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1.0 Introduction

1.1 Overview
The present protocol proposes to conduct a single-arm pilot trial to examine the feasibility and acceptability of a
patient-centered, evidence-based, culturally competent, tailored intervention to encourage breast cancer
survivors who have not begun taking adjuvant endocrine therapy (AET) to initiate the medication. Phase 1 (21-
331) includes intervention development based on the literature, behavior change theory (described below),
expert input from breast oncologists and nurses, and semi-structured interviews with a diverse sample of BCS
who delayed AET initiation or are hesitant to start (N=10). In Phase 2 of the study, we are seeking to evaluate
the feasibility and acceptability of the 2-session intervention that we develop with purposeful recruitment of
racial/ethnic minorities. AET initiation will be measured by a self-report questionnaire. Participants will
complete assessments at baseline, 1-month, and 3-months post-baseline measuring beliefs about AET necessity,
satisfaction with patient-physician communication, perceived social support and quality of life. The proposed
project is funded by an Electronic Space Systems Corporation (ESSCO) MGH Breast Cancer Research Fund
Grant.

1.2 Background and Rationale
AET is critical for lowering risk of recurrence and preventing second primary breast cancers in stage 0-
ITIB hormone sensitive breast cancer survivors (BCS). Female breast cancer is the most commonly
diagnosed cancer in the U.S.; one in eight women (12%) will develop breast cancer in her lifetime.!
Approximately 60-75% of breast malignancies are hormone sensitive! and treated with AET to inhibit cancer
growth, reducing recurrence and mortality by 50% and 29%, respectively.? Surprisingly, despite overwhelming
clinical benefits and life-saving potential, initiation of AET among BCS is suboptimal, with several failing to
initiate® or delaying initiation.* On self-report, non-initiation rates range from 12.0%-19%,*> while objective
measures such as pharmacy refill and medical record abstraction suggest that up to 30% of BCS do not initiate
AET as recommended.b

BCS of a racial or ethnic minority are disproportionately less likely to initiate AET. African
American/Black and Hispanic/Latina women have a higher mortality risk compared to Non-Hispanic Whites;
with a 1.4-2.4-fold greater risk of breast cancer specific mortality.” This disparity may be attributed, in part, to
the disparity in AET initiation, with Black and Hispanic/Latina BCS being significantly less likely to initiate
AET than White BCS.3%10 Although the risk of breast cancer mortality for Asian American women is variable
and AET initiation in Asian American women is not well understood, some research has found that Asian
American women are also less likely to initiate AET.%!® AET use is critical and associated with a 29% relative
risk reduction in mortality.! Patient deviations from guideline concordant care with recommended AET are
associated with recurrence, mortality, and poor patient-provider relationships. !!

AET initiation is a modifiable health behavior with established predictors, with some being more salient
for minority BCS. Adherence to guideline concordant care is the single most modifiable factor that influences
treatment outcomes for BCS.!? Modifiable factors associated with non-initiation of AET include (1) low
perceived social support and poor communication with clinicians, (2) negative beliefs about treatment efficacy,
and (3) fears of toxicities. First, BCS who report a lower quality of communication with their physicians, less
social support and greater difficulty making decisions around AET treatment are less likely to initiate.!3
Notably, quality of communication about AET and clinician trust is rated lower among Black BCS than
Whites.'* Among low-income Latina women, patient-centered communication may increase AET use.!’
Second, non-initiators are more likely to hold negative beliefs about therapeutic efficacy and less favorable
attitudes towards AET.? Across all racial and ethnic groups, discontinuation is associated with questions about
“whether AET is helping.”!6 Third, adverse effects (e.g., joint pain, hot flashes, sleep difficulties) are common
with AET and patients who express greater fears about these side effects are less likely to initiate.> While fears
of side effects are present across all racial/ethnic groups, one study suggested that side effects were the most
cited barrier to AET use among Hispanic patients.’ In addition, BCS who report receiving inadequate
information about managing side effects are less likely to initiate.!¢ Ultimately, poor clinician-patient




communication and social support, doubts about efficacy, and fears of side effects are modifiable contributors
to AET initiation, and certain barriers are more pronounced in racial and ethnic minorities.

Interventions to improve initiation to AET are nonexistent, needed, and should be culturally sensitive.
Despite some identified barriers to AET initiation, there are no existing interventions to increase initiation or
address the racial/ethnic disparity in AET use. However, there is a small body of work investigating
interventions to improve adherence (taking medication as directed) for patients already taking AET. A meta-
analysis in 2019 identified four randomized controlled trials of interventions to improve AET adherence, with
education delivery as the most common intervention and, not surprisingly, only one demonstrating a significant
effect on adherence.!” Absolutely no studies targeting AET use have incorporated cultural modifications!’, a
necessity to ensure adaptation by racial and ethnic minority groups and to strengthen intervention effects on
health behavior change.'® Another meta-analysis identified eight intervention studies to improve adherence to
AET with an overall null effect across interventions.!® However, a sensitivity analysis showed that interventions
using bidirectional communication were efficacious compared to those relying on one-way communication of
information. This suggests that future interventions should enhance patient engagement and promote interactive
discussion.

To be effective, interventions to improve initiation to AET for BCS should be multimodal, bidirectional,
culturally competent, and convenient, targeting modifiable factors beyond the provision of information.2?
Most oncology clinicians will schedule a visit 3-4 months after prescribing AET in order to assess whether the
patient has initiated AET and to discuss how they are tolerating the medication. It is at this visit that providers
may discover that the patient has not started taking the medication. While this may be a helpful check-in for
some, literature suggests that successful interventions should offer: a) support earlier on,'3 b) bidirectional
communication with clinicians,>!° ¢) evidence-based techniques to address negative beliefs about AET efficacy,
d) information on expectations and management of side effects,?!¢ and e) culturally-sensitive problem-
solving.!'® For example, in the breast cancer setting, encouraging patient participation has been shown to
improve comprehension and treatment satisfaction.?! As cultural beliefs influence decisions to start AET,
culturally competent communication and problem-solving should address these beliefs and barriers.?? In
addition, treatment satisfaction, including communication with clinicians and nurses, predicts better adherence
to oral anti-cancer therapy.?* Research also suggests that oncology nurses should be involved in implementing
clinical interventions to manage barriers to AET adherence such as concerns about side effects,?* and that
nursing involvement has the potential to prevent early disruptions in adherence to guideline concordant care?’
by facilitating shared decision-making,?* discussing benefits and concerns of AET, and providing side-effect
coping strategies.?® In summary, to be efficacious, interventions targeting non-initiation should include
oncology nurses, be culturally competent, and address modifiable barriers such as provider and social support,
beliefs about therapeutic efficacy in recurrence prevention, and concerns about side effects.

To address this timely public health concern, the proposed study employs a two-phase mixed-methods
design to develop and test a culturally competent, evidence-based, brief, two-session, nurse-led
intervention to promote AET initiation in a diverse sample of early-stage, hormone receptor-positive BCS
who have delayed initiation or are hesitant to start. Phase 1 (21-331) included intervention development
based on the literature, behavior change theory (described below), expert input from breast oncologists and
nurses, and semi-structured interviews with a diverse sample of BCS who delayed AET initiation or are hesitant
to start (N=10). Phase 2 will be a single-arm pilot feasibility trial (up to N=35) of this intervention with
purposeful recruitment of racial/ethnic minorities. AET initiation will be measured by a self-report
questionnaire for the pilot study. Participants will complete assessments at baseline, 1-month, and 3-months
post-baseline measuring beliefs about AET necessity, satisfaction with patient-physician communication,
perceived social support, and quality of life.




Conceptual Framework

The proposed aims are based on National Institutes of Health (NIH) guidelines for behavioral intervention
development: The Obesity-Related Behavioral Intervention Trials (ORBIT) Model. The ORBIT model
emphasizes 1) designing the intervention based on drivers of behavior that are treatment targets and refining
practical intervention aspects (i.e., mode of delivery, duration) using mixed-methods such as qualitative (semi-
structured interviews) in addition to quantitative data (satisfaction measures); and 2) conducting a feasibility
pilot study to justify an efficacy trial. The Social Ecological Model, which maintains that factors at the
individual, interpersonal, and community, and societal level influence health behaviors, will provide a
framework for developing an intervention that addresses culture-specific barriers to AET initiation.?’

1.3 Preliminary Studies
A subgroup of BCS does not initiate recommended AET. Dr. Jacobs is currently conducting a National
Cancer Institute-funded study to develop and test an evidence-based, psychosocial, telehealth intervention for
adherence, symptom management, and distress in early-stage BCS taking AET.?® The current RCT enrollment
rate is 72%. A review of the Electronic Health Record (EHR) in the context of our current study revealed 75
BCS who had not initiated recommended AET. Documentation indicated that women did not start due to
concerns about side effects or fears of long-term health consequences. These BCS are ineligible for the
adherence study, and would be eligible for the proposed study.

Adherence is strongly associated with satisfaction with clinician communication. In a prospective
longitudinal study, our research group identified factors associated with adherence to oral anti-cancer therapy
over time including improved satisfaction with clinician communication and treatment (B = 0.73; 95% CI, 0.49
to 0.98), reduced perceived burden on others (B =-0.92; 95% CI, -1.76 to -0.09), and reduced symptom distress
(B=-0.79; 95% CI, -1.41 to -0.18).23

Adherence to oral anti-cancer therapy is associated with symptom burden. In a subsequent RCT funded by
the Patient Centered Outcomes Research Institute (PCORI), we reported that patients (N=181) took only 85.6%
of their oral therapy according to an electronic pill cap and bottle, and that patients with greater cancer-related
symptom severity (e.g., fatigue, sleep, memory problems, distress) had lower adherence (=-0.20, p=.020) and
worse quality of life (r=-.67, p<.0001), highlighting the importance of enhancing adherence and managing
symptoms and side effects.?

Interventions to foster initiation and adherence to AET are lacking. To assess the need for interventions to
improve adherence to oral anti-cancer therapy, we published a systematic review which revealed only three
RCTs targeting AET adherence and no efficacious interventions.3°

Patients with early-stage breast cancer can benefit from interventions. Dr. Jacobs’s previous work
demonstrates that a skills-based intervention such as Cognitive-Behavioral Stress Management can improve
long-term clinical outcomes,3! depression, and QOL for BCS.3? Approximately one third of this sample was a
racial or ethnic minority.

Summary. There is a subset of BCS that does not initiate AET as recommended. We know that adherence is
related to modifiable factors including clinician communication, symptom severity, and concerns about side
effects. Interventions are needed to improve patient adherence to guideline concordant care with AET, and we
have had success in administrating skills-based interventions targeting modifiable behaviors in early-stage
breast cancer with diverse patients. The current study proposes to build on this evidence by developing and
testing a brief, individualized nurse-led intervention to increase initiation of AET in early-stage, hormone
sensitive BCS.

1.4 Innovation of Proposed Study
This research project aims to reduce risk of recurrence and prevent second primary breast cancer by increasing
initiation of AET for BCS who have failed or delayed AET initiation or are hesitant to start, with particular



attention to Black, Hispanic/Latina and Asian American BCS. The data from this Phase 2 single-arm pilot trial
to test a behavioral intervention developed using feedback from Phase 1 (21-331) to improve initiation, will be
used to apply for an NIH grant to conduct a full-scale efficacy trial of the intervention. This is an area of
important clinical investigation that does not necessitate a new treatment or technology, but rather points to the
critical need to improve how and whether patients engage with an efficacious, life-saving therapy. In the short-
term, this study has the potential to improve understanding of AET need and efficacy and increase initiation by
mitigating barriers and enhancing self-efficacy. To minimize burden and increase access, we propose to deliver
the intervention via ZOOM™, a HIPA A-secure Massachusetts General Hospital (MGH)-approved software.
The study staff may also administer these sessions in person of via phone if necessary. This intervention has
minimal risk and is likely to improve patient satisfaction with communication with clinicians and management
of AET-related side effects. In the long-term, this study may improve patient outcomes by preventing second
primary tumors, recurrence, and disease-related mortality while promoting the quality of life of BCS and
reducing the racial and ethnic disparity in breast cancer outcomes.

2.0 Objectives

e Aim I: To examine the feasibility and acceptability of the brief nurse-led intervention in BCS who have
delayed initiation of AET or are hesitant to start (up to N=35) and refine the intervention using
qualitative and quantitative feedback.

Hypothesis: The study will be feasible, defined by enrollment (rate>50%), retention (completion
rate>70%) and attendance (>70% of participants completing at least one session). The study will be
acceptable as demonstrated by >75% of participants reporting average satisfaction scores greater than
the mid-point of the Client Satisfaction Questionnaire (CSQ).

e Aim 2: To assess intervention-related changes in primary and secondary outcomes at one- and three-
months post-baseline.
Hypothesis: Following the intervention, BCS will be more likely to have started their AET. We will
explore changes in satisfaction with patient-physician communication, perceived social support, self-
efficacy for symptom management, and quality of life.

3.0 Research Subject Selection

3.1 Partial waiver of HIPAA Authorization
We request a partial waiver of HIPAA Authorization in order for our team to perform an initial screening
process that requires review of the electronic medical record. This partial waiver is being requested to allow the
research team to screen the oncology clinic schedules and identify potential study participants from a minimal
chart review. In accordance with the DF/HCC policy: (1) this Waiver is being sought solely to review Protected
Health Information as necessary to prepare a research protocol; (2) the Waiver will not include removing
Protected Health Information from the Covered Entity by the researcher, and (3) the Protected Health
Information for which we are requesting access is necessary for research purposes.

For individuals who provide verbal consent to participate in the study, we will obtain HIPAA authorization, as
described in section 4.2 (Informed Consent Process).

Table 1.
Inclusion Criteria
1. Female

2. Age 21 or older




3. Diagnosis of early-stage (Stage I-11IB), hormone receptor-positive breast cancer

4. Recommended to start AET at least 3 weeks prior and not currently taking AET OR
recommended to start AET in the future and reports hesitations to start AET as determined
by a score of >/= 4 (range =0-10) when asked "How hesitant are you about starting your
recommended hormonal therapy? (0=Not at all hesitant and 10 = Extremely hesitant)"

5. Ability to read and respond in English or Spanish

6. Eastern Cooperative Oncology Group (ECOG) performance status < 2

7. For at least 10 participants, identify as a member of a racial or ethnic minority
community per self-report

Exclusion criteria

1. Uncontrolled psychosis, active suicidal ideation, psychiatric hospitalization within the

past year

2. Cognitive impairment that prohibits participation in the study

3. Undergoing primary treatment for other cancer (i.e., advanced stage cancer)

4. Participating in a clinical trial involving AET

5. Diagnosis of Stage 0 (DCIS) breast cancer

Eligibility criteria (Table 1) will maximize homogeneity, reflect study focus, enhance rigor, and consider
limitations. The intervention targets barriers to non-initiation of adjuvant endocrine therapy identified in
women, as male patients face different challenges. While patients with metastatic cancer are also treated with
endocrine therapy, there are different facilitators and barriers to initiation with incurable disease. Therefore, the
focus on early-stage patients preserves the intervention scope.

Study staff will screen the EHR mentioning uncontrolled psychosis, suicidal ideation, psychiatric
hospitalization within the past year, or cognitive impairment. If a note mentions any of the items in this
criterion, study staff will refrain from approaching the patient. If this is not clearly documented in the EHR, the
study staff will confer with the PI and/or discuss with the treating oncologist for further clarification and
permission to approach.

We will aim to have at least 1/3 of the participants identifying as a racial or ethnic minority, in order to enroll a
representative sample of experiences and concerns about AET to develop the culturally-informed intervention.
With Spanish-speaking study staff, we will be able to enroll both English and Spanish-speaking participants. All
materials have been translated and back-translated into Spanish with best practices for translation and quality
control using Native Spanish speakers and an approved translation company, Linguistics Systems, Inc.

4.0 Research Subject Entry

4.1 Patient Recruitment, Pre-Screening, and Enrollment Procedures
Study staff will recruit BCS from the MGH Cancer Center and satellite sites MGH North Shore, MGH
Waltham, MGH Cancer Center at Emerson Hospital, and MGH Cancer Center at Newton-Wellesley Hospital as
well as the Dana-Farber Cancer Institute (DFCI) and satellite sites Milford, South Shore, Londonderry, Steward
St. Elizabeth’s Medical Center, Merrimack Valley, and Foxborough. While screening for our current study for
adherence to AET, we identified at least 75 BCS at MGH main and satellite clinics that did not initiate AET as
recommended. Therefore, we anticipate there will be sufficient potentially eligible patients to meet the accrual
goal of up to 35 participants.

We will be enriching for participants of an ethnic or racial minority background. We will be doing this by
reaching out directly to providers for referrals.



The following recruitment procedures will be executed by the lead site study staff, MGH Boston, for all MGH-
affiliate study sites and DFCI sites. The three MGH-affiliate sites and all DFCI sites will not have any
responsibilities regarding recruitment or enrollment. All study sites will be open through the DF/HCC IRB as
the IRB of record.

We will complete a privacy waiver with our protocol submission to the Institutional Review Board (IRB) to
allow study staff to screen the breast oncology clinic schedules and identify patients for study participation.
We will also use this information to describe the enrolled sample.

Multiple recruitment methods detailed below have been strategically designed to ensure successful reach and
engagement of this population while maintaining patient safety and research compliance:

e Proactive Electronic Health Record (EHR) Screening: Study staff will screen the breast cancer clinic
schedules for demographic and clinical eligibility criteria to identify potentially eligible patients (under
the use of a HIPAA waiver, submitted to the DF/HCC IRB). We will also use this information to
describe the enrolled sample. Recommended AET start date will be determined from the progress note
(e.g., patients prescribed AET prior to radiation are usually not expected to start until after radiation
completion) and verified with the treating oncologist when necessary. If a patient is potentially eligible
from EHR screening, study staff will request permission from the oncology clinician to approach
patients. Specifically, study staff will email the cancer care team (i.e., oncologist, nurse practitioner) to
inquire if they have any reservations about the study staff approaching the patient for study participation
(Appendix 9.1). This email will also include an informative handout for clinicians to familiarize
themselves with study aims and relevant procedures (Appendix 9.2).

e Rally Recruitment Portal: Study staff will submit a recruitment advertisement to the MGB Rally
Recruitment Portal (Appendix 9.3, 9.4). Through this portal, interested and potentially eligible patients
will be able to send their contact information to the study staff. The study staff will then preliminarily
assess eligibility in the EHR, and study staff will reach out to interested patients, using the study
screening and telephone scripts to assess fit and eligibility for the study (Appendices 9.5, 9.6).

e Provider and Self-Referral: Patients may be referred to contact study staff by receiving a study flyer
(Appendices 9.11, 9.12), seeing a study flyer posted at MGH, or by hearing about the study from an
oncology provider. Study staff will provide clinicians at other cancer institutions (e.g., Memorial Sloan
Kettering Cancer Center, Moffitt Cancer Center, Sylvester Cancer Center (University of Miami), Tisch
Cancer Institute (Mt. Sinai)) with recruitment materials (i.e., flyers) that can be shared with patients.

e Social Media Posts: Study staff can post study advertisements on social media outlets (Facebook,
Instagram, Twitter, Reddit) for recruitment purposes. Suggested language and postings are found in
Appendix 9.30.

For patients meeting initial eligibility criteria and with clinician permission to approach, trained study staff will
approach the patient at a clinic visit or by telephone to initiate the informed consent discussion and explain the
study procedures. The study staff will first introduce the study to patients and ask if they have started taking
their AET. If the patient indicates that they are not interested in the study, or are currently taking AET, study
staff will collect the reason for refusal for the purposes of documentation and future study reporting. Depending
on their reasons for refusal, study staff may request permission to re-approach some patients in the future, such
as for later phases of this study.

For patients who engage via social media or are at other cancer institutions, they will self-report their age,
diagnosis/staging, hormone receptor status, and ECOG score. We will aim to maximize recruitment of
participants of a racial/ethnic minority via this method.

If the patient indicates that they are interested in the study and have not started taking their AET, the study staff
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will screen the potentially eligible patient. Patients will be eligible if they have been recommended AET and
have not started taking it within three weeks of the proposed start date, or if they are recommended to start AET
in the future (e.g., post-radiation completion) and they have significant hesitancies about starting AET.
Hesitancy to start AET will be indicated by a score of >/=4 on the question, “how hesitant are you to start
AET?” with 0 = not at all hesitant, and 10 = extremely hesitant. Once eligibility has been confirmed, the study
staff will initiate the informed consent process verbally (if approached by telephone) or in-person (if
approached in-clinic).

4.2 The Informed Consent Process
We will follow the DF/HCC Policy CON-100: Informed Consent Process to obtain and document informed
consent. Study staff can review the study details, offer study participation, and obtain informed consent in-
person or verbally. Both the written and the verbal consent forms describe all study procedures, information
about potential risks and benefits of participation, and information regarding who they can contact for further
questions. The forms also state that participation is voluntary, that participants can refuse to answer any
questions, that they can withdraw from the study at any time, and that study participation is in no way related to
their medical care. Study participants who do not provide consent will be asked the reason why they prefer to
not participate in the study.

e Verbal Consent Process: We are requesting an alteration of HIPAA to allow for a waiver of Written
Documentation of Consent. This study meets the requirements for a waiver as it is a Minimal Risk
study, and all study procedures can be communicated verbally. This Waiver will allow study staff to
recruit participants remotely to address barriers to study enrollment including infrequent in-person visits,
lack of space in clinic, and patients’ time constraints. Verbal consent allows for greater flexibility while
assuring patient safety in response to changing healthcare practices. Study staff will contact potential
participants via telephone to guide them through verbal consent forms that describe all study procedures,
information about potential risks and benefits of participation, and information regarding who they can
contact for further questions. The participant will be given ample opportunity to ask questions and take
their time to consider their participation. All patients who provide verbal consent will receive an
unsigned copy of the written informed consent. The study staff may contact eligible patients to obtain
verbal consent using the HIPAA-compliant verbal consent form. If the patient does not answer the
phone study staff may leave a voicemail (Appendix 9.7, 9.8).

e Spanish-speaking Consent Process: Patients who speak Spanish will have all study procedures and
information regarding risks, benefits and study contacts explained to them via the use of an interpreter
(in-person or remotely) or a Spanish-speaking study staff member with a witness present. Study staff
will sign the English verbal consent form and document interpreter information when necessary.

e For all patients who provide consent, we will obtain HIPAA authorization. This may be done remotely
through the REDCap platform by the patient typing their name and checking an assurance confirming
that the typed name acts as an electronic signature or in person.
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4.3 Registration
Participants who meet eligibility criteria and provide informed consent will be registered in the Clinical Trials
Management System (CTMS) OnCore, as required by per DF/HCC SOP REGIST-101. Registration will occur
once the participant has completed the baseline assessment. Study staff will complete the protocol-specific
eligibility checklist, verifying that the participant meets all inclusion and exclusion criteria.

4.4 Participant Communication Methods
It is important to access and maintain contact with participants through communication methods they are most
comfortable with, including phone, text, and email correspondence. During the informed consent process, study
staff will elicit patient preferences about methods of study contact to facilitate participation (e.g., scheduling
study intervention sessions, sending reminders, etc.). The limitations of each method will be described to them
in detail by the research coordinator. Specifically, patients may opt to pursue communication with study staff
via phone, text, or email correspondence. Phone and email communication have been successful strategies to
communicate with patients in prior psychosocial studies, and email and SMS text templates intended for study
use can be found in Appendices 9.17, 9.18, 9.19, 9.20.

SMS Messaging. Participants may elect to provide a personal mobile phone number and provide
permission to receive SMS messages via an online service (GoogleVoice) regarding the study
that the study staff will monitor. Before doing so, participants will be informed of the limitations
of using GoogleVoice, particularly emphasizing that it is not HIPAA-compliant and thus does
not offer protection over their personal health information. Additionally, participants will be
informed that this phone number is not monitored regularly and should not be used for urgent or
emergency purposes. Participants will be advised that, in the case of an emergency, they should
contact their care team or emergency services. In the event participants still prefer the use of text
messaging, study staff will send brief messages containing limited information regarding
intervention session reminders. Participants will be provided with the number for SMS study-
related communications. Study staff will follow the templates as outlined in Appendix 9.19 and
9.21 for SMS communication. Under the discretion of trained study staff and extenuating
circumstances, study staff may stray from the following templates to address
scheduling/reminder situations not covered by the message templates. Under no circumstances
will study staff ever screen or discuss personal medical history, exchange personal health
information, or other sensitive information via SMS message. If a participant introduces
sensitive information, including but not limited to the examples just listed, into a SMS message
conversation, the study staff member will direct the participant to call them to discuss it further
over the phone.

e Send Secure Email. Participants will be provided with the Partners Privacy language regarding
encrypted emails and given the opportunity to opt-out of Send Secure emails. In previous
psychosocial studies, participants have articulated difficulties with accessing encrypted emails
and prefer the option to opt-out of such method of encrypted communication.
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5.0 Study Design and Methods
5.1 Design/Study Type

The present protocol proposes to examine the single-arm pilot trial to examine feasibility and acceptability of a

patient-centered, evidence-based, culturally competent, tailored intervention to encourage breast cancer

survivors who have not begun taking adjuvant endocrine therapy to initiate the medication, enriching for Black,

Hispanic/Latina, and Asian American BCS. AET initiation will be measured by a self-report questionnaire.
Participants will complete assessments at baseline (within 14 days of consent), 1-month, and 3-months post-
baseline measuring beliefs about AET necessity, satisfaction with patient-physician communication, perceived

social support and quality of life.

5.2 Selection of Instruments

Instrument/Measure

Screening

Baseline
(14-day
window)

1-month
follow-up
(+/-7 day)

3-month
follow-up
(+/- 7 day)

Chart Review

Screening Questions
(AET initiation)

olte

Demographics

AET Initiation Question

it

Functional Assessment of
Chronic Illness Therapy-
Treatment Satisfaction-Patient
Satisfaction (FACIT-TS-PS)

Beliefs about Medicines
Questionnaire — Adjuvant
Endocrine Therapy
(BMQ-AET)
Multidimensional Scale of
Perceived Social Support
(MSPSS)

Functional Assessment of Cancer

Therapy-Breast
(FACT-B)

Hospital Anxiety and Depression
Scale (HADS)

Self-Efficacy for Managing
Symptoms Questionnaire
(Self-Efficacy for Symptoms)

Measure of Current Status — Part
A (MOCS)

Client Satisfaction Questionnaire

(CSQ)

Screening:

EHR Factors: The following information will be collected from participant EHR: MGH Main vs Affiliate site vs

DFCI sites, demographic information, breast cancer stage, treatment (e.g., surgery, chemotherapy, radiation),
AET type, approximate recommended AET start date, and medical or psychological co-morbidities.
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AET Initiation questions: A question will be administered asking patients whether they have started taking their
daily AET (yes vs. no). Patients who have not yet started AET will be considered eligible for study
participation. Patients will also be asked how hesitant they are about starting their recommended hormonal
therapy medication on a scale of 0-10.

Outcome Measures:
Demographics Questionnaire: Participants will self-report their age, gender, race/ethnicity, marital status,
education level, and relationship status.

AET Initiation Question: This one item instrument will ask patients: At different times throughout your
participation this study, you may or may not be taking/have started taking your hormonal therapy. “At this time,
are you currently taking your hormonal therapy (e.g., Tamoxifen, Anastrozole/Arimidex,
Exemestane/Aromasin, Letrozole/Femara)?” Patients will self-report their initiation of endocrine therapy.

Functional Assessment of Chronic Illness Therapy-Treatment Satisfaction-Patient Satisfaction (FACIT-TS-
PS):33 This thirty-item questionnaire will be administered to patients to assess satisfaction with communication
with clinicians and nurses and consists of items such as “Did you doctor show genuine concern for you?”. Each
item is measured on a Likert-type scale of 0 (No, not at all) to 3 (Yes, and as much as [ wanted). Subscale
scores are computed by summing each individual item, multiplying the sum by the number of items in the
subscale and dividing by the number of items answered. Over 50% of items in a subscale must be completed to
receive a valid score. Subscales include physician communication (0-36 score range), treatment staff
communication (0-12), technical competence (0-9), nurse communication (0-9), and confidence and trust (0-
12).

Beliefs about Medicines Questionnaire — Adjuvant Endocrine Therapy (BMQ-AET):3* This 10-item
questionnaire will be administered to assess the perceived need for AET versus concerns about side effects or
other negative consequences (i.e., Necessity-Concerns framework). The BMQ-AET has been used in studies
measuring endocrine therapy adherence. This study will use one of the two scales, which is computed
measuring perceived need for medication and concerns about disruptive medication effects. Items are measured
on a Likert-type scale of 1 (strongly agree) to 5 (strongly disagree). Total scores are calculated by finding the
sum of subscales that range 10-50.

Multidimensional Scale of Perceived Social Support (MSPSS):33-36 This 12-item questionnaire will be
administered to patients to assess patients’ perceived social support. The validated and reliable scale consists of
items, such as “my family really tries to help me,” and is measured on a 7-point Likert scale. The item is
divided into 3 subscales: family, friends, and significant other and the range of the total scale is 1-7.

Functional Assessment of Cancer Therapy-Breast (FACT-B):37 The FACT-B is a validated measure used to
assess multidimensional quality of life in patients with breast cancer. The measure captures five domains:
physical well-being, social/family well-being, emotional well-being, functional well-being, and additional
concerns. Each item is answered on a Likert-type scale of 0 (not at all) to 5 (very much). Subscale scores are
computed by summing each individual item, multiplying the sum by the number of items in the subscale and
dividing by the number of items answered. Total FACT-B scores can range from 0-148.

Hospital Anxiety and Depression Scale (HADS):3% 3% The HADS is a valid self-report measure for assessing
anxiety and depressive symptoms among patients in non-psychiatric hospitals. The 14-item measure contains
seven questions to assess depressive symptoms and seven questions to assess anxiety symptoms to distinguish
between the two. Patients indicate how they have been feeling on average over the past week. Each item is
answered on a scale of 1 to 4. The four possible answer choices vary and adjust for each question. Total
subscale scores range from 0-21.
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Self-Efficacy for Managing Symptoms Questionnaire (Self-Efficacy for Symptoms):4® The Self-Efficacy for
Symptoms Questionnaire is a modified version of the self-efficacy scale to assess patient self-efficacy in
managing symptoms related to their endocrine therapy medication. The measure asks patients to rate their
confidence on a scale of 1 (not at all confident) to 10 (very confident) in their ability to decrease or control the
side effects of their medication. This is an 8-item scale, and total scores range from 1-10.

Measure of Current Status (MOCS):#! The MOCS is a 13-item scale which measures patients’ current self-
perceived ability on several skills. Examples of targeted content areas are ability to relax, restructure
maladaptive thoughts, and choose appropriate coping responses. Each of the 13 items is answered on a scale of
0 (I cannot do this at all) to 4 (I can do this extremely well).

Other demographic and treatment-related factors affecting initiation will be collected from the EHR and
examined as covariates.

Intervention Acceptability:

Client Satisfaction Questionnaire (CSQ):#? The CSQ is a 3-item, validated measure to assess satisfaction with
services provided to the patient, and asks questions such as, “to what extent has our program met your needs?”
Each item is answered on a scale of 1-4. This will be administered at the 1-month assessment to evaluate
intervention participants only to examine intervention acceptability. The total score range is 3-12.
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5.3 Description of Proposed Study Intervention
Our proposed intervention will be constructed within the aforementioned theoretical framework, using existing
literature to incorporate strategies to reduce modifiable barriers to endocrine therapy initiation. Dr. Jacobs
developed the intervention outline with expertise from co-investigators Drs. Jennifer Temel and Dr. Beverly
Moy who are experts in cancer outcomes research and breast oncology and health equity, respectively. The data
gathered from the semi-structured interviews has informed the intervention and be instrumental in refining it to
optimize patient-centeredness.

The nurse-led intervention will be a brief, two-session, culturally competent, evidence-based intervention via
videoconferencing software administered by a breast oncology nurse practitioner. The sessions will begin once
baseline assessments and enrollment are complete, and the sessions will be approximately 2 weeks apart. Both
sessions will aim to take place prior to the planned and agreed upon AET start date per the treatment plan with
their oncology team. Study staff will work with patients on a case-by-case basis to schedule the sessions in a
timeline that aligns with their treatment plan. Patients have the option to request attending these sessions via
phone or in person.

The intervention and study materials will be translated into Spanish and delivered by nurse practitioner, Kathryn
Post, PhD, in either English or Spanish. An interpreter will be present either in person or remotely for the
intervention for patients who speak Spanish only. Both sessions will take place within one month of the baseline
assessment. The intervention will target known modifiable barriers to AET initiation, including support and
communication with clinicians, perceived therapeutic efficacy of AET, and managing expectations of symptoms
and side effects, but will be primarily driven by barriers identified by the patient. Therefore, the session will
begin by probing and identifying the individual and culture-specific barriers to initiation in multiple domains.
The interventionist and patient will then problem-solve barriers to initiation through motivational interviewing,
cognitive-behavioral techniques, and medication education. The intervention is informed by the Health Belief
Model (HBM), the Cognitive Model of Adjustment to Cancer, and Motivational Interviewing Techniques. First,
the intervention will address perceived risk and medication efficacy in line with the HBM, which maintains that
the health behavior (i.e., initiating AET) will be adopted if the patient perceives (a) risk for a condition, (b) that
the medication will reduce risk, (c) that benefits outweigh costs, and (d) self-efficacy for taking medication.
Second, driven by the Cognitive Model of Adjustment to Cancer, the intervention will include strategies for
enhancing coping with side effects, reframing cognitive self-talk about AET efficacy, and identifying and
enhancing social support. CBT is effective in helping patients manage concerns, fears, and actual cancer-related
side effects. Finally, Motivational Interviewing techniques will help the patient explore and resolve
ambivalence with attention to their readiness for change. Sessions will be audio-recorded and at least 10% will
be reviewed for treatment fidelity. Intervention acceptability will be evaluated using the CSQ.

5.4 Data Collection and Provisions to Protect the Privacy Interests of Subjects

Participants will be given the option to complete the above instruments either on paper, over a secure REDCap
portal or over the telephone. Study staff will send assessments to participants at the start of their timepoint
window and will follow-up periodically throughout to ensure receipt and completion of assessments.
Assessments that are completed on paper will be entered into the secure REDCap database by study staff.

Patients will receive an Intervention Manual which has been informed by the Qualitative Phase of this study
(21-331) (Appendix 9.25).

Patients will additionally receive a copy of the Intervention Manual and a welcome letter with study
expectations (Appendix 9.21, 9.22), and a study timeline document (Appendix 9.23, 9.24). As detailed in the
Data Safety Monitoring Plan (Section 6.0), all subjects will receive a confidential number identifier. All
participants will be identified on study assessments by their number identifier.
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Identifiers, such as name, will only be used during the initial data retrieval process and can be destroyed
once all data records have been obtained and data analysis has been completed as discussed previously.

5.5 Description of Study Process
After completing the baseline assessment and enrollment, we will schedule the patient’s intervention sessions.
Sessions will take place via videoconferencing software (Zoom). If a patient prefers, these sessions can also be
held in person or over the phone. Each session will last approximately 60 minutes. Participants will be reminded
that they can decline to discuss any topic that is presented during the sessions. Interventionists will complete a
post-session survey following each session (Appendix 9.26). 80% of sessions will be audio-recorded and at
least 10% randomly selected, stratified by interventionist, and reviewed with study staff for treatment fidelity.
Content fidelity will be assessed by calculating the percentage of key intervention topics addressed out of total
topics, with a goal of 90%. Feedback will be given to interventionists to enhance adherence to the protocol.

The nurse-led intervention will be administered by trained study staff (under direct supervision and guidance
from the PI) and study sessions will be conducted in English or Spanish using an intervention manual. This
manual will be finalized after the completion of Phase I of this study with input from Dr. Jennifer Temel, Dr.
Beverly Moy, and Kathryn Post, PhD. Following the intervention, we will offer participants optional semi-
structured interviews to gather feedback on the sessions (Appendix 9.27). We will then modify the intervention
iteratively to reflect participants’ feedback in order to best address the needs of patients who have not started or
are hesitant to initiate their AET medication. The study materials, including consent forms, recruitment
materials, patient-facing materials and study measures, not otherwise available in Spanish from their licensor,
will be translated (forwards and backwards) into Spanish by Linguistic Systems, Inc and Spanish-speaking
investigators and coordinators in our Cancer Outcomes Research and Education Program (CORE). This group
has extensive experience providing translation services for researchers at Harvard Medical School and Beth
Israel Deaconess Medical Center. After the translation, a second linguist will edit the Spanish-language
materials for quality assurance, following best practices in the translation industry.

Special Concerns

We do not anticipate any major complications with this study. To reduce burden, participants will be offered the
opportunity to complete the intervention sessions via Partners approved videoconferencing software (Zoom). If
a patient prefers, these sessions can also be held in person or over the phone. If a participant expresses distress
during the study sessions, they will be reassured that they can stop the session and they are not required to
respond to any topics presented during the sessions which they find upsetting. They will also be reminded that
study participation is voluntary. If a participant remains distressed, the principal investigator, a psychologist,
will offer a referral to supportive care services in the Psychiatric Oncology Service in the MGH Cancer Center,
and assess safety prior to terminating the intervention session.

Participants may experience some discomfort talking about some of the topics brought up during the sessions or
answering study assessment questions; however, they may choose not to discuss topics or answer questions that
are distressing. Participants may also experience some discomfort being audio recorded, for the purposes of
qualitative data collection. Confidentiality will be detailed on the consent form and discussed in detail so that
participants are fully informed of their right to request information and to withdraw from the study at any time
without impacting their care. We will also discuss the importance of maintaining confidentiality at the
beginning of each session.

Breach of confidentiality is a concern in all studies with human subjects. Patient participants will be completing
individual intervention sessions that will be audio-recorded; thus, safeguards will be put in place to ensure that
participant information is kept private and confidential. Participants’ data will be kept on Lab Archives, a Mass
General Brigham electronic secure research lab notebook, and Business Dropbox, a cloud-based storage that is
compliant with Mass General Brigham’s policies and procedures. Data stored on Lab Archives and Dropbox
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will only be accessible to the Principal Investigator and IRB-approved study staff. Data will not be shared with
individuals other than study staff and any identifiable information about study participants will be destroyed
after all data analyses are complete.

Compensation

Participants will not endure any additional costs as part of their participation in this research study. As
such, we do not anticipate any financial burden on study participants. The study intervention visits will
not be billed.

We will remunerate participants $10 for each assessment packet completed for up to $30 total.

Handling of Study Documents

Study source documents, including but not limited to signed informed consent forms, completed eligibility
checklists, and participant questionnaires, will be scanned and stored digitally as certified copies on a secure
drive only available for access to trained study staff working with the documents. The drive will be only
accessible with proper invitation to the drive by the Principal Investigator through their Partners account, which
will require personal username and password information to access. Trained study staff will follow specific
standard operating procedures for handling source documents and certifying each copy appropriately. The
procedures are as follows. After source documentation is filled out by the participant, study staff will collect the
original source document. The study staff member scanning documents will be kept as consistent as possible
throughout the duration of the study to ensure uniformity among source documentation handling. Location,
time, and date of the scanning of the document will be recorded at the time of scanning. Study staff will fill out
the Source Documentation Certified Copy Cover Sheet (Appendix 9.29) and include this as the first page of the
electronic version of the source document. After the source document is scanned and the corresponding
electronic document is confirmed to be legible, all facing the correct direction, and together as a single
document, it will be collected and destroyed immediately. Study staff will destroy the original copy of the
source document by following MGH procedures of destroying documents with Personal Health Information
(PHI). Electronic versions of source documents will allow study staff to access these documents regardless of
where the original copy is stored, which may be inconvenient, increase study staff burden, and study cost if
storage of documents is far from the location where research activities will be conducted or required to be
placed in long term storage. This process has been developed streamlined, and successfully implemented in
DF/HCC Protocol #18-603.

5.6 Adverse Reactions and Their Management
Reporting Adverse of Unanticipated Events

We do not anticipate any harm with our study procedures. While some topics probed in study assessments and
the intervention may be sensitive in nature, our study staff has extensive experience conducting social
behavioral intervention on sensitive topics without any adverse events. No adverse or unanticipated events
occurred in previous studies of psychological interventions conducted by our research group. Reportable
adverse events would include a breach of confidentiality. Should adverse or unanticipated events occur during
the study, a trained study staff member will report the events to the IRB as soon as they are discovered.

Anticipated Reactions

As Phase 2 of this study consists of a 2-session, in-person or virtual intervention with 3 study surveys, there are
no ingested medications and no biomedical procedures. It is unlikely that participants will be at any risk for
physical harm because of study participation. Participants may find some of the questions to be emotionally
upsetting, and if so, they may experience some distress.

Reaction Management
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A detailed consent form will be signed by study staff after the participant provides consent, following the
explanation by study staff. The consent form will include all study procedures, information about potential risks
and benefits of participation, and information regarding whom the participant can contact for further questions.
It will also state that participation is voluntary, that participants can refuse to answer any questions, that they
can withdraw from the study at any time, and that study participation is in no way related to their medical care.
All study staff will complete the required human subjects training before they can work on any human subject
aspects of the study.

If a participant expresses distress during the psychological intervention visits, they will be reassured by
the clinician or study staff member conducting the intervention session that they can stop at any time
and that they do not need to continue participating in content or discuss any intervention
topics/questions which they find upsetting. They will also be reminded that study participation is
voluntary. If participants remain distressed, they will be offered an opportunity to meet with a
psychologist in the Psychiatric Oncology Service at the MGH Cancer Center to help address their
distress.

For all participant assessments given throughout the study, study staff will review assessments upon receipt
from participants for completion and to assess distress. On the HADS, patients who endorse >11 on even items
for a more severe range for depression will be called by qualified study staff (e.g., Dr. Jacobs, a licensed clinical
psychologist, as well as trained clinical psychology practicum fellows). If a participant completes the distress
assessment online through the secure REDCap portal, a study staff member will check the responses and notify
the PI for follow-up if needed within 72 hours of receipt. If a participant completes assessments on paper, study
staff will check the responses and notify the PI for follow-up if needed within 72 hours of receipt. If a
participant completes assessments over the phone, study staff will notify the PI for follow-up if needed within
72 hours of receipt. If the patient needs further outpatient services for depression, including pharmacotherapy,
or is at risk for self-harm requiring hospitalization, study staff will make the necessary referrals for treatment.
For example, for patients who are distressed but in no danger to self or others, study staff will refer either to the
MGH Oncology Social Work Service or to the MGH Outpatient Psychiatry Department (617-724-5600),
including the Cognitive-Behavioral Therapy Program. If suicidality or risk of harm to others is otherwise
discovered at any study visit, the participant will be referred to appropriate services. Specifically, in the case
that hospitalization is required, study staff will contact and escort the patient to the MGH Acute Psychiatry
Service (617-726-2995), with the aid of the MGH Police & Security if necessary (617-726-2121). If a referral
for outpatient services is made, or the patient requires escort to the MGH Acute Psychiatry Service, study staff
will notify the health care team, including the primary oncologist.

The PI and trained study staff will meet weekly to review study progress, ensure properly implementation of the
intervention, and review any adverse reactions that occur. The PI and the research assistant will review consents
and collected data to ensure proper adherence to study protocol.

6.0 Provisions to Monitor the Data to Ensure the Safety of Subjects
Data and Safety Monitoring Plan

The purpose of the data and safety monitoring plan is to establish standards that will ensure that
this protocol complies with Federal Regulations, Health Insurance Portability and Accountability
Act (HIPAA) requirements, and applicable Dana-Farber Harvard Cancer Center (DF/HCC)
Standard Operating Procedures.

General Approach: We have developed a comprehensive data and safety monitoring plan for the
proposed project. Throughout the award period, weekly meetings will take place with the
research team: Jennifer Temel, MD and Beverly Moy, MD, MPH, and study staff. Specifically,
meetings will include ongoing review of study protocol, assessment procedures, and issues
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related to recruitment, data collection, and management. Study staff will also discuss any human
subject issues that arise.

General Roles and Responsibilities: We will use several coordinated strategies to monitor study
recruitment, enrollment, and retention, as described in the following table. We will also closely
track collection of patient-reported assessments, as these measures are an essential aspect of our
study procedures and outcomes. For all strategies identified in the table, we will develop study
tracking forms that will be reviewed at the weekly team meetings. Study tracking forms will be
used to create a record of all decisions made and actions taken. I will send a report ahead of the
meeting detailing study progress and setting the agenda. The following monitoring and reporting
steps will be taken for each study activity:

Study
Activity

Monitoring and Reporting Mechanism

Recruitment | e The designated CRC will generate a weekly report outlining the number of patients

approached and reasons for ineligibility or disinterest in study participation.

Informed e The CRC will generate a weekly report detailing the number of participants who
Consent consented to the study.

e The PI will go through any issues related to informed consent with the CRC weekly or
earlier if urgent.

Enrollment | ¢ The CRC will generate a weekly enrollment report.

Assessments | e The CRC will conduct a review for completeness and accurate data entry.

e The CRC will maintain participant records of distress levels at each timepoint and
follow Reaction Management if required.

Intervention | e The CRC will contact patients to test the videoconferencing technology.

¢ The PI and trained study staff will review at least 10% of audio-recorded treatment
sessions.

¢ The CRC will maintain a record of participant progress in sessions, including
attendance.

Retention e The CRC will generate a weekly report detailing completion of follow-up assessments

and retention strategies implemented for each participant.
e The CRC will generate a weekly report of all participants who withdraw from study.

Analysis e The PI will work closely with study biostatistician, Nora Horick (scientific advisor in

biostatistics), on all qualitative and quantitative analyses.

Specific PI Roles and Responsibilities
I will be responsible for all aspects of conducting the protocol; I will:

Oversee the coordination, development, submission, and approval of the protocol to the DF/HCC as well
as subsequent amendments.

Ensure that the investigators and study staff are qualified and appropriately resourced to conduct the
protocol.

Carry out a Data and Safety Monitoring Plan as detailed in this document.

Ensure that each participating study staff member receives adequate protocol training prior to enrolling
participants and throughout the trial’s conduct as needed.

Monitor progress and overall conduct of the study.

Conduct review of 10% of intervention sessions for process and content fidelity.

Conduct weekly supervision for clinical protocol interventionists.

Review data and maintain timely submission of data for study analysis.
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e Ensure compliance with all requirements as set forth in the Code of Federal Regulations, DF/HCC,
HIPAA requirements, and the approved protocol.

e Commit to provisions that the protocol will not be rewritten or modified by anyone other than the
overall PI.

e Monitor accrual and address concerns if accrual goals are not met.

The Massachusetts General Hospital Cancer Center is expected to comply with all applicable federal

regulations and requirements, the protocol and HIPAA requirements. Specifically, it will:

e Oversee the data collection process.

e Maintain documentation of Serious Adverse Events (SAE) reports and deviations/violations.

e Maintain regulatory documents which include but are not limited to the following: IRB
approvals/notifications, confirmation of Federal wide Assurances (FWAs), all SAE submissions,
screening logs, and IRB approved consents.

e Conduct regular communications with the PI and maintain documentation of relevant communications.

e Document the delegation of research specific activities to study personnel.

e Maintain regulatory files.

e Have office space, office equipment, and internet access that meet HIPAA standards.

e Participate in quality assurance activities and meet with monitors or auditors at the conclusion of a visit
to review findings.

e Promptly provide follow-up and/or corrective action plans for any monitoring queries or audit findings.

Informed Consent Requirements. The DF/HCC approved informed consent document will serve as a template
for the informed consent.

Protocol Confidentiality. All documents, investigative reports, or information relating to the participants are
strictly confidential. Confidentiality is assured as participants will be identified on all study materials only by
participant number, visit number, and date of visit. By recording the study data in this manner, the information
can be considered 'de-identified,' and therefore compliant with the Standards for Privacy of Individually
Identifiable Health Information ("Privacy Rule") of HIPAA. Participants’ data will be kept in a computer file
that is password protected and this password will be changed whenever the staff changes. This password-
protected file will be stored on the encrypted MGH network drive on hospital computers. Only the Principal
Investigator and study staff will have access to the data. We will keep a link between participant number and
participant’s name in a separate file, also password protected (with a different password).

Data Management Organizational Structure Data. Study forms will undergo a systematic and rigorous editing
process prior to being keyed into the database. The research assistant will routinely evaluate the data and discuss any
problems and questions with the study staff, myself, and mentors at the regular weekly team meetings. Data
management formal reports on record status across the three following domains will be employed: entered, verified,
and edited. These reports of data records will be evaluated once a month during the final team meeting of the month.
All study data (including data from the Electronic Health Record) will be stored on the encrypted MGH network
drive on hospital computers and will be password protected. To ensure data protection, backup copies automatically
generated by MGH computer systems will be available.

Data Safety and Monitoring Plan. The following procedures will be followed, in compliance with NIH
requirements, to ensure the safety of study participants and the validity and integrity of data:

Data Repository: The MGH Cancer Outcomes Research Program (CORE) has coordinated research initiatives
over the past ten years that have established procedures and technologies for data collection and management.
I will oversee all aspects of data collection for the study and the research assistant will have the operational
responsibility of data management. We will develop a study specific data management protocol and standard
operating procedures for the creation and testing of all study forms, data collection, quality control, and data
extraction. These forms will be standardized. We will provide ongoing oversight of data management
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throughout the study, and will be responsible for generating reports and datasets for quality control and data
analysis. All data management activities will utilize REDCap, a HIPAA-secure, web-based survey application
for electronic collection and management of research and clinical trial data. REDCap data collection projects
rely on a thorough study-specific data dictionary defined in an iterative self-documenting process by all
members of the study staff with planning assistance from Partners HealthCare Research Computing,
Enterprise Research Infrastructure & Services (ERIS) group. REDCap provides an intuitive interface for users
to enter data and have real time validation rules (with automated data type and range checks) at the time of
entry. Data management reports will be generated weekly and discussed during the study staff meetings.

e Serious Adverse Events: Expedited review will occur for all events meeting the Food and Drug
Administration (FDA) definition of a SAE (i.e., any fatal event, immediately life-threatening event,
permanently or substantially disabling event, event requiring or prolonging inpatient hospitalization,
Unanticipated Problems [UPs], or any congenital anomaly). This also includes any event that a study
investigator judges to impose a significant hazard, contraindication, side effect, or precaution. For purposes of
this study, all SAEs will be required to be reported to the PI, the DF/HCC IRB, and federal agencies (National
Cancer Institute, FDA, and the NIH Office of Biotechnology Activities), regardless of any judgment of their
relatedness to the study. All relevant information will be reported to the study investigators for each SAE
including information about the event and its outcome, study condition, concomitant medications, the
subject’s medical history and current conditions, and all relevant laboratory data. Notification by secure e-
mail of all related study forms shall be made to the DF/HCC IRB within 24 hours of the occurrence of any
SAE. Information will be reviewed and a determination made of whether there was any possible relevance to
the study interventions. Reporting to NIH will be made according to their respective regulations governing
SAE reporting.

e Non-Serious Adverse Events: At weekly meetings, the study staff will discuss summaries of the numbers and
rates of adverse events by treatment group. These reports will include types of events, severity, and treatment
phase.

e Other Safety-Related Reports: At weekly meetings, the study staff will discuss summary reports of treatment
retention and reasons for dropout or withdrawal by treatment group.

e Study Stopping Rules: We do not have a pre-specified stopping rule given the low-risk nature of the proposed
study. However, if at any point the DF/HCC or the study investigators judge that the risks of study procedures
outweighs the benefits, the project will be stopped immediately.

e Procedures to ensure confidentiality, preparation of reports, minutes, and recommendations: We will work
with the CRC to prepare study reports and circulate them to the study staff during the weekly scheduled
project meetings. These reports will include overall study progress and safety data. At the conclusion of each
research group meeting, the investigators will determine whether any changes in the conduct of the trial are
recommended.

7.0 Statistical Analyses

7.1 Primary and Secondary Endpoints
Our primary endpoint of this phase of feasibility and acceptability will be measured by rates of enrollment
(>50%), participant retention (70%), intervention attendance (>70% attending at least 1 of 2 sessions), and
intervention satisfaction (>75% reporting satisfaction greater than the CSQ’s midpoint).

Our secondary aim is to assess intervention-related changes in primary and secondary outcomes at one- and
three- months post-baseline. We will explore changes in satisfaction with patient-physician communication,
perceived social support, self-efficacy for symptom management, and quality of life.

7.2 Sample Size
To determine feasibility in a single-arm pilot trial (up to N=35), estimate effect size, and finalize the
intervention and study protocol to apply for an NIH grant to conduct a full-scale efficacy trial.

7.3 Early Stopping Rules
Study participation will be terminated at any time upon the participant’s request.
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7.4 Definition of Allowance in Design for Unevaluable/Ineligible Participants
Not applicable.

7.5 Analysis Plan
Aim 1: Feasibility and acceptability will be measured by rates of enrollment (>50%), participant retention
(>70%), intervention attendance (>70% attending at least 1 of 2 sessions), and intervention satisfaction (>75%
reporting average satisfaction greater than the CSQ’s midpoint).

Aim 2: First, data will be analyzed with the intention-to-treat principle and assessed for statistical assumptions
and patterns of missingness, implementing Multiple Imputation with maximum likelihood if appropriate.
Sample size justification. We may over-accrue to ensure that a total of up to 45 BCS complete the study. This
pilot study will provide a preliminary estimate of the rate of AET initiation within one month from baseline.
With up to 30 participants, the width of the exact 95% confidence interval (CI) for the rate of AET initiation at
one month will be at most 37.4% (i.e., +/- 18.7%). If at least 24% of participants initiate AET within one month,
the study will rule out a post-intervention initiation rate of lower than 10% based on the lower limit of the exact
95% CI. We will conduct exploratory analyses to examine whether participants’ baseline characteristics are
associated with AET initiation at one month using Fisher’s exact tests and unpaired t-tests. For secondary
outcomes, we will conduct paired samples t-tests to assess intervention-related changes in satisfaction with
communication with clinicians and treatment, Necessity-Concerns Framework, perceived support, self-efficacy
for managing side effects, and QOL from baseline to one-month post-baseline. In addition, we will use linear
mixed effects regression models to evaluate the change in secondary outcomes across all three assessment time
points. We will interpret 95% Confidence Intervals and Cohen’s d effect sizes (D=[(Mean 1)—(Mean 2)]/pooled
Standard Deviation), with magnitudes of 0.3, 0.5, and 0.8 for small, medium, and large effects, respectively. We
will conduct sensitivity analyses to examine whether changes in outcomes are differ among racial and ethnic
groups.

Participants will be given the opportunity to receive a summary of study results at the completion of the study.
If a request is made, the study staff will provide the participant with an abstract of the study at the end of data
collection and analysis.

7.6 Handling of Missing Data in the Analysis

The analyses for this study will focus on study completers to estimate the effect of the 2-session, patient
centered intervention. The primary endpoint will be based on acceptability and feasibility aspects of the study.
We will use the intention-to-treat principle for analyses with all participants. After we examine patterns of
missingness, we will use maximum likelihood with multiple imputation to account for missing data.
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9.1 Suggested Clinician Email Template: Request to Approach

Addressing Non-Initiation of Recommended Adjuvant Endocrine Therapy for Patients with a Culturally
Informed Intervention
PI: Jamie Jacobs, Ph.D.
Dear [Dr./NP/PA PROVIDER NAME],
I am a research coordinator working with Dr. Jamie Jacobs on a study to promote the initiation of endocrine
therapy with a virtual, 2-session, culturally informed intervention for breast cancer survivors. Participants must
be fluent in English or Spanish.
Your patient(s) may be eligible for the study:

Name MRN DOB

I would like to approach her regarding the study. Please let me know at your earliest convenience if I should
refrain from approaching this patient for any reason. If I do not hear from you, I will follow-up in person to
request permission.

Study participation does not preclude you and the rest of the patient’s care team from medically treating the
patient’s symptoms per your clinical judgment.

Please feel free to let me know if you have any questions or concerns. Additionally, I have included a brief
attachment with more study information.

Thank you,
[name of study staff]

[name of study staff]

Clinical Research Coordinator
Massachusetts General Hospital
[study staff email]

[study phone number]
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9.2 Clinician Handout

Addressing Non-Initiation of Recommended Adjuvant Endocrine Therapy for Patients with a Culturally Informed

Intervention

Study Rationale

Up to 30% of BCS do not initiate AET as recommended.

BCS of a racial or ethnic minority are disproportionately less likely to initiate AET.

AET initiation is a modifiable health behavior with established predictors, with some being more salient for
minority BCS.

Interventions to improve initiation to AET are needed and should be culturally sensitive.

Based on a qualitative study, we developed a culturally competent, two-session, nurse-led intervention to
promote AET initiation in a diverse sample of early-stage, hormone receptor-positive BCS who have delayed
initiation or have hesitations about initiating.

Study Specifics

This is a single-arm pilot study in which up to 35 patients will be recruited to participate in a two-session
intervention with purposeful recruitment of racial/ethnic minorities.

We will aim to have one-third of the participants identifying as a racial or ethnic minority, in order to enroll a
representative sample of experiences and concerns.

The intervention consists of 2, one-hour sessions delivered over videoconferencing with a nurse practitioner.
If necessary, these sessions can be delivered in person or via phone.

All patients will be asked to complete assessments at baseline, 1-month, and 3-months after enrollment.

What Is Needed from You as the Clinician?

Approve or deny study staff request to approach potentially eligible participants
Refer patients you think may be eligible and a good fit for the study
Provide care as usual

Patient Inclusion and Exclusion Criteria

Female, age 21 or older, ability to read and respond in English or Spanish

Diagnosis of early-stage (Stage I-IIIB), hormone-receptor positive breast cancer

Recommended to start AET at least 3 weeks prior and not currently taking AET OR recommended to start
AET in the future and reports hesitations to start AET as determined by a score of >/= 4 (range =0-10) when
asked "How hesitant are you about starting your recommended hormonal therapy? (0=Not at all hesitant and
10 = Extremely hesitant)"

Eastern Cooperative Oncology Group (ECOGQG) performance status < 2

Does not have Stage 0 (DCIS) breast cancer

May not have psychiatric or cognitive impairment

May not have a psychiatric hospitalization within the past year

Is not currently undergoing primary treatment for other cancer (i.e., advanced stage cancer)

Is not participating in a clinical trial involving AET

Study Contact Information:

Please send potentially eligible patients to the study coordinator [name and email] or to the study PI, Dr. Jamie
Jacobs, at jjacobs@mgh.harvard.edu.
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9.3 Rally Recruitment Portal Advertisement

Headline: Addressing Non-Initiation of Recommended Hormonal Therapy for Patients with a Culturally
Informed Intervention

Summary: If you were diagnosed with breast cancer and have not yet begun taking a hormonal therapy, you
may be eligible to participate in this research study. Participants will complete a brief, 2-session, culturally

informed intervention.

Project Title: Addressing Non-Initiation of Recommended Hormonal Therapy for Patients with a Culturally
Informed Intervention

Categories: Breast Cancer, Cancer, Medicines

Project Image:

Funding Source: Electronic Space Systems Corporation
Institutions conducting research: Massachusetts General Hospital, Dana-Farber Cancer Institute
IRB Organization: DF/HCC Dana Farber Cancer Institute

Recruitment start date: TBD
Recruitment end date: 5/1/2023

What are you studying?

We are studying a tailored, patient centered, culturally informed intervention for women who have not yet
started taking hormonal therapy for breast cancer. This program will address challenges and barriers of
beginning hormonal therapy.

Why is it important?

Patients diagnosed with breast cancer can experience a variety of challenges and barriers around beginning
hormonal therapy. This program will allow women to explore and manage their specific concerns around
starting these medications with a cancer center clinician.
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9.4 Rally Recruitment Portal Advertisement - Spanish

Titular: Enfrentando a la Falta de Iniciacion de Tratamiento Hormonal que es Recomendado a Pacientes, con
una Intervencion Fundamentada por la Cultura

Resumen: Si usted una sobriviente con cancer de mama y aun no ha comenzado tratamiento hormonal, puede
ser elegible para participar en este estudio de investigacion. Los participantes completaran una breve

intervencion de 2 sesiones, culturalmente informada.

Titulo del Proyecto: Enfrentando a la Falta de Iniciacion de Tratamiento Hormonal que es Recomendado a
Pacientes, con una Intervencién Fundamentada por la Cultura

Clasificaciones: Cancer de Mama, cancer, Medicinas

Imagen del Proyecto:

Fuente de Fondos: Electronic Space Systems Corporation
Instituciones Conduciendo el Estudio: Massachusetts General Hospital, Dana-Farber Cancer Institute
Organizacion del IRB: DF/HCC Dana Farber Cancer Institute

Reclutamiento Empieza: TBD
Reclutamiento Termina: 5/1/2023

(Qué estan investigando?

Estamos investigando la viabilidad y eficacia de una intervencion adaptada, centrada en el paciente y
culturalmente informada para mujeres que aun no han comenzado a tomar tratamiento hormonal para el cancer
de mama o tienen reservaciones sobre empezarlo. Este programa abordara los desafios y las barreras de
comenzar el tratamiento hormonal.

(Cual es la importancia?

Sobrevivientes del cancer de mama pueden enfrentar una variedad de desafios y barreras al comenzar el
tratamiento hormonal. Este programa les permitird a estas mujeres explorar y enfrentar sus preocupaciones
especificas sobre el inicio de estos medicamentos con una clinica del centro oncoldgico.
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9.5 Suggested Recruitment and Eligibility Phone Script

Hi, this is [Study Staff Name] calling from Massachusetts General Hospital/Dana-Farber Cancer Institute. Is
this [Patient Name]?

Al. Self-referral call-back: Thank you for reaching out to our study team regarding the study. I would be
happy to give you a brief overview of the study if you have a few minutes. Is now a good time?
IF YES: Continue to Section B.
IF NO: Is there a better time in the coming days I could give you a call back? [Continue to
Section E.]

A2. Recruitment call: I am calling regarding a research study you might be eligible for that your
oncologist, [provider name], thought you might be interested in. Is this a good time I could give you a
brief overview of the study?

IF YES: Continue to Section B.

If NO: Continue to Section E.

B. Study Description
This is a study about starting hormonal therapy, a type of medication that your oncologist recommended
you take for breast cancer. This program consists of 2 sessions with a nurse over Zoom, to address any
challenges or concerns you may be experiencing around beginning this medication. These visits would
take place over a secure videoconferencing software Zoom. Does this sound like something you might
be interested in?

IF YES: Continue to Section C.

IF NO: Continue to Section E.

C. Eligibility Pre-Screening
Thanks for your interest. To determine whether this study is a good fit for you, I am wondering, have
you started taking the hormonal therapy prescribed to you by your oncologist?

IF YES: Continue to Section E.

IF NO: Continue in Section C.

On a scale of 0-10, with 0 indicating that you aren’t at all hesitant and 10 indicating that you are
extremely hesitant, how hesitant are you about starting your hormonal therapy?

IF >/=4: Continue in Section D.

IF <4: Continue to Section E.

D. Consent Form Access and the Informed Consent Discussion
The next step is for us to go through the verbal consent process over the phone and I will send you a
copy over email for your records.

IF YES: [Proceed to complete the verbal consent process]

IF NO: Okay, we can also complete the informed consent process through the mail. I will send
you two copies of the consent form through the mail for you to sign both and send one back to
me using a prepaid envelope I’ll include. Additionally, I’ll include the screening measures to
verify your eligibility. [Collect address and continue to Section E]

E. Not Interested, Refusal, Paper-Consent Preference, Ineligible Outcome
Thank you so much for your time today. Please feel free reach out with any questions or concerns
related to the study.
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9.6 Suggested Recruitment and Eligibility Phone Script - Spanish

Hola, mi nombre es [Study Staff Name] estoy llamando por parte de Massachusetts General Hospital/Dana-
Farber Cancer Institute. Es usted [Patient Name]?

Al. Llamada de Autorreferencia: Muchas gracias por contactar a nuestro equipo sobre nuestro estudio.
Si tiene algunos minutos, me encantaria darle un resumen corto sobre nuestro estudio. ;Esta disponible?
SI DICE “Si”: Contintie a la Seccion B.
SI DICE “No”: ;Tendria algin momento en los proximos dias en el pueda contactarme otra vez
con usted? [Continue a la Seccion E. ]

A2. Llamada de Reclutamiento: Estoy llamando sobre un estudio en el puede ser elegible para
participar, y que su oncélogo, [provider name], pens6 que a lo mejor le pudiera interesar. Si tiene
algunos minutos, me encantaria darle un resumen corto sobre nuestro estudio. ;Esta disponible?
SI DICE “Si”: Continue a la Seccion B.
SI DICE “No”: Continte a la Seccion E.

B. Descripcion del Estudio
Este estudio esta relacionado con el comienzo del tratamiento hormonal, un tipo medicacion que su
oncologo le ha recomendado que tome para cancer de mama. Este programa incluye 2 sesiones con una
enfermera a través de Zoom, individuales y culturalmente informadas para enfrentar cualquier desafio o
preocupaciones que pueda estar teniendo al comenzar a tomar este medicamento. Estas visitas se
realizarian a través de un software de videoconferencia segua utilizando Zoom. ;Le interesaria
participar?

SI DICE “Si”: Continue a la Seccion C.

SI DICE “No”: Continte a la Seccion E.

C. Preseleccion de Elegibilidad
Muchas gracias por su interés. ;Para determinar si este estudio es una buena opcidn para usted, le queria
preguntar si usted ha empezado a tomar el medicamento de tratamiento hormonal que le prescribi6 su
oncdlogo?

SI DICE “Si”: Continue a la Seccion E.

SI DICE “No”: Continue a la Seccion C.
En una escala del cero al diez, cero indicando que no tiene duda en absoluto y diez indicando que esta
sumamente indecisa ;/Qué tan indecisa esta usted de comenzar su tratamiento hormonal?

Si>4: Contintie a la Seccion D.

Si <4: Continte a la Seccion E.

D. Acceso al Formulario de Consentimiento y Discusion Sobre el Consentimiento Informado
El proximo paso es de que revisemos el formulario de consentimiento y le enviaré una copia por correo
electronico para sus registros.

SI DICE “Si”: Continte en la Seccion D. [Proceed to complete the verbal consent process]

SI DICE “No”: No hay problema, también se puede completar este proceso por el correo. Le
mandare dos copias del formulario por el correo para que usted firme las dos y me mande una
copia devuelta usando un sobre prepagado que también le enviare. Adicionalmente, incluiré los
requisitos de seleccidn para verificar su elegibilidad. [Obtener su Direccion y Contintie a la
Seccion E]
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E. Ningtn Interés, Rechazo, Prefiere Copia del Consentimiento en Papel, No es elegible.
Muchisimas gracias por su tiempo. Si usted tiene alguna preocupacion o pregunta acerca del estudio, por
favor no dude en contactarnos.
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9.7 Suggested Recruitment Voicemail Script
Hi, this is [study staff contact] calling from Massachusetts General Hospital/ Dana-Farber Cancer Institute. [ am

calling to get in contact with [patient name] about a program you may be interested in. Please give me a call
back when you have the chance. You may reach me at [study staff contact information]. Thank you.
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9.8 Suggested Recruitment Voicemail Script - Spanish

Hola, me llamo [study staff contact] estoy llamando por parte de Massachusetts General Hospital/ Dana-Farber
Cancer Institute, para contactar a [patient name] sobre una oportunidad que le podria interesar. Por favor

devuélvame la llamada cuando tenga tiempo. Me puede contactar al [study staff contact information]. Muchas
gracias.
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9.9 Patient Screening Question

How hesitant are you about starting your recommended hormonal therapy?
(0=Not at all hesitant, 10=Extremely hesitant)
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9.10  Patient Screening Question - Spanish

(Qué tan indecisa esta usted acerca de comenzar su tratamiento hormonal recomendado?
(0=Para nada indecisa, 10=Sumamente indecisa)
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9.11 Recruitment Flyer

)

Mass General Brigham

Mass General Cancer Center

Initiate

Barriers to beginning hormonal
therapy after breast cancer

I

The Mass General Cancer Outcomes Research Program
is conducting a research study to support women who are given
hormonal therapy after breast cancer treatment.

If you:

» Are at least 21 years old

* Have hesitations or worries about starting hormonal therapy

» Have not yet started taking medication such as Tamoxifen,
Arimidex, Letrozole, Exemestane.

You may be eligible to participate in a two-session virtual
intervention program to discuss and problem solve challenges
to beginning hormonal therapy.

If you would like to learn more about this research study,
please tell your oncologist or contact the study coordinator,
[study staff name], at [study staff phone] or at [study staff
email].

7 \ | cancer

CORe | OUTCOMES

N\ | RESEARCH
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9.12  Recruitment Flyer — Spanish

)

Mass General Brigham

Mass General Cancer Center

Initiate

Comenzar el Tratamiento Hormonal
después de Cancer de Mama.

I

El Programa de MGH Cancer Outcomes Research esta
conduciendo un estudio para apoyar a mujeres puestas en
tratamiento hormonal después de recibir tratamiento para
cancer de mama.

Si usted:

+ Tiene 21 o mas afos

« Tiene dudas sobre comenzar su trataiento hormonal

* No ha empezado a tomar medicamentos como Tamoxifen,
Arimidex, Letrozole, Exemestane.

Puede ser eligible para participar en un programa de
intervencion virtual con dos sesiones para discutir y resolver
desafios relacionados con el comienzo del tratamiento
hormonal.

Si quiere aprender mas sobre este estudio, por favor digale a su
oncologo o contacte a la coordinador(a) del estudio [study staff
name], al [study staff phone] o por [study staff email].

7 \ | cancer
CORe | OUTCOMES

N\ | RESEARCH
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9.13 Suggested Email Template for Sending a Copy of the Verbal Consent and HIPAA
Authorization

Subject line: “INITIATE Study at MGH/DFCI”
Hello [participant name],

Thank you for your participation in the INITIATE study. Please see attached a copy of the consent form for
your records. If you have any questions or concerns, please do not hesitate to reach out.

Thanks!

[Study staff name]

[Study Staff Contact Information]

Suggested Electronic HIPAA Authorization Email Template

Subject line: “INITIATE Study HIPAA Authorization”

Hi [participant name],

Thank you for participating in our research study! To allow study staff to access health information, I’ve

included a link to the HIPAA authorization form. All information is kept confidential for only trained study
staff and will be stored securely.

Thanks,
[Study Staff Name]
[Study Staff Contact Information]

[REDCap-generated link]
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9.14 Suggested Email Template for Sending a Copy of the Verbal Consent and
HIPAA Authorization - Spanish

Subject line: “El estudio INITIATE en MGH/DFCI”

Saludos [participant name],

Le agradecemos por su interés en nuestro nuevo estudio conducido en Massachusetts General Hospital. Por favor
consulte adjunta una copia del formulario de consentimiento para sus registros. Por favor, no dude en contactarnos

si usted tiene alguna pregunta o preocupacion.

Gracias,
[Study Staff Name]

[Study Staff Contact Information]

Suggested Electronic HIPAA Authorization Email Template - Spanish

Subject line: “El estudio INITIATE HIPAA Autorizacion”

Saludos [participant name],

Le agradecemos por su participacion en nuestro studio. Para permitir que el personal del estudio acceda a la
informacion de salud, he incluido un enlace al formulario de autorizacion de HIPAA. Toda la informacion se

mantiene confidencial solo para el personal capacitado del estudio y se almacenaré de forma segura.

Gracias,
[Study Staff Name]

[Study Staff Contact Information]

[REDCap-generated link]
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9.15  Participant Locator Form— English

Participant Name
Mailing Address
Preferred phone number

e Mobile

e Home

e Work

e Other

Phone number
Can study staff leave voicemails regarding your participation in the study?
e Yes
e No
If you would like to receive SMS text messaging reminders, please check the box below
e [ give permission to the INITIATE study team to contact me regarding this research study, using
the mobile phone number provided.
e [ understand that any communication using SMS with the study team is NOT HIPAA-compliant,
not encrypted, and does not guarantee confidentiality.
e [ understand that this number is not monitored regularly and should not be used for urgent or
emergency situations.
=  Yes, [ understand and give my permission for the INITIATE study to SMS message me.
* No, I do not give my permission.
Best e-mail address to reach you at
Preferred survey delivery method
¢ Email
¢ Via hard-copy mail
The Partners HealthCare standard is to send email securely. This requires you to initially set up and
activate an account with a password. You can then use the password to access secure emails sent to you
from Partners HealthCare.

If you prefer, we can send you "unencrypted" email that is not secure and could result in the
unauthorized use or disclosure of your information. If you want to receive communications by encrypted
email despite this risks, Partners HealthCare will not be held responsible. Your preference to receive
unencrypted email will apply to emails sent from this research group/study only.

Would you prefer to receive encrypted or unencrypted emails from the study team?

e Encrypted
e Unencrypted
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9.16 Participant Locator Form— Spanish

Nombre de participante
Direccion de envoi
Teléfono preferido para contactarle:

e Celular
e C(asa
e Trabajo
e Otro

Numero del teléfono
(Podemos dejar mensajes con respeto a su participacion del estudio?
e Si
e No
Si quiere recibir mensajes de SMS como recordatorio, por favor selecciona la opcion adecuada:
e Le doy permiso al equipo de estudio, INITIATE, contactarme al nimero de teléfono proveido
con respeto al estudio
e Yo entiendo que el equipo de estudio, INITIATE, no garantiza la confidencialidad: cualquier
comunicacion usando SMS con el equipo de estudio no cumple con el HIPPA y no esta
encriptado
e Yo entiendo que este nimero de teléfono no estd monitoreado con frecuencia y no debe ser
usado en situaciones urgentes o de emergencia
1. Si, yo entiendo las condiciones y le doy permiso al equipo de estudio, INITIATE,
contactarme a través de mensajes de SMS.
ii. No, no quiero darte permiso.

El mejor correo electronico para contactarla/o:

Método preferido de entrega para una encuesta
e Correo electronico
e Copia impresa por el correo

El estandar de Partners HealthCare es enviar corroes electrénicos de forma segura. Para asegurar nuestro
estandar, requerimos que usted cree su propia cuenta con una contrasefia segura. Usted puede usar esta
contrasefia para acceder correos electronicos seguros de Partners HealthCare.

Si prefiere, nosotros podemos enviar correos electrénicos inseguros que no son encriptados. Si elige
usar corroes electronicos que no son encriptados es posible que resulte en el uso desautorizado y la
diseminacion de tu informacion. Si quiere correr el riesgo de usar correos electronicos inseguros,
Partners HealthCare no asumird responsabilidad. Su preferencia de recibir correos electronicos inseguros
aplicara solo a correos electronicos entre usted y el equipo de estudio.
([ Preferiria recibir correos electronicos del equipo de estudio encriptados o no encriptados?

e Encriptados

e No encriptados
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9.17  Suggested Participant Email Reminder Templates

Email Reminder Templates

[The following templates will be used for emailing depending on context and status of a participant through the
protocol. Under the discretion of trained study staff and extenuating circumstances, study staff may stray from
the following templates to address scheduling/reminder situations not covered by the following. Under no
circumstances will study staff ever screen or discuss personal medical history, exchange personal health
information, or other sensitive information via email. If a participant introduces sensitive information, including
but not limited to the examples just listed, into an email, the study staff member will direct the participant to call
them to discuss it further over the phone.]

Intervention session reminder:

Hello )

We are reaching out regarding the INITIATE study at MGH/DFCI. This is a reminder that you have an
INITIATE session tomorrow at . Please sign on to the session using the Telehealth link sent to you over
email. Please contact [study staff contact] if you have any questions.

Thank you,

[Study Staff Member]

Questionnaire reminder:

Hello s

We are reaching out regarding the INITIATE study at MGH/DFCI. This is a reminder that it is time to complete
the [1-month/3-month] questionnaire, which will take roughly 20 minutes. You have received the questionnaire
via [email/mail]. Please contact [study staff contact] if you have any questions.

Thank you,

[Study Staff Member]
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9.18 Suggested Participant Email Reminder Templates - Spanish

Recordatorio de la sesion de intervencion:

Hola )
Nos estamos comunicando con respecto al estudio INITIATE en MGH/DFCI. Este es un recordatorio de que
tiene una sesion de INITIATE mafana a las . Ingrese a la sesion utilizando el enlace de telesalud que se le

enviod por correo electronico. Comuniquese con [study staff contact] si tiene alguna pregunta.

Gracias,
[Study Staff Member]

Recordatorio de cuestionario:

Hola )

Nos estamos comunicando con respecto al estudio INITIATE en MGH/DFCI. Este es un recordatorio de que es
hora de completar el cuestionario del (Primer mes/Tercer mes) [ 1-mes/3-mes], que durara unos 20 minutos.
Usted ha recibido el cuestionario por [correo electronico / correo]. Comuniquese con [study staff contact] si
tiene alguna pregunta.

Gracias,
[Study Staff Member]
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9.19 Suggested Participant SMS Text Reminder Templates
Text Message Reminder Templates

[The following templates will be used for SMS messaging depending on context and status of a participant

through the protocol. Under the discretion of trained study staff and extenuating circumstances, study staff may

deviate slightly from the following templates to address scheduling/reminder situations not covered by the
following. Under no circumstances will study staff ever screen or discuss personal medical history, exchange
personal health information, or other sensitive information via SMS message. If a participant introduces
sensitive information, including but not limited to the examples just listed, into a SMS message conversation,
the study staff member will direct the participant to call them to discuss it further over the phone.]

Intervention reminder:

Hello , this is a message from the INITIATE study at MGH/DFCI. This is a reminder that you
have an INITIATE session tomorrow at ___ . Please sign on to the session using the Telehealth link sent to
you over email. Please contact [study staff contact] if you have any questions. Thank you.

Questionnaire reminder:

Hello , this is a message from the INITIATE study at MGH/DFCI. This is a reminder that it is
time to complete the [1-month/3-month] questionnaire. You have received the questionnaire via [email/mail].
Please contact [study staff contact] if you have any questions.

Thank you.
[Study Staff Member]
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9.20 Suggested Participant SMS Text Reminder Templates - Spanish

Recordatorio de intervencion:

Hola, este es un mensaje del estudio INITIATE en MGH/DFCI. Este es un recordatorio de que tiene una sesion
de INITIATE mafiana a las . Ingrese a la sesion utilizando el enlace de telesalud que se le envi6 por
correo electrénico. Comuniquese con [study staff contact] si tiene alguna pregunta.

Gracias,
[Study Staff Member]

Recordatorio de cuestionario:

Hola s

Nos estamos comunicando con respecto al estudio INITIATE en MGH/DFCI. Este es un recordatorio de que es
hora de completar el cuestionario del (Primer mes/Tercer mes) [1-mes/3-mes]. Comuniquese con [study staff
contact] si tiene alguna pregunta.

Gracias,
[Study Staff Member]
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9.21 INITIATE Welcome Letter — English

The INITIATE Sudy
Massachusetts General Hospital
v Dana-Farber Cancer Inditute
V 55 Fruit Sreet

Yawkey Center, Suite 10B
Boston, MA 02114

(617) 643-1777

[patient name]
[patient addresg]
[patient addresg]

Dear [patient name],
Fease find your INITIATEworkbook endosed here for your upcoming first session.

Asa reminder, you are scheduled for your INITIATE sessions [session 1 date at time]
and [sesson 2 date at time].

Flease feel free to contadt [study staff name] at [study saff email] or [study saff
phone]. Alternatively, you can also contact the prindpal investigator of the study,
Dr. Jamie Jacobs at jjacobs@mgh.harvard.edu or at 617-643-1777 with any
related quegtions

Thank you so much for your participation in the INITIATE study and we look forward
to having you in the program!

Sincerely,

v

Jamie Jacobs Ph.D. Letida Varella, M.D. [sudy staff name]

MASSACHUSETTS
GENERAL HOSPITAL

CANCER CENTER

49



9.22  INITIATE Welcome Letter — Spanish

The INITIATE Sudy
Massachusetts General Hospital
[ ¢ Dana-Farber Cancer Ingtitute
V 55 Fruit Street

Yawkey Center, Suite 10B
Boston, MA 02114

(617) 643-1777

[patient name]

[patient address]
[patient addresg

Estimado/a [patient name],

Por favor Encuentre su libro de trabajo INITIATE incluido aqui para su primera
sesion.

Como recordatorio, usted esta programado para sus sesiones INITIATE el [session
1 date at time] y [session 2 date at time].

Por favor siéntase libre de contactar [study staff name] al [study staff email] o
[study staff phone]. Alternativamente, también puede comunicarse con la
investigadora principal del estudio, Dra. Jamie Jacobs, a
jlacobs@mgh.harvard.edu o al 617-643-1777 con cualquier pregunta
relacionada.

iMuchas gracias por su participacion en el estudio INITIATE y esperamos contar
con su participacion en el programa!

Sinceramente,

s faerbag —

Jamie Jaoobs Ph.D. Letida Varella, M.D. [study gtaff name]
MASSACHUSETTS etetsd HARVARD
GENERAL HOSPITAL f;“g-' MEDICAL SCHOOL
CANCER CENTER
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9.23  Participant Road Map

Welcome to the INITIATE Study! Here is a roadmap of what to
expect as a participant in this study.

If you have any questions please contact [study coordinator names]
at [study coordinator emails] or at [study phone number].

¢)
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9.24  Participant Road Map - Spanish

iBienvenido al estudio INITIATE! Esto es lo que puede esperar
como una participante en este estudio.

Segundo Tercer
cuestionario cuestionario

Inscripcion Intervencion

Semana 0 Semana 1-3 Semana 4 Semana 12

Si tiene alguna pregunta, comuniquese con [study coordinator

names] en [study coordinator emails] o en [study phone number].
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9.25 INITIATE Manual
[See separately attached appendix item; will be given to all participants.]
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9.26  Interventionist Post-session Survey
INITIATE post-session survey

- Participant study ID
- Interventionist
- Date of session
- Session administered
- How long was the session approximately (in minutes)?
- Session Notes
o Please note anything important about the session or scheduling
- Review of Homework Practice
o Was the participant assigned homework for this session?
o Please rate the patient’s overall adherence to the homework:
= 1. Did not complete

= D,

= 3 Does some homework
= 4,

= 5. Satisfactory job

= 6.

= 7. Excellent compliance
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9.27  Semi-structured Interview Guide

Introduction

Hello, my name is ___. You have been asked to participate in this interview to share your experiences going through the
INITIATE program. I will ask you a variety of questions about your experiences during the study. I greatly appreciate
your willingness to participate in this study.

This interview will take 15 minutes.

Everything that you share with me today is confidential, and your answers will not affect your future
participation in studies or your access to medical services.

There are no right or wrong answers to these questions. It is very important for us to hear your thoughts and
feelings on the program, so we can improve it for the future.

I would like to audio-record this interview because I will not be able to write all this information down. The
interview will be transcribed word for word and will allow us to capture your thoughts and feelings in your own
words. No identifying information, such as your name or names of others, will be included in the transcript.
Additionally, your responses will never be reviewed individually. Responses will be collected and combined
from all participants for feedback to the study team.

Do I have permission to record this interview?

Before we start, do you have any questions about what we are doing here today?

(START RECORDING)

1. How did you feel about the number of INITIATE sessions?
2. How did you feel about how long each session lasted?

3. How satisfied were you with the information you received?
4. Have you used any of the skills that you learned?

* Probe: Relaxation skills, skills for coping with symptoms, etc.
How did you feel about the individual structure?
How did you feel about the videoconference?
7. How did you feel about the packet of questionnaires?
* Probe: Too long?
* Probe: Was anything confusing?

AN

8. How did you feel about the number of times we asked you to complete the questionnaires?

0. Do you have any suggestions for how to improve our program?

10.  Did anything get in the way of you being able to participate?

11. Would you recommend this to other women experiencing hesitation about starting hormonal therapy?

Questions related to cultural background:

* Can you share with me, how do you identify yourself (for example, as a Black Hispanic woman, as Chinese
American)?

*  Was there anything that got in the way of you participating in this study?
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Was there anything that got in your way of participating that relates to your race, ethnicity, culture,
or other way you identify yourself?
. Offer examples: were the questions in the survey relevant to you? were the examples
in the workbook relevant to you (only for intervention participants)?

*  What did you like about this study/program?

*  What did you dislike about this study/program?

L]

Is there anything related to your race, ethnicity, or cultural background that might get in the way
of you taking your hormonal therapy medication every day?
. Offer example: some groups might question how well these medications work, some
may have less trust in their doctors and nurses.

Is there anything related to your race, ethnicity, or cultural background that might get in the way of
your ability to manage side effects from the medication?
. Offer example: some groups might question how well these medications work, some
may have less trust in their doctors and nurses.

Do you feel you will be able to talk with your doctors and nurses about any questions you have
had with your hormonal therapy?

Do you feel that your experience, or concerns about this medication, are the same or different from
other women in a similar position?

Probe: how about women from different backgrounds?

*  How do you think we could make this program meet the needs of women of different backgrounds?

* Is there anything you can think of, that could help support you to take the medication?
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9.31 Remuneration Form
DF/HCC Protocol #XX-XXX

Remuneration Form

Remuneration for study participation.

Participant Name

Participant MRN

SSN or ITIN

Mailing Address

For study team:
[ ] Baseline Assessment - $10 Date completed:
[ ] 1-month Assessment - $10

[ ] 3-month Assessment - $10 Date paid:



9.32  Source Documentation Certified Copy Cover Sheet

‘. | MASSACHUSETTS
"\\ /,«-’ GENERAL HOSPITAL

e

Cancer Outcomes Research Program (CORE)
Yawkey Building, Suite 10B
32 Fruit Street, Boston, MA 02114

Source Documentation — Certified Copy Cover Sheet

Type of Document:
Pages (including cover sheet):

This form serves to verify that the following scanned copy is of the exact original document, includes all pages,
is legible, and confirms all wet-ink signatures.

Location Scanned:

Time & Date Scanned:

Scanned by:
Signature Date
Printed Title
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9.33  Suggested Social Media posts (Facebook, Instagram, Twitter, Reddit)

Option 1: Have you been diagnosed with breast cancer and are you worried about starting your hormonal
therapy (anastrozole, letrozole, tamoxifen)? If so, you may be eligible to participate in this research study at the
Massachusetts General Hospital (MGH) Cancer Center.

We have created a culturally sensitive program to help you manage stress and worry about starting the
medication. We are recruiting women of diverse racial and ethnic backgrounds (for example, Black,
Latinx/Hispanic, Asian) who speak English and/or Spanish.

If enrolled, you will complete two 1-hour sessions over Zoom with a nurse practitioner from the MGH breast
oncology department. You will be asked to complete 3 surveys over the course of the study and will be
compensated for your time. Contact the study team to learn more at [contact information] [insert relevant
hashtags]

Option 2: If you were diagnosed with breast cancer and have worries about taking your recommended hormonal
therapy, you may be eligible to participate in this research study. Participants will complete a virtual, 2-session
program with a nurse practitioner from the breast oncology department at Massachusetts General Hospital. If
you are interested in participating, contact the study team at [contact information] [insert relevant hashtags]

Option 3: New #research at the Mass General Cancer Center and Dana-Faber Cancer Institute, led by clinical
psychologist Dr. Jamie Jacobs, is offering a virtual program for women who have been recommended hormonal

therapy after breast cancer treatment. If you are interested in participating, contact the study team at [contact
information] [insert relevant hashtags]

Accompanied by flyer or logo.
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