelity. During supervision
sessions, all trial therapists will do mock sessions, and the
supervisor will rate each role-play against intervention-spe-
cific checklists that contain the content of each session. This
will help ensuring that therapists adhere to the intervention
manual.

Treatment as usual: This will consist of routine assessment
and management offered by oncology clinics and general
practice. The patients’ General Practitioners will be informed
about the psychiatric diagnosis.

Assessments. Sociodemographic questionnaire: A study spe-
cific sociodemographic questionnaire will be administered
on all participants at baseline to collect information about
variables such as age, marital status, education, occupation,
socioeconomic status, information about breast cancer (time
since onset, history of illness in family, history of any psy-
chiatric illness in patient and family, etc.).

Primary outcome measure. Patient Health Questionnaire-9°":
PHQ-9 will be used both to screen and to assess severity of
depression. Each item is rated on four response categories:
not at all, several days, more than half the days, and nearly
every day. Minimum score of PHQ-9 is 0 and maximum
score is 27. This scale categorizes depression in five differ-
ent categories: minimal depression (score range 1-4), mild
depression (5-9), moderate depression (10—14), moderately
severe depression (15-19), and severe depression (20-27).
PHQ-9 scores > 10 had sensitivity of 88% and specificity of
88% for major depression.’” The Urdu version of scale has
already been used in Pakistan.*'*? The Cronbach alpha for
Urdu translated version is reported to be 0.91.4

Generalized Anxiety Disorder-7*: This is a short self-report
measure to assess the presence and severity of generalized
anxiety. With a threshold of 10, the GAD-7 demonstrates an
excellent sensitivity of 89% and a specificity of 82%.® The
Urdu version of scale has already been used in Pakistan.*!#?
Cronbach’s alpha for the Urdu translated version of the scale
was reported to be 0.92 and split-half reliability was 0.82.%

Secondary outcome measure. Functional Assessment of Can-
cer Therapy—Breast (FACT-B)*®: This scale measures
health-related quality of life in breast cancer patients in five
domains: physical, social, emotional, functional well-being
as well as a breast-cancer subscale (BCS). The internal con-
sistency for (FACT-B) total score was reported to be 0.90
and for subscales ranging from 0.63 to 0.86.% There is also
evidence on the convergent validity of the FACT-B as it cor-
relates significantly (r=.87; P <.001) with another measure
of quality of life, Functional Living Index Cancer-FLIC.*
EuroQol-5D¥": The EuroQol-5D (EQ-5D), a 5-item scale,
will be used to assess the quality of life. The scale was devel-
oped by EuroQol group in 1990. There are total five items
regarding five dimensions: mobility, self-care, usual activi-
ties, pain/discomfort, and anxiety/depression. Each dimen-
sion has three levels: no problems, some problems, and
extreme problems. The Urdu version of scale has already
been used in Pakistan.*

Multidimensional Scale for Perceived Social Support®:
Multidimensional Scale for Perceived Social Support
(MSPSS) will be used to assess the level of social support. It
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Table I. Content of Moving on ABC Plus sessions.

Session # Content

| Introduction and welcome

e Purpose of the intervention, duration, and frequency
e Participants’ expectations about the intervention

e Agenda settings process for each session

2 Psychoeducation

e CBT model of comorbidity, anxiety, and depression

e Vicious circle of negative thoughts
3 Psychoeducation

e Risk and protective factors of breast cancer

e Role of stress

e Helping participants to identify harmful and helpful thoughts
4 Understanding and managing self-esteem: Looking good and feeling good
e Practical steps (e.g., reduce exposure to chemicals, use of body creams, etc.)

e Healthy eating

e Feeling good by examining the evidence for negative thoughts
e Three C’s for harmful thoughts—Catch, Check, and Change
5 Technical aspects of breast cancer and ABC cycle of CBT

e Encouraging self-physical examination
e Monitoring for the lymphedema signs

e Antecedents, beliefs, and consequences model of CBT
e Using “yes and but” statements to challenge unhelpful thoughts

6 Healthy lifestyle

e Connection between the activities and mood

e Developing list of pleasant activities
7 Dealing with emotions

e Chain activity to understand link between thought, feeling, and activity
e Understanding how anxiety and depression sneak in with healthy activities

8 Mindfulness
e Deep breathing
e Relaxation exercise
e Body scan meditation

9 Breaking social isolation and building social networks
e Perceived benefits of maintaining social support

e Protective factors related to socialization

e Role of cancer-related fatigue

e Learning problem-solving steps to overcome impact of fatigue on socialization and other areas of functioning

10 Strengthening motivation
e Role of physical exercise

e Maintaining healthy relationships and strengthening support network

o Healthy lifestyle

I Using new skills for improvement in interpersonal relationships
e Identifying obstacles that create hurdle in improving relationships

o Assertiveness
12 Feedback and certificate distribution

consists of 12 items with 7-point Likert-type scales ranging
from “very strongly disagree” to “very strongly agree.”
MSPSS measures the adequacy of support from three
sources: family, friends, and significant others. Coefficient
alphas for the subscales and scale as a whole range from 0.85
to 0.91 and test-retest values ranged from 0.72 to 0.85. The
Urdu version of scale has already been used in Pakistan.>

Intrusive Thoughts Subscale®': We will measure breast can-
cer distress with the 7-item subscale of the revised Impact of
Event Scale (IES) which is reported to be sensitive to change

in breast cancer survivors who are receiving CBT interven-
tion. The internal consistency of Intrusive Thoughts Subscale
is reported to be 0.86. Mean correlation between two sub-
scales of IES (intrusion and avoidance) was reported to be
0.63 which suggests that they are independent of each other
(content validity).>?

Rosenberg Self-Esteem Scale (RSE)>*: This is a 10-item Likert
scale to measure self-esteem.>® The internal consistency of
the scale was reported to be 0.92 and it correlates signifi-
cantly with other measures of self-esteem, including the
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Coopersmith Self-Esteem Inventory.> The scale was used
previously in Pakistan.?®

Client Service Receipt Inventory>*: Client Service Receipt
Inventory (CSRI) is a resource use inventory commonly
used in mental health economic evaluations, which will be
adapted for Pakistan’s health service. In addition to sepa-
rately collecting information about resources associated with
the intervention, the CSRI will be used to collect information
about the use of other health services (including the informal
sector faith healers/Imams). We will use (and further adapt)
a CSRI version used in our previous work in Pakistan.>
Client Satisfaction Questionnaire-8 (CSQ-8)%: This is a
well-validated self-report measure of client—patient satisfac-
tion with health services. The Cronbach’s alpha coefficients
for the scale range from 0.83 to 0.93. The Client Satisfaction
Questionnaire (CSQ-8) total raw score correlated 0.70 with
the Service Satisfaction Scale (SSS-30) total raw score, lend-
ing empirical support for the construct validity.’” The scale
was used previously in Pakistan.>®

Participant session attendance log: The research team will
maintain session attendance log for each participant in inter-
vention arm to record compliance to the intervention.
Follow-up: Assessment will be completed at baseline, and
then all participants will be followed up at 3- and 6-month
post-randomization.

Safety considerations: Distress policy both for participants
and researchers is in place. Moreover, lone worker policy is
also in place.

Theory of Change

Theory of Change (ToC) is an approach that has been widely
used for a range of different programmatic contexts in order
to develop, implement, monitor, and evaluate the proposed
program or intervention.’® The benefits of using ToC
approach has been demonstrated to complement the frame-
work for complex interventions proposed by the Medical
Research Council (MRC).®° Using the ToC approach offers
ways to better understanding why and how and to what
extent change happens as a result of the implementation of
proposed complex intervention.*

This study will be underpinned by the ToC causal model
to ensure that the voices of stakeholders are included in
developing the vision of the project. The stakeholders will
include the following:

Breast cancer survivors

Carers

Health professionals

Representative from non-profit organizations
Researchers

Following activities will be done as part of developing a
causal pathway with key stakeholders for the proposed
trial.

e Identification of perceived barriers and challenges,
possible consequences, and suggestions about mitiga-
tion strategies. This will help us to identify any social
and or cultural factors that are present in the context.

e Identification of direct and indirect contributors of
change (stakeholders) and their role.

o Identification of short, intermediate, and long-term
goals to brainstorm.

e Identification of specific tasks that will lead toward
the goals.

e This will also include articulating assumptions that
will help identify the contextual conditions that are
essential in order to achieve certain outcomes. Together
with our stakeholders, we will retrofit our model by
testing our assumptions when the context changes.

e Developing a model for assessing impact that will
include establishing areas of change, lines of enquiry,
and measuring impact.

e Implementing the causal pathway that will be agreed
with and owned by the stakeholders.

Process evaluation

Process evaluation will be guided by the UK Medical
Research Council Framework of Process evaluation.®!
According to this framework, a purely quantitative approach
(experimental design) with no element of process evaluation
is rarely adequate for complex intervention research, and
hence mixed methods designs are necessary to answer ques-
tions beyond effectiveness. Effect estimates are context
bound, and average effects are not a useful guide to decision
makers working in different contexts. Contextualized under-
standings of how a complex intervention produces change;
details on the important enablers; and barriers on interven-
tion delivery might be more useful.®® We will conduct indi-
vidual in-depth interviews with participants (n=15-20) and
family members (n=15-20) and a focus group with health
service providers. These interviews will consist of open-
ended questions, with prompts and guidance on exploratory
questions. The purpose of the qualitative phase is to under-
stand perception of breast cancer survivors and family mem-
bers about perceived effectiveness of Moving on ABC Plus
intervention, as well as facilitators and barriers of the inter-
vention. A focus group (n=8-10) will be conducted with
health professionals to explore their experience and barriers
they face while helping these breast cancer survivors. All
interviews and the focus group will be digitally recorded and
transcribed. We will use a framework analysis to analyze the
qualitative data.®?

Statistical analysis

Data will be analyzed by using the Statistical Package for
Social Sciances (SPSS) software version 23.0, and the inten-
tion-to-treat analysis principles will be used to analyze
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participants according to their allocated group. A two-sided
significance level of 0.05 will be used to determine the sig-
nificance of the primary outcomes. A significance level of
0.05 (two-sided) will also be used to determine the signifi-
cance of differences in the secondary and other outcome
variables. The demographic and other baseline variables will
be compared between study arms using descriptive statistics
of means, standard deviations, and proportions. For the pri-
mary analyses, a two-sample two-sided test of proportions
will be operated to compare the difference in the depression
and anxiety at 6-month post-randomization between the
intervention and TAU groups. For the secondary analyses,
we will use analysis of covariance (ANCOVA) to compare
groups, considering the outcome values at baseline as a
covariate to control the confounding variables. Moreover,
repeated measure ANOVA will be used to compare baseline
and follow-up scores on PHQ-9; GAD-7; Quality of life;
FACT-B; MSPSS; Intrusive Thoughts Scale; RSE; and CSQ-
8. Based on the distribution of the values, a transformation of
the outcomes will be performed, if required.

Health economics

We will review health care resource use data (from trial
records for information related to the intervention and the
CSRI for other health care use) to calculate health care costs
falling to public services and to participants/their families.
Unit costs will be collected from national data where possi-
ble, or calculated from relevant national/local sources. By
applying unit costs to individual-level resource use data, we
will estimate participant level costs for: (1) hospital services,
(2) other health services and (3) the full costs of delivering
the intervention (including staff time for delivery/training/
supervision, relevant overheads and equipment/materials).
We will then undertake a preliminary cost-consequences
analysis which presents mean differences in costs between
the two trial arms, alongside mean differences in all effec-
tiveness measures including quality-adjusted life years
derived from the EQ-5D. The potential impact of any key
estimation uncertainties/assumptions will be explored using
sensitivity analyses.

Data management

The management, storage, and curation of the data will
adhere to the Pakistan Institute of Living and Learning
(PILL) data security and confidentiality standards. Data will
be collected by the trained researchers at each of the partici-
pating centers. Predefined tools will be used for data collec-
tion as outlined above while data will be recorded on Case
Report Forms. Data will be entered by designated research-
ers and double entry will be done by Site Leads to ensure
quality. A Signed Delegation of Duty Log will be maintained.
Principles and Guidelines of Data Protection Act 1998,
GDPR 2018 and the NIHR’s policy on research data sharing
will be followed and practiced in this study.

All paper documents to be digitalized as soon as possible
and they will be stored in password protected folders which
will only be known by the designated study research team.
Hard copies of consent forms will be stored in a locked cabi-
net in a secure location only available to the designated
researchers. The office will be locked when it is not occu-
pied. The PILL office building is securely locked in out-of-
office hours. In accordance with the PILL’s Information
Governance Office Records Retention Schedule, all the data
(paper and electronic) will be kept for 10 years.

Data will be available to the broader scientific community
in a timely manner and certainly within 2 years of the com-
pletion of the study. Data will be completely anonymized,
ensuring appropriate documentation, and research team will
seek to deposit the data on a suitable data archive. Following
measures will be taken for data sharing;

Any publications will indicate contact details of the
Principal Investigator (PI). Any application to gain permis-
sion to access the data will be made through the PI.

The PI shall ensure that a data-sharing agreement is issued
and signed by appropriate authorities before data are released
or analyses are performed on behalf of the requester. The
data-sharing agreement will set out details such as to whom
the data is released, the analyses to be undertaken, the han-
dling of publication, authorship and acknowledgment,
requirements in relation to preventing onward transfer of the
data to a third party, requirements in relation to notification
of all publication based on the use of the data, and arrange-
ments for ongoing support from the study to facilitate data
use.

Ethics

Full ethics approval has been sought as well as obtained
from both the National Bioethics Committee (NBC),
Pakistan (Ref No.4-87/NBC-365/19/1403) and Institute of
Professional Psychology Bahria University, Karachi (IPP/
BU/OM103/1676) and any changes to the protocol will be
duly submitted and approved by the NBC and the trial regis-
tration will be updated accordingly.

The trial will be conducted in compliance with the
Consolidated Standards of Reporting Trials (CONSORT)
statement.®> The trial protocol was written in accordance
with the Standard Protocol Items for Randomised Trials
statement.* For the SPIRIT flow chart, please see the SPIRIT
Flow Diagram in Figure 1.

Quality assurance

Research staff will be trained in good clinical practice ().
Detailed participant information sheets (PIS) in local lan-
guage explaining the purpose of study, potential risks and
benefits of the participation, details of therapy sessions and
their right to withdraw from the study any time during the
trial will be given to all participants before taking written
(thumb impression or a verbal audio-recorded consent in the



SAGE Open Medicine

STUDY PERIOD

Enrolment

Allocation

Post-allocation

Close-
out

TIMEPOINT

Moving
on ABC
Plus inter-

TAU

3-month
FU

6-month
FU

vention

ENROLMENT:

Eligibility screen X

Informed consent X

Baseline assessment X

Allocation X
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[MSPSS Zimet et al.,
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[Intrusive Though
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esteem Scale Rosenberg, X
1965]

[CSRI Beecham &
Knapp, 2001]

[CSQ Attkisson &
Greenfield, 1995]

Qualitative Interviews

Analysis

Report writing

Figure I. SPIRIT flow diagram.

presence of a Legally authorized representative identified by
the participant if she is unable to read/write) informed con-
sent. Written (thumb impression or a verbal audio-recorded
consent in the presence of a Legally authorized representa-
tive identified by the participant if she is unable to read/
write) informed consent will be obtained from all the study

participants. Those participants who cannot read or write
will be explained PIS by the researcher in the presence of a
community representative, family member, or carer who can
read or write and whom the participant trusts. In such cases,
participants will give thumb impression or give verbal con-
sent that will be audio recorded in the presence of a legally
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authorized representative identified by the participant and
this person will sign the informed consent. Adverse events
will be recorded and reported to the Principal Investigator
within 48hours of incidence. For any serious physical
adverse event, the participant will be referred to clinicians at
recruiting health facilities, and for psychological adverse
consequences, referrals will be made to mental health pro-
fessionals at recruiting sites (TK, IBC, SS, SD, AN, ZZ,
NC). If any participant displays signs of distress or is identi-
fied as needing more intensive care, the participant will be
provided immediate support or if needed\referred to relevant
services. Best practice confidentiality and privacy processes
of data encryption, protection, storage, and sharing will be
followed. Regular supervision and training will be provided
to research staff and therapists to ensure clinical and research
integrity. The trial Data Monitoring Committee will review
the anonymized data on regular basis to ensure the safety of
the participants.

Discussion

This trial will address an issue of great public health impor-
tance. If Moving on ABC plus is found to be effective, it will
provide an evidence-based intervention to reduce psycho-
logical morbidity in cancer survivors and potentially reduce
overall healthcare costs in this patient population.®> The
development of a culturally appropriate, innovative, feasi-
ble, acceptable, effective, and sustainable intervention that is
endorsed by the service users may result in advancement in
knowledge in the field of multi-morbidity. RCTs are instru-
mental in providing the evidence for subsequent implemen-
tation trials for breast cancer in LMICs where there are
limited resources.

Evidence for effectiveness of Moving on ABC plus may
lead to health gains that may be considered meaningful for
potential changes in clinical practice. Community ‘buy in’ is
hugely important for any intervention and this trial is the
product of more than 20years of patient and community
involvement and engagement in mental health research in
Pakistan.

The proposed study has some limitations that future
research project may consider while developing proposals.
This study has only two follow-up time points (end of inter-
vention and 6-month post-randomization). Long-term fol-
low-up assessment may confirm maintenance of impact of
the intervention on primary and secondary outcomes.
Additionally, this study will only recruit breast cancer survi-
vors, and results may not be generalizable to patients at other
stages such as post-diagnosis, during treatment, etc. This
study will assess the integrated intervention (selection of
interventions was based on —PPIE work in Pakistan) using
a two-arm design. It will not be possible to identify whether
integrated intervention (Moving on ABC Plus CBT) is more
useful compared to CBT alone, though perceived usefulness

of components of intervention will be explored during pro-
cess evaluation.

Conclusion

This trial will be the first randomized controlled trial to
assess the effectiveness of an integrated Moving on ABC
Plus intervention for breast cancer survivors, which uses cul-
tural knowledge to adapt existing evidence-based therapy
(CBT). This will contain information about breast cancer
(Moving on ABC) and core components of CBT, incorporat-
ing cultural elements and the concepts of psychological
well-being.
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