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Abstract

Title

Being Present: Audio-Based Mindfulness Meditation Intervention for
Colorectal Cancer Patients and Caregivers

Rationale for
Study

A metastatic cancer diagnosis is associated with high levels of distress in both
patients and caregivers. We hypothesize that an audio-based mindfulness
intervention will be an effective means to reduce distress and improve quality
of life among patients with advanced cancer and their caregivers. With the
Being Present study, we will first establish patient and caregiver perceptions
of audio-based mindfulness training via two focus groups among 8-10 patients
with metastatic colorectal cancer and 8-10 caregivers. We will ask participants
about intervention content, duration/frequency, and delivery; and perceived
barriers/benefits to engaging in and adhering to mindfulness training. Focus
group feedback will guide refinement of the intervention. We will then conduct
an 8-week single arm study among UCSF patients with metastatic colorectal
cancer undergoing chemotherapy and caregivers of these patients (44
participants total). Participants will receive an informational booklet containing
a practice log and a MP3 player containing an introductory lecture and guided
meditations. Practice reminders will be sent via text messages. Emails will
contain practice assignments and links to validated survey instruments. The
survey instruments (NCCN Distress Thermometer and NIH Patient Reported
Outcomes Measurement Information System adult short forms) will measure
global health, anxiety, depression, fatigue, and sleep quality before, during,
and after the intervention to obtain preliminary estimates of the efficacy of the
intervention among patients and caregivers on self-reported outcomes.
Qualitative data will be collected from pre- and post-intervention interviews.

Study Design

Recruit and consent 8-10 patients with metastatic colorectal cancer and 8-10 caregivers for 2
focusgroups

Conduct twojocus groups
Refine intervention base(ion focus group feedback
Recruit and consent patients and caregivers (44 total) for 8-week intervention study
Conduct baseline assessments (demograprics, medical history, DT, PROMIS, interview)
Send text messages and weekly emails (practice reminders, instructions, and links to practice logs)
Conduct mid- (week 4) & post-interventign (week 8) assessments (DT, PROMIS)
Conduct exit Interview

Send 3-month post-intervention follow-up email
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Primary Aims

Establish patient and caregiver perceptions of audio-based mindfulness
mediation training in order to refine the intervention for further study (Aim 1).

Assess feasibility and acceptability of the intervention among patients and
caregivers (Aim 2).

Secondary Obtain preliminary estimates of efficacy of an audio-based mindfulness

Aims mediation intervention among patients and caregivers.

Number of We propose to enroll 16-20 subjects in two focus groups (one with 8-10

patients HDFCCC patients with metastatic colorectal cancer and one with 8-10
caregivers of such patients). For the intervention study, we propose to enroll
eligible patients and caregivers of these patients (n= 44 total).

Duration of After baseline assessments, participants will listen to and practice with one

Therapy track per day (20 minutes each), at least 5 days per week, for 8 weeks

Duration of One follow-up email will be sent 3 months after study completion.

Follow up

Duration of The total study duration is anticipated to equal approximately 6 months from

study first patient enrolled.

Intervention Audio-based mindfulness tracks (MP3 format).

Device
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List of Abbreviations

AE Adverse events

CTSI Clinical and Translational Research Institute

DT NCCN Distress Thermometer

HADS Hospital Anxiety and Depression Scale

HDFCCC Helen Diller Family Comprehensive Cancer Center
MBSR Mindfulness-Based Stress Reduction

NCCN National Comprehensive Cancer Network

OCIM Osher Center for Integrative Medicine

PROMIS NIH Patient Reported Outcomes Measurement Information System
QOL Quality of life

RCT Randomized controlled trial

REDCap Research Electronic Data Capture system

SMS Symptom Management Service
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1 Background

The National Comprehensive Cancer Network (NCCN) definition of distress is “a
multifactorial unpleasant emotional experience of a psychological (cognitive, behavioral,
emotional), social, and/or spiritual nature that may interfere with the ability to cope
effectively with cancer, its physical symptoms and its treatment. Distress extends along
a continuum, ranging from common normal feelings of vulnerability, sadness, and fears
to problems that can become disabling, such as depression, anxiety, panic, social
isolation, and existential and spiritual crisis.”"! An estimated 35% of cancer patients
experience psychological distress./?) Research indicates that addressing distress may
improve survival in addition to quality of life (QOL).”! Screening for psychosocial distress
will become a Cancer Center accreditation requirement in 2015.

To help cope with distress associated with the diagnosis, disease symptoms, and
treatment, cancer patients are increasingly turning to complementary and alternative
medicine,*® including mindfulness practices and meditation. Mindfulness can be
defined as “paying attention on purpose, in the present moment, and nonjudgmentally,
to the unfolding experience moment-by-moment”.l"! By repeatedly bringing attention
back to the immediate experience, practitioners gradually learn to disengage from
reactivity and dwelling on the past or the future; instead directly experiencing current
emotions and bodily sensations. Mindfulness practice, commonly offered in US medical
settings as Mindfulness-Based Stress Reduction (MBSR)® programs or Mindfulness-
Based Cognitive Therapy,['” has shown efficacy among cancer patients in reducing
psychological distress and improving quality of life (QOL).""" MBSR has also been
associated with decreased levels of cortisol and pro-inflammatory cytokines; lower
blood pressure and modified brain activity.!'*"°!

Despite evidence of effectiveness of mindfulness-based programs,'"! the majority of
previous oncology studies were conducted among early stage breast cancer patients
who had already completed treatment. Ongoing chemotherapy typically indicates more
advanced stage cancer, which causes substantial distress for both patients and
caregivers. Due to disease symptoms and/or treatment side-effects such as fatigue,
anorexia and diarrhea, such patients and their caregivers are rarely good candidates for
attending weekly in-person classes (MBSR includes 31 hours of in-person instruction).
Additionally, because UCSF is a referral center, patients often travel from great
distances for treatment or a second opinion, again diminishing the practicality of an in-
person intervention. For these reasons, the proposed research will evaluate the
feasibility and acceptability of delivering an audio-based mindfulness intervention to
oncology patients with metastatic disease who are receiving chemotherapy.

Caregivers (a partner, other family member, or close friend) will be included in the Being
Present study. Caregivers experience high levels of anxiety, depression, fatigue and
sleep disturbance,®*"! yet family caregivers of cancer patients have been subjects of
only two prior mindfulness studies. Birnie et al found that MBSR improved mood and
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stress levels in both cancer patients (mostly early stage) and their partners (n=21
couples).”? The investigators observed that partners’ moods correlated with patients’
stress level. Post-intervention scores in patient-partner pairs were more aligned than at
baseline. It was suggested that participating in MBSR as a couple might improve
adherence as well as responses to relationship stress. In the only study of patients with
advanced stage cancer and their caregivers, Lengacher et al assessed a modified-
MBSR program (n=26 dyads), including 3 in-person classes over 6 weeks.' The
investigators observed improved psychological scores in both patients and caregivers,
with greater benefit among patients, and a high rate of retention. Of note however, over
50% of screened patients who declined participation cited “schedule conflict”, “lives too

far”, “caregiver unavailable”, or “no transportation” as the reason.

The focus population for our audio-based intervention will be patients with metastatic
colorectal cancer. Colorectal cancer is the second leading cause of cancer death in the
US, accounting for an estimated 50,000 deaths in 2014.2! Approximately half of
patients with colorectal cancer present with or develop distant metastases (stage 1V),
typically representing incurable disease. Although patients with metastatic colorectal
cancer continue to have a poor prognosis, today they are living longer than ever before.
In a recent US phase Il trial, led by Alan Venook, MD, comparing two standard of care
chemotherapy regimens for metastatic colorectal cancer, and observed a median
overall survival of 29 months.”!! During this time, anxiety about the future and other
cancer-associated symptoms are major sources of distress.?*?"! To date, no
mindfulness studies have focused on colorectal cancer patients. An obvious difference
from breast cancer is that about half of colorectal cancer patients are male. Focusing on
metastatic colorectal cancer will enable us to compare recruitment and adherence in
male and female patients, together with their partners or other caregivers. Other
significant differences from breast cancer include the treatment regimens and the
presence of an ostomy in some patients. Patients with metastatic small bowel
adenocarcinomas will also be eligible, as these rare intestinal neoplasms are treated
like colorectal cancer.

1.1 Rationale

Limitations of available mindfulness training options (in particular, dependence on in-
person classes) severely restrict their potential to benefit those most in need: patients
with metastatic cancer receiving chemotherapy and their caregivers. In the Being
Present study, we will evaluate the feasibility, acceptability and efficacy of an audio-
based mindfulness intervention in UCSF Helen Diller Family Comprehensive Cancer
Center (HDFCCC) patients with metastatic colorectal cancer and their caregivers. The
inclusion of caregivers is an important component of this pilot. Few prior mindfulness
studies have included caregivers. We hypothesize that the patient-caregiver dyad will
be especially important for the success of an intervention without group classes. The
patient-caregiver relationship may serve as a source of mutual support and a surrogate
for community, which is traditionally considered to be an essential ingredient for
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sustaining mindfulness practices. Although this type of intervention may be useful to
patients with other cancer types, we have chosen to focus on metastatic colorectal
cancer because it is understudied, highly prevalent, and also because patients with
metastatic colorectal cancer tend to receive similar treatments and live for many months
with relatively stable health, enabling study completion. We posit that an intervention
that complements chemotherapy to help manage the psychological, social, and physical
challenges associated with metastatic colorectal cancer may improve the QOL of both
patients and their caregivers.

Positive preliminary data from this pilot study would provide support for a large scale
randomized controlled trial (RCT) to evaluate the novel delivery of this safe, simple, and
inexpensive mindfulness intervention (which will be developed into a mobile application)
to reduce distress and improve QOL among cancer patients undergoing chemotherapy
and their caregivers. Positive results from the larger RCT would yield an effective tool
for clinicians to offer to distressed cancer patients and all those who care about them.

1.2 Preliminary Data and Expertise

A feasibility pilot study using an audio CD-based mindfulness intervention for patients
receiving chemotherapy was conducted by our co-investigator, Dr. Avins, who holds
joint appointments in the Departments of Medicine and Epidemiology & Biostatistics at
UCSF and the Division of Research at Kaiser Permanente Northern California and is an
OCIM affiliated faculty member.”® Patients listened to and practiced mindfulness
exercises similar to those taught in didactic, in-person MBSR classes. In this initial pilot
study, any cancer patient undergoing chemotherapy was eligible to enroll: no effort was
made to recruit a diverse study population. The study included mostly breast cancer
patients (n=13), although there were small numbers of patients with a variety of other
cancers. Only 2 of 23 participants had CRC; 21 of 23 patients were female; 20 of 23
patients completed the study protocol. Mean Hospital Anxiety and Depression Scale
(HADS) scores decreased by 6.1 points (95% CI, —2.9 to -9.4). Caregivers were not
evaluated. The study demonstrated the feasibility of this intervention from the
perspective of both patients and clinicians, and provided preliminary evidence of its
efficacy in improving depression and QOL™ establishing it as a rational basis for this
proposal.

Dr. Dhruva, a medical oncologist and integrative medicine physician at HDFCCC
and OCIM, conducts research on non-pharmacologic integrative medicine interventions
for cancer symptom management and supportive care. He studies the biology and
clinical trajectory of cancer associated symptoms in both oncology patients and their
family caregivers.”®*¥, In his research, he has consistently observed comparable levels
of fatigue, depression and other symptoms in cancer patients and family caregivers,
supporting inclusion of caregivers in this proposal. Dr. Dhruva has also conducted a
pilot study of yoga breathing for cancer chemotherapy-associated symptoms and
QOL.®* In his clinical practice, he has extensive experience evaluating and treating
symptoms, including fatigue and depressive symptoms. Dr. Kubo is a cancer
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epidemiologist in the UCSF Clinical and Translational Research Institute (CTSI) K
Scholar Program. She is also a certified yoga instructor with a depth of knowledge in
mindfulness and yoga. Dr. Kubo conducted a pilot yoga intervention study for
racially/ethnically diverse heart failure patients to improve QOL and depression®®. The
Principal Investigator of this study, Dr. Atreya, is a medical oncologist at HDFCCC
whose clinical practice focuses on metastatic colorectal cancer. Under the mentorship
of Dr. Venook, Dr. Atreya is experienced at conducting clinical trials and translational
research studies in this patient population at UCSF.??*? As a CTSI K Scholar, Dr.
Atreya earned Advanced Training in Clinical Research Certification. Pertinent to the
Being Present study, she completed MBSR training at the OCIM in 2013.

2 Study Aims

Aim 1: Establish patient and caregiver perceptions of audio-based mindfulness
meditation training in order to refine the intervention for further study.

We will conduct a qualitative study and obtain data via two focus groups among 1) 8-10
HDFCCC patients with metastatic colon, rectum, or small bowel adenocarcinoma and 2)
8-10 caregivers of such patients. We will ask participants about intervention content,
duration/frequency, and delivery, as well as perceived barriers/benefits to engaging in
and adhering to mindfulness meditation training. Focus group feedback will be used to
improve the intervention.

Aim 2: Test the feasibility, acceptability, and initial estimates of efficacy of an
audio-based mindfulness meditation intervention among patients and caregivers.

We will conduct an 8-week single arm pilot study among HDFCCC patients with
metastatic colorectal cancer receiving chemotherapy and their caregivers (44
participants, total). Participants will receive an informational booklet containing a
practice log and an MP3 player containing an introductory lecture and guided
meditations. Practice reminders will be sent via text messages. Weekly emails will
contain practice instructions and links to validated questionnaires.

* We will assess the feasibility and acceptability of the intervention by evaluating
the recruitment rate, reasons for non-participation/non-continuation of the
intervention, and adherence (via practice logs and responses to text messages).
Interviews with participants will provide qualitative data about the intervention
experience.

* We will obtain preliminary estimates of the efficacy of the intervention on self-
reported outcomes using validated questionnaires to measure global health,
anxiety, depression, fatigue, sleep quality, and mindfulness before, during, and
after the intervention. We hypothesize that the audio-based mindfulness
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meditation intervention will reduce distress in both patients with metastatic
colorectal cancer and their caregivers.

3 Study Design and Eligibility Criteria

3.1 Study Design

Aim 1 will be focus groups and Aim 2 will be an uncontrolled pilot intervention study.
3.2 Inclusion Criteria

We propose to enroll 16-20 subjects in two focus groups (one with 8-10 HDFCCC
patients with metastatic colorectal cancer and one with 8-10 caregivers of such
patients). For the intervention study, we propose to enroll eligible patients and
caregivers of these patients (n= 44 total).

The main purpose of the focus groups is to inform the design of the intervention for the
pilot study, therefore we will use similar inclusion/exclusion criteria for both aims. All
participants must be adults who are able to provide informed consent.

Eligibility Criteria

Eligible patients must:
o Carry a diagnosis of metastatic colon, rectum, or small bowel adenocarcinoma
o Anticipate receiving chemotherapy for at least 12 weeks total from the time of

recruitment (ongoing chemotherapy not required for focus group participants)

Have life expectancy of at least 6 months

Have Karnofsky Performance Status 260

Be able to speak and read English

Have access to a mobile phone

Be able to navigate websites, fill out forms on the web, communicate by email,

and have regular access to the internet

o Have a distress level of 23 on the NCCN Distress Thermometer (DT)." *° This is
required for intervention group participants only to be able to show improvement
in mood/QOL.

o An effort will always be made to recruit patient and caregiver pairs, but unpaired
patients are also eligible

O O O O O

Eligible caregivers are a spouse/partner, other family member, or a close friend of a
patient with metastatic colon, rectum, or small bowel adenocarcinoma.
Eligible caregivers must:

o Be able to speak and read English

o Have access to a mobile phone

o Be able to navigate websites, fill out forms on the web, communicate by email,

and have regular access to the internet
o Unpaired caregivers, including former caregivers of patients who are now
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deceased, are eligible for the focus group only.

3.3 Exclusion Criteria

We are limiting the study to patients with metastatic colon, rectum, or small bowel
adenocarcinoma, because treatment regimens and disease trajectories for these
disease groups are similar.

Deafness, current meditation practice (>2 episodes or >1 hour total, weekly), and
current enrollment in a stress reduction program are exclusion criteria for the
intervention study because the study is designed as an audio-based introduction to
mindfulness meditation. Patients with a DT level >7 will be considered on a case-by-
case basis: in consultation with Drs. Shumay and Bischoff, efforts will be made to
address sources of high distress prior to study enrollment. Patients and caregivers who
participate in a focus group and meet criteria for the intervention will be given the
opportunity to participate: data will be collected, but these patients/participants will not
be included in the final analyses so as not to bias the results.

4 Patient Registration

This will be an uncontrolled pilot intervention study. All patients and caregivers who are
consented will be entered into the UCSF Cancer Center OnCore database. The OnCore
database is password protected and meets HIPAA guidelines. All patient information
contained in OnCore is strictly confidential and is treated as Protected Health
Information, as defined in 45 CFR 164.501. Data entered into OnCore is stored behind
university firewalls in a secure Oracle database located at the UCSF Mission Bay Data
Coordinating Center, which is maintained by UCSF Translational Informatics Staff.
REST based web services over SSL will convey the data to the UCSF Research
Electronic Data Capture system (REDCap) where familiar forms and statistical package
export facilities can be utilized by researchers to track study progress, export data and
perform analyses.

5 Clinical Procedures, Data Collection, Intervention Details and Observations

A written, signed, informed consent form (ICF) and a Health Insurance Portability and
Accountability Act (HIPAA) authorization must be obtained before any study-specific
assessments are initiated. A copy of the signed ICF will be given to the subject and a
copy will be filed in the medical record. The original will be kept on file with the study
records.
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5.1 Clinical Procedures and Data Collection

AIM 1: Conduct two focus groups to assess perceptions of audio-based
mindfulness meditation

Recruitment Methods: Medical records of patients will be reviewed by the study team
to assess initial eligibility. Potentially eligible participants will primarily be recruited from
the GI Oncology, OCIM, and SMS Clinics. Candidates seen in clinic will be given an
informational flyer about the study and will be asked for permission to be contacted by
the research coordinator. A secondary recruitment mechanism, for study candidates
without an upcoming clinic appointment, will be an invitation letter. The invitation letter
will tell candidates about the study and inform them that a member of our research team
will call them about the study in 1-2 weeks, unless they do not want to be called (a
stamped postcard will be included for patients to send back to indicate that they do not
want to be called). The research coordinator will contact candidates who express
interest in clinic or who do not opt-out by mail to further describe the study using a semi-
structured script. If the individuals are still interested, the clinical research coordinator
will go through a series of questions to determine final eligibility and coordinate
scheduling. We will initially invite 12 individuals per group (patients and caregivers), and
increase the number invited as needed based on number of refusals, to achieve 8-10
participants. We will limit participation to the first 10 respondents in each category. To
reduce participant burden, we will provide a meal, parking, and a $30 gift card.

Session Format: We will conduct two focus groups among 1) 8-10 HDFCCC patients
with metastatic colon, rectum, or small bowel adenocarcinoma and 2) 8-10 caregivers of
such patients to assess perceptions of audio-based mindfulness meditation training,
with a goal to improve the feasibility, acceptability, and efficacy of the intervention.
Focus groups will be designed and conducted by Dr. Galen Joseph, Associate
Professor in the Department of Anthropology, History, and Social Medicine. Dr. Joseph
has experience conducting focus groups among breast and colon cancer survivors. We
will also consult with Dr. Shumay, Associate Director of Psycho-Oncology at HDFCCC,
and cancer advocates at UCSF to ensure that the materials are appropriate for our
population of interest. Treating providers will not attend the focus groups to facilitate
open discussion.

Table 5.1. Focus Group Agenda

Focus Group Agenda

l. Introduction; warm up questions

¢ Assess knowledge about mindfulness practices: working definitions, types (e.g. meditation, yoga), experience
* Perceived barriers & benefits to engaging in mindfulness practices at this time in one’s life

Il. Demonstrate intervention; gather feedback

* Delivery: feasibility of using MP3 player, texts & email; goal to subsequently create a mobile app

* Audio files: acceptability to patients & caregivers of content, including voices; duration; schedule

* Texts and emails: content and schedule, for purpose of increasing adherence & monitoring efficacy

* Pros and cons of offering intervention to patient & caregiver pairs; no in-person sessions
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Intervention Refinement: Following focus group feedback, MP3 files of modified audio
scripts will be generated under the direction of co-investigator, Dr. Kubo. From our
previous experience, it will take one month to finalize the audio files, together with
improvements to the text and email content

AIM 2: Conduct an 8-week pilot study of audio-based mindfulness meditation
intervention

Recruitment Methods:

Clinicians will recruit eligible patients and caregivers of these patients (n= 44 total) from
the HDFCCC Gl Oncology and OCIM, and SMS Clinics. Medical records of candidate
patients will be reviewed by the study team to assess initial eligibility. Candidates seen
in clinic will be given an informational flyer about the study and will be asked for
permission to be contacted by the research coordinator. Recruitment from GI Oncology
Clinic is an important component of this proposal as we seek to offer mindfulness
training to patients who do not access OCIM due to lesser preexisting interest in
complementary therapies or practical considerations such as distance traveled,
treatment schedule, and physical limitations. In 2013, 135 new patients with metastatic
colorectal cancer were seen in the Gl Oncology Clinic. Patients seen in follow-up who
meet the eligibility criteria are also candidates. Candidates who do not have an
upcoming appointment at UCSF may be sent an invitation letter that tells them that we
will call them in 1-2 weeks to discuss the study. The letter will also include a stamped
postcard for them to return to indicate that they do not want to be called.

Initial Research Coordinator Contact: A clinical research coordinator will contact
potentially interested study candidates. Key details of the study, such as the rationale
and the time commitment required will be explained using a semi-structured script. If a
candidate remains interested in participating, the clinical research coordinator will go
through a series of questions to determine final eligibility and coordinate scheduling of
an in-person meeting (consent visit), typically on the day of a chemotherapy infusion. If
an eligible participant is unable to come into clinic, the research coordinator will send
the participant a secure e-mail link to an online consent form via Redcap. After consent
is obtained, the research coordinator will mail the MP3 player and booklet and set up a
study-initiation call. Candidates determined to be ineligible, including interested
caregivers of patients who decline participation, will be provided with a list of resources
for psychosocial support (e.g. contact information for Psycho-Oncology and Social
Work) as well as resources for mindfulness practice (e.g. MBSR courses at OCIM).

Study Initiation: A research coordinator or study investigator will obtain informed
consent after a candidate demonstrates comprehension of the consent form and has
been given ample opportunity to ask questions. Each participant will receive an MP3
player (theirs to keep) with recorded instructions and mindfulness exercises as well as a
booklet with written instructions and a practice log. Study staff will explain how to use
the exercises and to keep track of meditation practice (practice frequency and duration;
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tracks listened to). A brief interview will assess expectations prior to starting the
intervention. Demographic information (e.g. age, gender, race/ethnicity, education,
socioeconomic status, marital/partner status, and sexual orientation) and medical
history (e.g. chemotherapy regimen, treatment history; other pertinent medications and
comorbidities) will be collected from the participant and/or electronic medical record.
Baseline assessments will be conducted using validated questionnaires on an
encrypted laptop or tablet, with responses collected in REDCap. We will use
instruments that are brief (combined time ~12 minutes to complete): DT and the NIH
Patient Reported Outcomes Measurement Information System (PROMIS) ¥ short
forms for global health, anxiety, depression, fatigue and sleep disturbance as well as
the Five Facet Mindfulness Questionnaire (FFMQ) 1% short form.

Audio-based Mindfulness Meditation Exercises: These exercises (full transcripts in
Appendix), developed by MBSR teachers, are designed to relax the physical body and
improve mindfulness. Introduction of mindfulness exercises will be staggered as below
to allow participants to progressively familiarize themselves with each modality and gain
competence to choose exercises according preference and circumstances, increasing
self-reliance. Each meditation track lasts about 20 minutes. Participants will listen to and
practice with one track per day, at least 5 days per week, for 8 weeks (the same
duration as the MBSR program).

Table 5.2. Audio-based Mindfulness Tracks
MP3 Tracks to guide practice

5.2 Week

5.3 1 54 1. Introduction;
5.5 2. Mindful Breathing

5.6 2 5.7 3. Progressive Muscle
Relaxation

5.8 3 5.9 4. Safe Place Meditation

5.10 4 5.11 5. Attention Awareness
Meditation

512 5 5.13 6. Body Awareness
Meditation

5.14 6 5.15 7. Loving Kindness
Meditation
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Any tracks of your choice
5.16 7

8. Self-Guided Meditation
5.17 8

Emails and Text Messages: Weekly emails will contain practice assignments and a
theme for the week (again, similar to the MBSR curriculum), tips, and/or links to survey
assessments (data collected on REDCap). Text messages will serve as practice
reminders. Participants will receive text messages containing motivational quotes, tips,
and queries requesting a 1-2 character response (Y, N or a number). We will develop
text message content and timing during focus group sessions. The research team will
have access to password-protected, real-time population and individual patient
dashboards throughout the study. At the end of the study, the text message service will
transfer all archived message data, including sender, recipient, time stamp, and content,
to the research team.

Mid- and Post-intervention Assessments (weeks 4 and 8): During the 4™ week of
the intervention, an email with a unique link to online survey instruments (DT, PROMIS,
and FFMQ) will be sent. A reminder will automatically be resent to participants who do
not complete the survey questions within 5 days. Participants may also opt to complete
the survey on an encrypted computer during a clinic or infusion visit. If no response after
the reminder email, the research coordinator will call the participant and conduct a
phone assessment using the same instruments or send a paper copy. The process will
be repeated at week 8 (see timetable). A brief follow-up assessment will be sent via
email 3 months after study completion.

Exit interview: After the 8-week intervention period, study staff (excluding the treating
physician) will conduct an in-person or phone interview to collect qualitative data
regarding participants’ experience of the intervention. For example, we will ask about
the effects of the intervention; what was easy or difficult; what aspects will be continued
or not and why; reasons for stopping (for those who decided not to continue); and input
on how we can improve the exercises. The research coordinator will obtain a copy of
the practice log at the exit interview.

Ineligible/refusal log: For potential participants who are ineligible or who express
interest in the study but then decide not to participate, we will log demographic and
medical information, caregiver relationship, and reasons for ineligibility/refusal as
feasibility/acceptability measures to guide design of subsequent studies.

6 Schedule of Assessments

Table 6. Study Calendar
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Study Timetable Week 0 1 2 3 4 5 6 7 8
Eligibility screening X
Informed consent

Demographics and medical history

Qualitative assessments: interview questions
Participant-reported outcomes: DT, HADS, PROMIS
Practice reminders (text messages)

Practice logs (online, link in email)

X X X X X X
X X

X X

xX X X

X X

xX X

X X

X X X X

6.1 Screening Assessments

HDFCCC patients with metastatic colon rectum, or small bowel adenocarcinoma, and
caregivers of such patients, who meet the eligibility criteria (Section 3.0) will be
introduced to the study. Our screening procedure is described in detail in Section 3.3.

6.2 Clinical Assessments
There will be no in-person clinical assessments in this study.
6.3 Other Assessments

Questionnaire assessments and timing are described in Section 5.2. All instruments will
be reviewed/approved by IRB prior to administration.

6.4 Criteria for Termination

The Principal Investigator may terminate the participation of an individual patient if they
withdraw informed consent. If a participant withdraws, we will ask if s/he would still be
willing to complete the surveys and an exit interview.

7 Adverse Events
71 Adverse Event Reporting, Procedures, and Definitions

We are testing an audio-based meditation program as the intervention, and all potential
participants will be screened via the process outlined in Section 3.3 to assess
contraindications to participation. There are no anticipated a priori adverse events
(AE’s) for this intervention. Study participants will be encouraged to report any
‘emergencies or events’ by calling the CRC or PI. These instructions will be included in
the consent form and study booklet. Additionally, participants will be asked in their exit
interview if they experienced any adverse events as a result of participating in the Being
Present study? The PI will record all reported events in an adverse event log (including
subject’'s name, date, and event description — see attached log entry form). Dr. Atreya
will consult with the co-investigators on the action to be taken. This action and date of
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implementation will also be recorded in the adverse event log. The entire investigative
team will participate in classifying events as ‘serious’ or ‘non-serious’ (see listed below),
as well as ‘non-attributable’, ‘possibly attributable’, or ‘attributable’ to the proposed
study.

Adverse Event Definitions

Serious — any event or condition that is life threatening, results in a hospitalization, or
cancer or a physical or cardiac event serious enough to require medical attention. A
brief listing follows:

* Death

» Life-threatening (places the subject, in the view of the investigator, at immediate
risk of death from the reaction as it occurred),

* Inpatient hospitalization or prolongs existing hospitalization,

* Persistent or significant disability/incapacity (a substantial disruption of a
person’s ability to conduct normal life functions),

» Birth defect/congenital anomaly,

* Or any important medical event that may not result in prior listed outcomes but,
based upon appropriate medical judgment, may jeopardize the subject, and may
require medical or surgical intervention to prevent one of the prior listed
outcomes.

Non-Serious — all other events

7.2  Follow-up of Adverse Events

All adverse events will be followed with appropriate medical management until resolved.
Patients removed from study for unacceptable adverse events will be followed until
resolution or stabilization of the adverse event. For selected adverse events for which
administration of the mindfulness intervention was stopped, a re-challenge of the
subject with the mindfulness intervention may be conducted if considered both safe and
ethical by the Investigator.

7.3 Expedited Reporting

Reporting to UCSF Committee on Human Research (Institutional Review Board)

The Principal Investigator must report events meeting the UCSF CHR definition of
“‘Unanticipated Problem” (UP) within 10 business days of his/her awareness of the
event.

8 Statistical Considerations

8.1 Outcomes

* Primary Outcomes
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Feasibility and acceptability of audio-based mindfulness meditation training:

We will assess feasibility and acceptability of the intervention among patients and
caregivers by evaluating the recruitment rate, reasons for non-participation/non-
continuation of the intervention, and adherence (via practice logs and responses to text
messages). Interviews with participants will provide qualitative data about the
intervention experience

* Secondary Outcomes

Efficacy of audio-based mindfulness meditation training: We will obtain preliminary
estimates of the efficacy of the intervention among patients and caregivers on self-
reported outcomes using validated questionnaires to measure global health, anxiety,
depression, fatigue, sleep quality, and mindfulness before, during, and after the
intervention. We hypothesize that the audio-based mindfulness meditation intervention
will reduce distress in both patients with metastatic colon, rectum, or small bowel cancer
and their caregivers.

8.2  Statistical Analyses

We will use descriptive statistics for the feasibility and outcome measures, including the
proportion of eligible patients and caregivers who agree to be screened; consent to
participate; and complete or partially complete the intervention. Reasons for ineligibility;
refusal to participate in or complete the intervention will be tabulated. Logistic
regression models will assess demographic and clinical characteristics associated with
consent to participate among eligible and screened patients and caregivers. Qualitative
thematic analysis will characterize interview data. Effect sizes will be calculated by
comparing baseline and end of study participant-reported outcomes related to QOL,
distress, anxiety, depression, fatigue, sleep quality, and mindfulness. We will also
conduct repeated measures analyses (e.g. mixed effects linear models with a random
intercept for participant) that include the mid-point time-point data. Efficacy analyses will
be exploratory in nature. Where applicable, measures of feasibility, acceptability and
efficacy will be compared in patient-caregiver dyads and between paired and unpaired
participants.

Table 8.2. Feasibility and Outcome Measures

Data Collected Measures: Feasibility Acceptability Efficacy
Focus group feedback X X

Recruitment rate X X

Reasons for ineligibility X

Reasons for refusal to participate X X

Study completion rate X

Adherence X

Demographics & medical history X X

Qualitative assessments (interviews) X X X
Participant-reported outcomes (surveys) X
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8.3  Accrual Objectives

Our target enrollment is 16-20 subjects for the focus groups (8-10 patients with
metastatic colon, rectum, or small bowel cancer and 8-10 caregivers of such patients)
and 44 participants in the intervention study. Focus group participants who also
participate in the intervention will not count toward the accrual goal for the intervention
(n=44), as they will be excluded from the final analysis. To meet the accrual numbers,
we estimate researchers will screen/approach ~100 potential participants (patients and
caregivers). Based on our recruitment strategy, we estimate enroliment duration of five
months (1 month for the focus groups; 4 months for the intervention study).

8.4 Estimated Duration of Study

This study is funded for one year.

Table 8.4. Funding Calendar

Month of Funding

Obtain CHR approval X| X

Development of survey platform & text messaging X[ X

Recruit and conduct focus groups, refine intervention content X[ X

Recruitment for pilot intervention study

X[ X X<
P
X
e

Conduct 8-week pilot intervention study

Data analysis, abstract/manuscript and grant-writing X

8.5 Data Safety Monitoring

Trial Type/Level of Review: Pilot Behavioral Trial — This study does not involve the
testing of pharmacologic agents or any therapeutic treatments. It is a non-randomized
behavioral trial designed to examine feasibility, acceptance, and behavior change for
patients provided with audio-based training in mindfulness meditation. Thus, it is
classified as a Type 2 Study (Non-Therapeutic Intervention Study), a minimal risk level
study that dictates annual review by the Cancer Center Scientific Monitoring
Subcommittee for scientific progress and IRB compliance at UCSF. We do not
anticipate the need for a Data Safety Monitoring Board (DSMB); however we will take
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this under advisement from our protocol review committees. Ultimately, the Pl will be
responsible for the conduct of this study and will review the AE procedures monthly (see
Section 10).

8.6 Analyses Time Points
Statistical analyses for all aims will be conducted in January and February 2016.
8.7 Power and Sample Size Calculation

There are no statistical analyses for Aim 1; therefore we did not conduct a power or
sample size calculation. The proposed sample size of 8-10 participants per focus group
was chosen based on the expertise of Dr. Galen Josepht*®. For intervention feasibility
(Aim 2), our power calculation is based on the proportion of participants who
successfully complete the intervention, defined as 270% of participants listening to the
meditation recordings and completing the 8-week follow-up assessment. Using a 1-
sided 1-sample binomial test with a = 0.05, 20 patients or caregivers, and an expected
successful completion proportion of 70%, we will have 80% power to reject the null
hypothesis if 48% or fewer participants successfully complete the protocol. In other
words, the intervention will be considered not feasible for patients if fewer than 10
patients complete the protocol, and not feasible for caregivers if fewer than 10
caregivers complete the protocol.

9 Ethical Aspects

There are few risks associated with participation and potentially gains in education
regarding the health benefits of mindfulness meditation. The Pl will confirm that the
basic principles of informed consent are met: autonomy, beneficence, justice, and non-
maleficence.

9.1 Regulatory Considerations

The UCSF GI Oncology Site Committee, the UCSF Comprehensive Cancer Center
Protocol Review Committee, and the UCSF Committee on Human Research (IRB; see
below) will review this study.

9.2 Independent Ethics Committees/Institutional Review Board

The UCSF Committee on Human Research (IRB) approval for this protocol and the
informed consent will be sought before the study moves forward. The Pl is responsible
for keeping the IRB advised of the progress of the study and of any changes made in
the protocol prior to implementation. The PI will also keep the IRB informed of any
significant adverse reactions, and any protocol exceptions or deviations. Records of all
study review and approval documents must be kept on file by the Pl and are subject to
inspection during or after completion of the study. The IRB will receive notification of the
termination of the study.
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10 Study Management
Pre-study Documentation

This study will be conducted in accordance with the ethical principles that have their
origin in the Declaration of Helsinki as stated in 21 CFR §312.120(c)(4); consistent with
GCP and all applicable regulatory requirements.

Before initiating this trial, the Investigator will have written and dated approval from the
Institutional Review Board for the protocol, written informed consent form, subject
recruitment materials, and any other written information to be provided to subjects
before any protocol related procedures are performed on any subjects.

The clinical investigation will not begin until either FDA has determined that the study
under the Investigational Drug Application (IND) is allowed to proceed or the
Investigator has received a letter from FDA stating that the study is exempt from IND
requirements.

Institutional Review Board Approval

The protocol, the proposed informed consent form, and all forms of participant
information related to the study (e.g. advertisements used to recruit participants) will be
reviewed and approved by the UCSF CHR (UCSF Institutional Review Board). Prior to
obtaining CHR approval, the protocol must be approved by the Helen Diller Family
Comprehensive Cancer Center Site Committee and by the Protocol Review Committee
(PRC). The initial protocol and all protocol amendments must be approved by the IRB
prior to implementation.

Informed Consent

All participants must be provided a consent form describing the study with sufficient
information for each participant to make an informed decision regarding their
participation. Participants must sign the CHR-approved informed consent form prior to
participation in any study specific procedure. The participant must receive a copy of the
signed and dated consent document. The original signed copy of the consent
document must be retained in the medical record or research file.

Changes in the Protocol

Once the protocol has been approved by the UCSF CHR, any changes to the protocol
must be documented in the form of an amendment. The amendment must be signed by
the Investigator and approved by PRC and the CHR prior to implementation.

If it becomes necessary to alter the protocol to eliminate an immediate hazard to
patients, an amendment may be implemented prior to CHR approval. In this
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circumstance, however, the Investigator must then notify the CHR in writing within five
(5) working days after implementation. The Study Chair and the UCSF study team will
be responsible for updating any participating sites.

1 Protection of Human Subjects
Protection of Privacy

Patients will be informed of the extent to which their confidential health information
generated from this study may be used for research purposes. Following this
discussion, they will be asked to sign the HIPAA form and informed consent documents.
The original signed document will become part of the patient's medical records, and
each patient will receive a copy of the signed document. The use and disclosure of
protected health information will be limited to the individuals described in the informed
consent document.

Appendices
A1, Informed consent forms for focus groups
A2. Informed consent form for intervention
AS. Flyer revised 6.19.15
A4. Invitation letter for focus groups
AS. Invitation letter for intervention
AG. Semi-structured script introducing focus groups
A7. Semi-structured script introducing intervention
A8. Focus group guide
A9. Demographic survey revised 6.19.15
A10. Surveys (DT, PROMIS, FFMQ) revised 6.19.15
A11. Transcript of mindfulness exercises revised 6.19.15

A12. Weekly emails

A13. Weekly themes

A14. Resources for further practice
A15. Study booklet

A16. Text messaging grid
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