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STATEMENT OF COMPLIANCE
LEAD INVESTIGATOR STATEMENT

I have read and agree to the study, as detailed by this protocol document. I am aware of

my responsibilities as an Investigator pursuant to the clinical trial protocol,

the guidelines of Good Clinical Practice (GCP) ! the Declaration of Helsinki 2, and the
applicable Code of Federal Regulations (CFR) at Title 21 3 and Title 45 Part 46 *, as well as my
responsibilities as a Lead Investigator, as a ClinicalTrials.gov Responsible Party under

42 CFR Part 11 ° as promulgated pursuant to Section 801 of the Food and Drug Administration

Amendments Act (FDAAA 801), and other applicable requirements of the participating
institutions including the Stanford Cancer Institute, the Stanford Hospitals and Clinics,

Lucile Packard Children's Hospital, and/or the Stanford University Medical Center. I agree to
conduct the trial according to these regulations, guidelines, and requirements, and to
appropriately direct and assist the participating staff under my authority, and that all staff
members are aware of, and trained in, their clinical trial responsibilities.

All key study personnel have completed Human Subjects Protection Training.

Site Principal Investigators are expected to assure that no deviation from, or changes to the
protocol, will take place without prior agreement from the sponsor and documented approval
from the Institutional Review Board (IRB) of record, except where necessary to eliminate an
immediate hazard(s) to the trial subjects.

Sponsor-Investigator's Name: Judith J. Prochaska
Name of Site: Stanford Cancer Institute
Stanford Medicine

Stanford, California

Principal Investigator's Signature: Date: 3/18/22

1 FDA Guidance for Industry: current revision of the International Conference on Harmonization (ICH)

Good Clinical Practice Guidelines E6.

World Medical Association, Declaration of Helsinki Ethical Principles for Medical Research Involving Human Patients.
United States Code of Federal Regulations (CFR), Title 21, “Food and Drugs.”

CFR, Title 45 “Public Welfare;” Part 46 “Protection of Human Subjects.”
CFR, Title 42 “Public Health:” Part 11 “Clinical Trials Registration and Results Information Submission.”

(S I VS )
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STATEMENT OF COMPLIANCE
PARTICIPATING SITE PRINCIPAL INVESTIGATOR STATEMENT

I have read and agree to the study, as detailed by this protocol document. I am aware of
my responsibilities as an Investigator pursuant to the clinical trial protocol,

the guidelines of Good Clinical Practice (GCP) ! the Declaration of Helsinki 2, and the
applicable Code of Federal Regulations (CFR) at Title 21 3 and Title 45 Part 46 *, and the

applicable requirements of the participating institution. I agree to conduct the trial according to

these regulations, guidelines, and requirements, and to appropriately direct and assist the
participating staff under my authority, and that all staff members are aware of, and trained in,
their clinical trial responsibilities.

All key study personnel have completed Human Subjects Protection Training.

I assure that no deviation from, or changes to the protocol, will take place without prior
agreement from the sponsor and documented approval from the Institutional Review

Board (IRB) of record, except where necessary to eliminate an immediate hazard(s) to the trial
subjects.

Principal Investigator's Name: Judith J. Prochaska
Name & address of local site: 1265 Welch Road, Stanford, CA. 94305-5411
Name of Lead Institution: Stanford Medicine

Stanford, California

Principal Investigator's Signature: Date:  3.15.22

1 FDA Guidance for Industry: current revision of the International Conference on Harmonization (ICH)

Good Clinical Practice Guidelines E6.

World Medical Association, Declaration of Helsinki Ethical Principles for Medical Research Involving Human Patients.
3 United States Code of Federal Regulations (CFR), Title 21, “Food and Drugs.”

CFR, Title 45 “Public Welfare:” Part 46 “Protection of Human Subjects.”

3.18.22 Page 3 of 47 Amendment 3



IRB-60253 Judith Prochaska

Table of Contents

PROTOCOL SYNOPSIS ...ttt ettt ettt st ebe ettt eae s e 6
LIST OF ABBREVIATIONS & TERMS ....coiiiiiiiiieeeeeeeeee e 8
I, INTRODUCGTION ..ottt sttt ettt ettt be et et ene e eneese e 9
L1, Study RAtiONAle ......eoeuviiiiiiiieii ettt ettt et e enees 9
1.2, BAaCKZIOUNG ..ottt ettt ettt ettt e et e s b e ensaeenbeenseeennes 9
1.3.  Potential Risks and Benefits...........ccceevireiiiiiiiiiiieiiieiicieceee e 11
2. STUDY DESIGN, OBJECTIVES, AND OUTCOMES .......cccccctiinirieieieieereneseeie s 12
2.1, StUAY DESIZN ..eoniiieiiiiiiieiieeie ettt ettt ettt st e bt e tbe et e e nabeenbeennaeennaen 12
2.2, ODJECHIVES ..eeeutieiieetieeiieeieeetteettesite e bt estte e bt eseaeeteesseeasseessseenseessseasseensseenseensseenseenseesnseens 13
2.3. ClinicalTrials.gov Registration, Outcomes, and Results...........ccccecceriereininieniencnnne. 14
3. SUBJECT SELECTION ....ociiiiiiiiieieieiesteete sttt ettt ettt et aessessestesseeneeneas 14
3.1.  Eligibility Criteria and Participant Eligibility Checklist...........ccceccevvieniriinnniniinenne. 14
3.2.  Recruitment and Retention Procedures...........coceevvieiiiiiiieniieniienieeieece e 17
3.3, Informed CONSENt PrOCESS........coeiriiriiriieiiiieriteie ettt st s 17
3.4. Registration and Enrollment............coeouiiiiieiiiiniieiiieiieeieeee et 18
4. STUDY INTERVENTION ....ccooiiiiiiiiiiieieieee ettt 19
4.1. Investigational Drug / Device / Procedure: MindCotine...............cccceueeeuveneeecneennennnnn. 19
4.2, Comparator / CoNtrol AENt:..........cccuieriieriiieiiieiieeiteeie et ete et e ereeteesreesseesreeseesnaeens 20
5. TREATMENT PLAN.....ooitttiioiete ettt ettt s b ettt aenaesesbesaeeneas 20
5.1, Treatment ASSIZNMENE ........ccoiieiiierieeiieriieeeteerie et esiteeteesieeebeesseeseseeseessseeseessseenseenens 20
5.2, Treatment DOSE ......couiiriiiiiiiieeeeee ettt ettt 20
5.3, Treatment SChedUle........c.coouiiiiiiiiiiiieee e 20
5.4, Treatment DUIAtION .......cccooiiiiiriiiiiinieieeie ettt sttt st ae e 20
5.5.  Subject Medication DIary..........cceevieriiiiieeiieiieeie ettt et beesaee b e 20
5.6, Pre-TreatmMent Criteria.......ccoeiieeiieriieeieeitieeteeiieeteeteesteeieessreeteesaaeenseessneenseenseesnseensns 21
5.7. Dose Modifications and Dose-limiting TOXICItIES .......cccveerurerreeriienieeiienieeieenieeeveenens 21
5.8. Concomitant Medications, Procedures, and Supportive Care Guidelines ..................... 21
5.9. Ciriteria for Removing Subjects from Study Intervention and/or Study...........cccc......... 21
5.10. Duration of FOIIOW-UDP....ccciiriiiiiiiiiieiieieeeee ettt e 21
5.11. Study Completion or DiSCONtINUALION........cccuieriieriierieeiienieeitesie e eeeeiee e eeee e e 21
6. STUDY PROCEDURES AND ASSESSMENTS .....ccoiiiiiririeieeeeeee e 23
6.1, Schedule Of EVENTS .....cc.ooiiiiiiiiieieieeeesee et 23

3.18.22 Page 4 of 47 Amendment 3



IRB-60253 Judith Prochaska

6.2. Description of Procedures and ASSESSMENLS........c..eecvierieeriierieeiiieniieeieenireereeieeeveenens 23
7. ADVERSE EVENTS AND REPORTING PROCEDURES ........cccccceiiniiininieieieieene 24
7.1, Adverse Event Definitions ..........coceeviiriiriiiiiiniiieieeeree e 25
7.2.  Classification of AdVerse EVENtS ........cccccoiiviiriiiiiiiiiienieiecceeeeeeee e 25
7.3.  Potential Adverse Events and RiSKS........ccccoceviiriiiiiniiniiiieeeeeeeee 27
7.4. Adverse Event Monitoring and ColleCtion.............ceecvierieeiienieniieiieeie e 27
7.5.  Adverse Events of Special Consideration ............cccceeeueeriieriiierienieeniienieeeeeee e 28
7.6.  Adverse Event RePOTTING .......c.ccoviiiiiiiiiiieiieeieeicesee ettt ettt 28
7.7.  Adverse EVent RECOTAS ........cocuiiiiiiiiiiiiiiiiieseeeeee e 29
7.8, RISK MItIGAtION. ..c.utiiiiieiiieiieeieeieeeie ettt et ette et eebe e st e ebeestaesabeesaeeenseenseeenseeseeenne 30
8. CORRELATIVE / SPECIAL STUDIES.......ccotitititeieieeieieseeee ettt 30
8.1.  Correlative Studies Background............cccceeeiieiiiiiiiiiiiiiieiieeeeeeee e 30
8.2. Laboratory Correlative STUAIES ........cecvieriieriieiieiie ettt ettt sre et eere e 30
9. REGULATORY CONSIDERATIONS AND DATA REPORTING ......ccccceoveienerieriinienens 30
9.1. Review and Approval of Protocol by IRB and SCI SRC........c.ccccoevviieniiiiiienieciieene, 30
9.2.  Protocol Compliance and DevIiations...........cceeeeeerueeriieeiiienierieeniieeieesieeeneeeeeeeveeaee e 30
9.3. Data and Safety Monitoring Plan..............coccoeviiiiiiiiiiiiieieeeeee e 31
0.4, Data Mana@EmENL ..........ceeoueieriieeriieeniieeeiteeriteeesiteeeiteestteesseeessteesaseeesnseeesaseeensseesnnnes 32
9.5. Site Documentation and Management ............ccceeecveerieerieeriienieeniienieeieesreereeseeeseenens 32
0.6 FDA OVEISIZNL ..ccueiiiiieiieeieeeee ettt ettt e e et e e sneeenseeees 33
10.  STATISTICAL CONSIDERATIONS. ....c.ooiiiiiiiiriteiieteteee ettt 33
10.1. Statistical PIan ........ccooiiiiiiiiieeeeee ettt 33
10.2. Study ENAPOINTS ....veeiiiiiiiiieiiecie ettt ettt ettt e siae e e eebeensaesnsaenee e 34
10.3. INtErim ANALYSES ....eeieiieiieiiieiieeie ettt et ettt et e et e s saeesteessaeesseessbeenseesnseenseenns 35
10.4. Primary ANALYSIS .....cccieeiieiiieiieeitieeieeittesteeteestteeteesteeeteesseessbeensaessseesseessseenseesnseenseans 35
10.5. Secondary ANALYSIS ......cccveriieiierieeiienieetteeteettesteeteeseeesteessaeeseessseesaessseeseessseeseens 35
10.6. Descriptive Statistics and Exploratory Data Analysis.........cccceeeeeevienieenieniieeneenieeinens 36
11. REFERENCES ...ttt sttt et b ene s 36
12. PROTOCOL HISTORY ..ottt ettt et et eneas 36
13, APPENDICES ...ttt ettt ettt et ettt e b e b ebesneeneeneas 37
13.1. Appendix A. References for Stanford Cancer Institute Policies & Practices ............... 37
13.2. Appendix B. Other appendices as needed...........ccocueevuieriieiiiinieeiienie e 39

3.18.22 Page 5 of 47 Amendment 3



IRB-60253

Judith Prochaska

PROTOCOL SYNOPSIS

Study Title

Study Description

Study Purpose
(for ClinicalTrials.gov)

Secondary
Objective(s)

Secondary
Endpoint(s)

Eligibility Criteria

Treatment and
Procedural
Summary

tanford Tobacco Treatment Services — Virtual Reality Treatment for
moking Cessation

esting feasibility of a virtual reality app for smoking cessation among 20
atients, from the Stanford Cancer Center, who smoke cigarettes daily as
art of the Tobacco Treatment Services.

ealth Services Research

uit status and attempt to quit. Learning whether those who also opted in
‘her tobacco treatment services (e.g. NRT, counseling sessions) have
ifferant aniteame than the anec wha 1iead the Mind(Catine ann anlxs

nd of treatment assessment quit status, making a quit attempt during the
ast 6 weeks, use of cessation medications, smoking reduction (EOT
garettes per day compared to cigarettes per day at baseline), MindCotine
sage, dropout, and adverse events.

aily or some day cigarette smokers (>9 cigarettes/week), English or
panish fluent, has compatible smartphone, willing to interact with the app
v 6 weeks, willing to complete survey assessments, no hx of seizures

articipants are recruited during outreach as part of the Tobacco Treatment
ervices. The study is proposed as a treatment option. If interested,
stential participants will complete a phone screen, and if still interested,
-oceed to the study consent form. After the study consent form is signed,
VR kit with the app code for access to the full MindCotine virtual reality
-ogram will be mailed to the participant. The participant will start
eatment, engage in treatment for 6 weeks and complete the end of
eatment questionnaire. The participant can utilize the app for up to a year
‘they wish to. All participant data on the app will be deleted after that

>ar has passed. Data will be analyzed. A summary of analyses will be
-ovided to MindCotine. The team will decide whether to invest in
[indCotine as a treatment option for patients.

3.18.22
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Considerations

Study Duration

Subject Duration

Judith Prochaska

>llection, the statistical plan is descriptive in nature. Descriptive statistics
.g., means/SD, frequencies, ranges) will summarize participant
>mographic and tobacco use characteristics, changes in tobacco use over
me, MindCotine app usage, feedback on the MindCotine program,
-‘opout, and any adverse effects. Factors that indicate feasibility will
iclude (1) interest among our patient population in using the app, which

ill be offered at no cost; (ii) among those patients who are interested, that
iey are able to onboard and make use of the app; and (iii) patient ratings

f recommending the app to others. Feasibility metrics would be at least (i)
)% interested in using the app; (ii) 75% of interested patients onboarded
1d using the app; and (iii) 70% recommending the app to others. Efficacy
sals will be examining tobacco use reduction and quitting with goals of at
ast (iv) 50% reducing tobacco use and 10% quitting. Additionally, the

1it rate among participants in this pilot will be compared to the quit rate

stimated study period is 9 months to recruit, complete assessments with

) patients, and data analyses. After the initial outreach and consent, the
articipant will receive their VR kit in 3-5 business days, start the
itervention. and have a final survev after the 6-week neriod. Data analvses

he study duration is 6 weeks or 1.5 months for participants from baseline
» end of study.

3.18.22
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LIST OF ABBREVIATIONS & TERMS

pp le application NCI National Cancer Institute

LIA :al Laboratory Improvement On-study  Defined (per OnCore) as date of subject’s first
1endments; Certification date research-related procedure, scan, or treatment

R ylete response PR Partial response

SMP Safety Monitoring Plan SCI Stanford Cancer Institute

DAAA and Drug Administration SOP Standard Operating Procedures
rendments Act

Ul for Gu1dance§ under Stanford TTS Tobacco Treatment Services
search Compliance Office

"MIJE _ommittee of Med Journal Edito UP Unanticipated Problem
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1. INTRODUCTION

1.1. Study Rationale

There are patients from the Stanford Cancer Center who use tobacco and have difficulty reducing
their use or quitting. Tobacco use exacerbates health conditions and hinders treatment. Currently,
Tobacco Treatment Services include nicotine replacement therapy, cessation medication
consultations, individual counseling sessions, group counseling sessions, and referrals to the quit
line. Some patients have exhausted their options in smoking cessation. The MindCotine virtual
reality smoking cessation app is a novel approach to tobacco cessation, and is an option to
consider adding as part of the tobacco treatment service.

1.2. Background
1.2.1. Overview of study intervention

Patients who use tobacco are identified from Stanford Cancer Clinics, and our Tobacco
Treatment Specialist reaches out to them to engage in tobacco cessation. If a patient is interested
in the VR treatment option, patients will be checked on whether they would be able to use the
VR intervention (e.g. smokes, smartphone compatibility, language fluency), and then is sent the
intervention kit. Patients will be followed up with post intervention to check on effectiveness of
the treatment. Participation in the 6-week VR intervention is voluntary and will not affect access
to other tobacco treatment options. Treatment outcomes will be analyzed with pre/post survey
data and app use frequency data.

Data obtained from the 20 patients trying out this intervention will inform whether MindCotine
is a worthwhile treatment option to offer. If MindCotine proves to be effective among our
patients, we may have another treatment option for our patients, especially for those who have
exhausted their smoking cessation options.

MindCotine is the first virtual reality intervention for smoking cessation with pilot results
supporting remote and self administration feasibility. Abstinence rates in their pilot study had
similar results to other studies with smoking cessation apps.
(http://www.jmir.org/2020/7/e17571/)

In the pilot study, the average age of the participants was 41, supporting that the users do not
necessarily have to be tech savvy. This suggests that MindCotine may be an effective digital
health intervention for our patients, who tend to be older.

1.2.2. Mechanism(s) of Action for Stanford Tobacco Treatment Services — Virtual
Reality Treatment for Smoking Cessation

The MindCotine 6-week training period consists of a playlist of audiovisual content (2D, audio,
Virtual Reality) lasting from 2 to 10 minutes each, and a series of CBT-based self-reflective
questions. The participant can select their Quit-Date at any given time, and will receive
notifications accordingly. The 2D and audio activities are based on formal mindfulness exercises
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based on breathing techniques, body scan, recognition of thoughts, emotions, and the impulse of
smoking.

The VR therapy exercises include the following topics:
1. The Act of Smoking

2. RAIN meditation

3. Stress at work

4. Bodily sensations

5. Deep emotions

6. Nicotine anonymous

7. Alcohol as a trigger

Each content consists of a 2-minute animated environment to induce meditative states of mind, 6
minute of exposure with real people, and 2 more minutes of animated environment to again,
induce a meditative mindset.

1.2.3. Clinical Experience

MindCotine is the first virtual reality intervention for smoking cessation with pilot results
supporting remote and self administration feasibility. This pilot studied 120 participants from
Buenos Aires, Argentina (mean age 43.2 years, SD 9.50; 47.5% female). Abstinence rates in
their pilot study had similar results to other studies with smoking cessation apps. Follow up rates
were >90% for both the treatment and control groups. At postintervention, the treatment group

reported 23% abstinence compared with 5% of those in the control group (X2 =8.3; P=.004).

In the pilot study, the average age of the participants was 41, supporting that the users do not
necessarily have to be tech savvy. This suggests that MindCotine may be an effective digital
health intervention for our patients, who tend to be older. Long term outcomes have not been
studied.

The manuscript of the pilot trial can be found on (http://www.jmir.org/2020/7/e17571/).
Our Tobacco Treatment Services has grown, and we are exploring novel treatments that

incorporate technology for scalability. A manuscript of the project’s progress is available at
https://doi.org/10.3390/ijerph17062101

1.2.4. Importance of the Clinical Trial

The purpose of the Tobacco Treatment Service is to expand access to and engagement in tobacco
cessation treatment services at the Stanford Cancer Center to patients and their family members.
The project utilizes technological innovations to deliver provider education; optimize chart
documentation, referral, and team communications; and extend treatment service delivery.
Adding VR treatment is an option we are considering for patients who would like to quit
smoking.
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For patients with cancer and use tobacco, helping them quit can: Reduce treatment side effects
(e.g. from surgery, radiation, and/or chemotherapy); Increase the effectiveness of treatment;
Decrease the risk of cancer recurrence or of the development of other types of cancers; and
improve overall well-being and quality of life.

1.3. Potential Risks and Benefits

1.3.1. Known Potential Risks of MindCotine

The virtual reality simulation could potentially trigger seizures. Those with a history of epilepsy
should not use this treatment option.

There is also the possibility of side effects from the virtual reality simulation. Symptoms may
include dizziness, disorientation, nausea, sweating, or headaches.

1.3.2. Known Potential Risks of Study Procedures

Given that the pilot study aims to see feasibility of VR program in reducing tobacco smoking, we
do not envisage that participation in the study will be associated with elevated risk. We are not
assessing suicidal ideation in our questionnaires. Some risk is always present in studies that
involve human participants. Such risk may include the following:

1. Data Protection and Privacy: All study data are gathered on a HIPAA compliant web platform
that resides behind Stanford security firewalls and has been tried and tested by the University for
several years, thus actual risk from data breach for study data is low. All assessments, including
the screening utilizing HIPAA compliant survey administration tool commonly used by Stanford
University in its clinical trials (Qualtrics or REDCap). Given the high data protection safeguards
embedded within Qualtrics or REDCap, there is little risk to the subject associated in regards to
their privacy and/or confidentiality.

Research material obtained from human subjects will involve behavioral and psychological
assessments including self-report questionnaires. All data will be obtained specifically for
purposes of this pilot study. Data that are obtained from the Qualtrics/REDCap surveys will be
stored and protected within Qualtrics/REDCap.

Data that are obtained via MindCotine: MindCotine established a connection app-server with
secure layer; Data are encrypted while traveling the Internet. MindCotine have servers within the
Google infrastructure with the highest standards of security and privacy. Emails will be asked for
during app registration. IP addresses will be temporarily collected for Firebase (part of the app
infrastructure) to work. All participant data on the app will be deleted a year after starting the

app.

Only members of the research team (PI, post-doc, research assistant) will have access to the data.
The clinical and research teams will have access to PHI, as described with IRB 48420.
MindCotine requires emails for user registration with their app. Otherwise, no PHI is required.
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Data sharing: Data shared between MindCotine and Stanford will be conducted using Stanford
Medicine Box and secure email. MindCotine will share user data with the Stanford team. After
the data are merged by the Stanford team, identifiers will be removed and each row of participant
data will be assigned a number from 001-020. The Stanford team will analyze the data and
provide a summary of outcomes (overall demographics, overall engagement with tobacco
treatment interventions opted into at initial outreach, cessation outcomes) to MindCotine. The
summary of outcomes will not have any identifiable information, and will describe the pilot
sample.

2. Potential Upset due to Survey Questions: Foreseeable risks to subjects include the possibility
that some assessment questions and/or treatment procedures may be upsetting to subjects.
Experience at Stanford with similar populations has indicated that the risk of emotional upset
during the assessments is low and if it occurred, the upset would likely not be serious in nature
and temporary. Such risks will be minimized by asking a small amount of questions for tobacco
use assessment, compatibility with the program satisfaction with program, and likelihood of
recommending the program. Potential participants will also be informed that they may drop out
of the study at any time and if requested, appropriate treatment referrals would then be given.

3. Risk of treatment avoidance due to engagement with the intervention. No treatment is being
withheld. The pilot study offers the VR program to 20 participants as an option of the Tobacco
Treatment Service, allowing for participants to also engage in other tobacco cessation treatment.

1.3.3. Known Potential Benefits
May help patients reduce smoking or help them quit.

2. STUDY DESIGN, OBJECTIVES, AND OUTCOMES

2.1. Study Design

2.1.1. Overall Design

The intervention model of this study is Single Group.

2.1.2. Primary Purpose of the Study

Health Services Research: To test feasibility of the MindCotine virtual reality program
for smoking cessation among 20 patients. After the pilot, the team will decide whether to
invest in MindCotine as a treatment option to offer to patients.

2.1.3. Study Cohorts / Arms / Groups

Pre/post-intervention design. Participants’ tobacco use will be compared at two timepoints:
Enrollment, and End of treatment.
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2.1.4. Scientific Justification for Study Design

This study is a pilot to test feasibility of the app among patients from the Stanford Cancer Center
who smoke cigarettes daily. There will be 20 kits available for testing feasibility. Outcomes will
be assessed pre-intervention and post-intervention.

Factors that indicate feasibility will include (i) interest among our patient population in using the
app, which will be offered at no cost; (i1) among those patients who are interested, that they are
able to onboard and make use of the app; and (iii) patient ratings of recommending the app to
others. Feasibility metrics would be at least (i) 20% interested in using the app; (ii) 75% of
interested patients onboarded and using the app; and (iii) 70% recommending the app to others.
Efficacy goals will be examining tobacco use reduction and quitting with goals of at least (iv)
50% reducing tobacco use and 10% quitting. Not feasible would be indicated by less than (i)
20% interested in using the app; (i1) 75% of interested patients onboarded and using the app; and
(ii1) 70% recommending the app to others.

Given the novelty of the program (virtual reality app) and our older patient population, we are
interested in seeing do patients have interest in using the program, are they able to onboard at a
distance (from home), do they make use of the app, and would they recommend the app to
others. We also will examine whether they reduce or quit their tobacco use. If the metrics above
are met, we would consider adding MindCotine to the choices available.

2.1.5. Treatment Assignment

Open-label: No study blinding.

2.1.6. Justification for Dose(s)
N/A.

2.1.7. End of Study Definition

A participant is considered to have completed the study if they have completed their end of
treatment assessment after the 6-week intervention.

2.2. Objectives
Learning whether MindCotine is a feasible smoking cessation option among 20 patients from the
Stanford Cancer Center who smoke cigarettes daily. Learning whether less tobacco use is
associated with utilizing multiple tobacco cessation options.

2.2.1. Primary Objective
Learning whether MindCotine is a feasible smoking cessation option among 20 patients from the
Stanford Cancer Center who smoke cigarettes daily.

2.2.2. Secondary Objective(s)

Learning whether less tobacco use is associated with utilizing multiple tobacco cessation options.
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2.3. ClinicalTrials.gov Registration, Outcomes, and Results

This study is not an applicable clinical trial (ACT) per FDAAA 2007, does not meet the criteria
for mandatory study registration at ClinicalTrials.gov, does not have direct NIH funding, and
will not posted in the Stanford Clinical Trials Directory. Therefore, this study will

not be registered at ClinicalTrials.gov.

3. SUBJECT SELECTION

3.1. Eligibility Criteria and Participant Eligibility Checklist

Inclusion and Exclusion Criteria are provided on the Eligibility Checklist which may be
extracted from this document for use in screening potential subjects.

The Participant Eligibility Checklist must be completed in its entirety for each subject prior to
registration (see Section 3.4 Registration / Enrollment). The completed, signed, and dated
checklist is retained in the subject’s record. Screening results will be collectively documented on
the Study Participant Log (see references in Appendix A).
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Participant Eligibility Checklist

I. Protocol Information

Judith Prochaska

Protocol Title: | . i .
smoking Cessation

stanford Tobacco Treatment Services — Virtual Reality Treatment fi

Principal Investigator: | udith Prochaska

I1. Subject Information

Subject name / Unique ID:

III.  Eligibility Criteria

3.1.1. Inclusion Criteria

1. Daily or some day cigarette smoker (>9
cigarettes/week)

Identified as a cigarette
smoker in Epic; Phone s

2. Age 18+

18+ on Epic

5. Available to interact with a smartphone app for ¢
weeks

Phone screen

6. Available to complete the EOT assessment at e
of 6-weeks

Phone screen

8. Confirm phone, email, address during consent

ICF, Epic

3.18.22 Page 15 of 47

Amendment 3




IRB-60253 Judith Prochaska

3.1.2. Exclusion Criteria

Prospective Participants Must NOT Meet Supporting
ANY of These Exclusion Criteria Yes Documentation

* All subject files must include supporting documentation to confirm subject eligibility.
V. Statement of Eligibility

By signing this form of this trial I verify that this subject is:

|:| eligible for participation in the study |:| ineligible for participation in the study

Signature:

Signature:

3.18.22 Page 16 of 47 Amendment 3




IRB-60253 Judith Prochaska

3.1.3. Lifestyle Considerations

e No Restrictions. The participant can access the app at any time of day. Interaction with
the app is estimated to take 10 min per day.

3.1.4. Screen Failures

Participants consent to participate in the clinical trial, but who do not meet 1 or more

Eligibility Criteria during the screening procedures are considered Screen Failures.

Screen Failures will not be considered enrolled subjects, although they WILL be tracked on the
Screening Log (with reason for ineligibility) and in the OnCore study management system.
Individuals who do not meet the criteria for participation in this trial, ie, screen failure, because
of smartphone compatibility may be rescreened. Potential subjects who are re-screened will be
assigned the same sequence number and OnCore subject identifier as for the initial screening. If
a screen failure occurs and the person requested their information to not be kept, the decision
will be honored but the screen will count towards the number of screen failures of that day.

3.2. Recruitment and Retention Procedures

3.2.1. Recruitment

Potential participants may be identified by the following methods:
e Review of the medical records of new or existing oncology patients for potential subjects
who meet eligibility criteria.
o Patients who use tobacco are identified from Stanford Cancer Clinics, and our

Tobacco Treatment Specialist reaches out to them to engage in tobacco cessation.
The VR pilot will be brought up as an option (phone script available). If a patient
is interested in the VR treatment option, patients will be going through a phone
screen (with consent) on whether they would be able to use the VR intervention
(e.g. smokes, smartphone compatibility, language fluency), and if eligible and
interested, proceeds to the informed consent process. After that, the intervention
kit will be mailed to the participant, the participant interacts with the intervention
and is followed up with an end-of-treatment survey after the 6-weeks.

3.2.2. Retention Procedures

None. After enrollment, participants will be contacted at the end of the 6-week intervention.
Unless the participant reaches out to the team during the intervention period, there is no expected
contact with the participant until 