VUMC Institutional Review Board 1
Informed Consent Document for Research

Study Title: M etabolism-Informed Smoking Treatment (MIST)
Version #: 7
Version Date: 05-15-2024
PI: Hilary Tindle, MD
Name of participant: Date of Birth:

Part I. The followingis givento you to tell you about this research study. Please read this form with
care and ask any questions you may have about this study. Yourquestionswill be answered. Also,
you will be given a copy of this consentform.

Key Information about this study:
The first section of this document contains some key points that the research team thought you
would find important. The study is described in more detail after this section. If you do not
understand something, please ask someone.

Vanderbilt University Medical Center (VUMC) is doing a research study called the Metabolism Informed
Smoking Treatment study (MIST). Itisbeingfunded by the National Institutes of Health (NIH). The MIST
study uses information on how fast the body breaks down nicotinein orderto help people quit smoking.
We will be enrolling about 1000 smokers at VUMC.

Quitting smoking can help prevent smoking-related diseases like cancer and heart disease and can help
you live longer. After study enrollment you may receive a prescription fora3 month supply of quit
smoking medication to supporta quitattempt. We will ask youto complete 5surveys during this 12
month study. Study contacts can be completed overthe phone and/orthrough the mail. You may be
asked to come into our offices to completeabrief (5minute) breath testaround 6 months afterjoining
the study. Additional details are below inthe “Procedures to be followed” section below.

Detailed Information:
The rest of this document includes detailed information about this study (in addition to the
information listed above).

You are being asked to take partinthisstudy because you are a current smokerwhois willing to consider
taking FDA-approved medication to help you quit smoking and you may have insurance coverage for quit
smoking medication.

You do not have to be inthisresearch study. You may choose not to be inthis study and get other
treatments without changing your healthcare, services, orotherrights. You can stop beinginthis study
at any time. If we learn something new that may affect the risks or benefits of this study, youwillbe
told so that you can decide whetherornotyoustill wantto be in thisstudy. Your medical record will
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contain a note sayingyou are in a research study and may contain some research information about
you. Anyone you authorize toreceive your medical record willalso get this information.

Good effects that might result from this study:
There are benefits to science and humankind that might result from this study. This study may help in the
development of effective interventions to increase participation in evidence-based smoking cessation
treatment. There may be no benefitto participationin this study. Participantsin this study may benefit
by being more efficiently connected to tobacco treatmentresources. Asa result, they may be helped to
quit smoking; potential benefits to quitting smoking include:

e preventing smoking-related diseases like cancer and heart disease

helping you live longer
protecting your friends and family from secondhand smoke
saving money that would be spent on cigarettes

Proceduresto be followed:

A blood sample isrequiredforthis study. This blood test measures how fast your
body breaks down nicotine.
Surveys are also part of this study at baseline and in follow up over 12 months.
Your doctor will be told thatyou are in the study.
You will receiveautomated phonecalls followed by unencrypted email and/or text
message (your choice) to help you quit smoking. You can requesta callback froma
tobacco coach.
You will be assigned by random, like the flip of a coin, to eithera Usual Care group
or a Precision Care group.
o Ifyou areinthe Usual Care group, you will use the stop smoking medication
that you discussed with the Tobacco Treatment Counselor.
o Ifyouare in the Precision Care group, you will use the stop smoking
medication that is recommended based on the results of your blood test.
o Afterstudyenroliment, you willbe given uptoa 3-month supply of one or
more of the following FDA-approved stop smoking medications:
= Nicotine Replacement Therapy (such as patch, lozenge, or gum)
= Varenicline (also called Chantix)
If youreport that you quit smokingat the 6 month survey, you will be asked to
provide a saliva or breath sample to verify this.
Duringthis 12-month study we will monitoryour use of stop-smoking medicine, any
ER/hospital visits, and review your medical records forup to 10 years after study
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completionto monitorforlongtermoutcomes.
o Aftercompletingthis 12-month study, you may be invited to participate in future
studies
e We will askyouto provide yoursocial security number so we can verify your insurance, your
doctor, pay you foryour participation, and to search databases such as the Tennessee Hospital
Discharge Data System, state vital records, and CMS (Centers for Medicare and Medicaid)
databasesforinformation about health care received outside of Vanderbilt.

Automated contacts and opportunity to connect with a tobacco coach: Our partner, TelASK
Technologies, will help us contact you after study enroliment to offeradditional support. During
these calls you can ask fora callback from a tobacco coach who can answeryour questions and
help you to stay smoke-free. The coach can also help you to use your stop smoking medication
correctly. The initial round of calls lasts 3 months. To set up these calls, we will send your name,
contact information, gender (male/female/unknown), and date of study enroliment to Tel ASK.
During call backs the tobacco coach may ask you about audiorecordingforquality. Thiswill not
affect your care and you can choose notto be recorded or stop the recording at any point.

Surveys: You will be asked to complete a baseline survey which could take about 20 minutesto finish.
Duringthe study you will be contacted at 1, 3, 6, and 12 months after study enroliment by unencrypted
email, text message, or phone (your choice) to complete asurvey about your smoking and medication
usage. Costsfor data, texts, and minutesare not paid by the study. Your telephone/wireless carrier’s
standard charges may apply. If we are not able to reach you by email/text/phone, we may mail the
surveystoyou.

Confirming smoke free status: If you have quit smoking at the 6--month follow-up survey and you are
not using nicotine replacement therapy at that time, we will ask you to complete a salivasample which
testsfor nicotine levelsin yoursaliva. If you are using nicotine replacement medicine at that time, we
will ask youto complete abreath testinstead of the saliva test. This breath test measures the amount of
carbon monoxide inyourlungs. If you have an upcoming appointment/hospitalization, study staff may
also attemptto meetyouin person.Incase youare not able to comein personto our clinic, thereisan
optiontodo the breath test and/orthe salivatest from home. The iCO™ personal Smokerlyzer® isa
device that can be attached to your smart device and activated viaan app. The results of the breath test
are thensentto the study team. The salivatestis a small kit that you can complete athome and return
by mail. All tests used to confirm smoke free status are collected only for the proposed research project,
and only study staff will have access to these data.

Possible side effects and risks that you may experience if you take part in this study:
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Blood draw: You are being askedto haveyourblood drawn.Risks of a blood draw are minimaland could
include pain, allergic reaction, infection, or bleeding at the needle stick site. Rarely, we may be able to
use stored blood. Finally, if the first test result is not valid, a new sample of blood may be needed.

Symptoms that may go along with quitting smoking (unrelated to medications): The process of
quitting smoking can be associated with many potentialside effectsincludingirritability, difficulty
concentrating, changes in mood or behavior, and difficulty sleeping. These symptoms are known to
occur whether people use medication or not. In other words, these symptoms occurevenin people
taking placebo (sugar pill) while they are quitting smoking. People who have conditi ons such as
depression oranxiety may tend to experience more symptoms when quitting smoking. Itisimportant
to rememberthatanyone is capable of quitting smoking, regardless of their health conditions. If
during the study you have any thoughts about suicide, immediately call 911 or goto the emergency
room and ask themto contact your primary care doctor. Whenyou are able, please contact study
staff 615-701-MIST (6478).

Thisstudyisintended forwomen whoare not pregnant or breastfeeding because some of the
medications to quit smoking should not be used during pregnancy or breastfeeding. During the
study if you become pregnant orare breastfeeding, please notify your Primary care provider (PCP) and
study staff.

Possible side effects with stop smoking medications: Study staff have determined that you are
medicallyeligible to receive these medications. Please notify your primary physician and the research
teamif you experienceside effects of a medication. Study staff will call you to monitorthe side
effects. Dr. Hilary Tindle, the Primary Investigator, can be reached at 615-701-MIST (6478).

¢ Nicotine Replacement Therapy (NRT):
Nicotine replacement therapy has been available for overtwo decades and is sold over the
counter. Possible side effects of the patch include skinirritation oritching, whichis commonly
managed by rotating patch sitesand/orapplying an over-the-counter corticosteroid cream (such
as 1% hydrocortisone),and trouble sleeping. Mouth, throatand nose irritation, heartburn, or
hiccups may occur among people who use nicotine gum and lozenge. Many of the side effects of
the lozenge orgum can be avoided by correct use of the medication. Forthe nicotine nasal
spray and inhalerthe most common side effects caninclude mouth/throatirritation, coughing,
runny nose, and watery eyes. Inrare cases dizziness, headache, nausea, and rapid heartbeat
can occur. Severe and/or life-threatening side effects include allergicreactions, such as swelling
of yourthroatand tongue, chest pain, afastand abnormal heartbeat andinability to think
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clearly orlogically.

e Varenicline (also called Chantix):
Commonsside effects of varenicline include nausea, sleep disturbance and vivid dreams,
gastrointestinal symptoms, and vomiting. Individuals with pre-existing psychiatric conditions may
experience symptoms such as behavioral changes, agitation, depressed mood, and suicidal
behaviorduringthe process of quitting smoking with and without vareniclinetreatment. Ina
large FDA-mandated trial (EAGLES, Lancet 2016) varenicline was found to be safe and effective in
patients with and without pre-existing psychiatric conditions. Women who are pregnant or
breastfeeding should not use varenicline.

Expired carbon monoxide test and saliva cotinine test: There are no known serious adverse effects
from these tests. The expired carbon monoxide test may sometimes cause peopleto feel mildly
short of breath or cause cough during the test.

Payments foryourtime spent taking part in this study: You can be reimbursed up to $280 for full
participationin this study. Here is a breakdown.

e 510 - screening blood test
e 540 - completed baseline survey
e $20 each for completed surveys at months 1, 3, 6, and 12
e 5100 for sample given for a saliva or breath test at 6 months.
o Plus,upto $50 additional fortravel forin-person testing.

Your social security number is needed to provide you with a study payment card.

Costs to you if you take part in this study:

If you agree to take part in this research study, you and/oryourinsurance will not have to pay forthe
testsand treatmentsthatare being done only forresearch. However, you are still responsible for
payingforthe usual care you would normally receive forthe treatment of yourillness. Thisincludes
treatmentsandtests you would need even if you were notin this study. These costs will be billed to you
and/oryour insurance.

You have the rightto ask what it may cost you to take part in this study. If you would like assistance,
financial counselingis availablethrough the Vanderbilt Financial Assistance Program. The study staff
can help you contact this program. You have the right to contact your insurance company to discuss the
costs of your routine care (non-research) further before choosing to be inthe study. You may choose
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not to beinthisstudyif yourinsurance does not pay foryour routine care (non-research) costs and your
doctor will discuss othertreatment plans with you.

Payment in case you are injured because of this research study:

Ifitis determined by Vanderbilt and the Investigator thatan injury occurred as a direct result of the
tests or treatments that are done forresearch, then you and/oryourinsurance will not have to pay
for the cost of immediate medical care provided at Vanderbiltto treat the injury.

There are no plans for Vanderbilt to pay for any injury caused by the usual care you would normally
receive fortreatingyourillness or the costs of any additional care. There are no plans for Vanderbilt to
give you money forthe injury.

Whoto call for any questions or in case you are injured:
If you should have any questions about this research study orif youfeel you have been hurtby beinga
part of this study, please contact the Principal Investigator, Dr. Hilary Tindle, at 615-701-MIST (6478).

For additional information about giving consent oryour rights as a personin this study, to discuss
problems, concerns, and questions, orto offerinput, pleasefeelfree to call the VUMC Institutional
Review Board Office at (615) 322-2918 or toll free at (866) 224-8273.

Reasons why the study doctor may take you out of this study:
Undersome situations the study physician may remove you from the study, forexample, if your blood
testwas invalid.

What will happenif you decide to stop beingin this study?

If you decide to stop being a part of the study, you must tell the studydoctor, Dr. Hilary Tindle, in writing.
Her mailingaddressis 2525 West End Avenue, Suite 450, Vanderbilt University Medical Center,
Nashville, TN 37203. Decidingto not be part of the study will not change your regular medical care in
any way.

Clinical Trials Registry:

A description of this clinical trial will be available on www.clinicaltrials.gov, asrequired by U.S. Law. This
Web site will notinclude information that can identifyyou. At most, the website will include asummary
of the results. You can search this Web site at any time.
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Information on Confidentiality, Authorization to Use/Disclose Protected Health Information, and
Agreementto Participate in Study.

Confidentiality:

Vanderbilt may share yourinformation, without identifiers, to others oruse it for otherresearch
projects notlisted in this form. Vanderbilt, Dr. Tindle and her staff will comply with any and all laws
regardingthe privacy of suchinformation. There are no plansto payyouforthe use or transfer of
this de-identified information.

All efforts, within reason, willbe made to keep your personal information in your research record
confidential. Total confidentiality cannot be guaranteed. To prevent a breach of confidentiality,
these measurements and test results will be given acode and only the study staff will know the
code. The name that belongs tothe code will be keptin alocked file cabinet orona computerwitha
password. Only Dr. Tindle and the research team will have access to your name. Your measurements
and clinicdata may be used indefinitely, and they may also be shared with otherresearch groups;
butthey will be destroyed when no longer needed.

This study has supportfrom the National Institutes of Health (NIH). Your study information is protected
by a Certificate of Confidentiality. This Certificate allows us, in some cases, to refuse to give out your
information evenif requested using legal means.

It does not protect information that we have to report by law, such as child abuse or some infectious
diseases. The Certificate does not prevent us from disclosing yourinformation if we learn of possible
harm to yourself orothers, orif you need medical help.

Disclosures thatyou consenttoin thisdocumentare not protected. Thisincludes putting research data
inthe medical record or sharing research data for this study or future research. Disclosures that you
make yourself are also not protected.

Breach of confidentiality: Your medical records will be reviewed, and relevant medical informationwill
be collected and storedinasecure electronic database at Vanderbilt University Medical Center. This data
will be password protected and only select research team members will have access to the password.
However, despitethese protectionsitis possiblethat this database could be compromised, and a breach
of confidentialitycould occur.

Privacy:
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Any samplesandinformation about you may be made available to othersto use forresearch. To protect
your privacy, we will notrelease your name. You may notreceive any benefit as aresult of the tests done
on your samples. These tests may help us, or other researchers learn more about causes, risks, and
treatments around smoking or how to prevent this and other health problems.

Your samples may be usedto make new products or tests. These may have value and may be developed
and owned by the study staff, Vanderbilt University, and/or others. If this happens, there are no plans
to provide money toyou. At any time, you may ask to have yoursample destroyed; however, we will not
be able to destroy research data that has already been gathered using yoursample. Also, if youridentity
was removed from the samples, we will not be able to locate and destroy them.

Study Results: Results will be published in a peer reviewed medicaljournaland will not be made otherwise
available to participants of the study.

Authorizationto Use/Disclose Protected Health Information

What informationis being collected, used, or shared?

To do thisresearch, we will need to collect, use, and share your private health information. By signing
this document, you agree that your health care providers (including both Vanderbilt University Medical
Centerand others) may release your private health information to us, and that we may use any and all
of yourinformation thatthe study team believes it needs to conduct the study. Your private
information may include things learned from the procedures described in this consentform, as well as
information from your medical record (which mayincludeinformation such as HIV status, drug, alcohol
or STD treatment, genetictestresults, or mental health treatment).

Who will see, use or share the information?

The people who may request, receive or use your private healthinformation include the researchersand
theirstaff. Additionally, we may share yourinformation with other peopleatVanderbilt (Ingram Cancer
Center Data Safety Monitoring Committee), forexample if needed foryour clinical care orstudy
oversight. Bysigningthisform, you give permissiontothe researchteamto share your information with
others outside of Vanderbilt University Medical Center. This mayinclude the sponsorof the study
(National Institutes of Health) and its agents or contractors, outside providers, study safety monitors,
governmentagencies, othersitesinthe study, datamanagers and other agents and contractors used by
the studyteam. We try to make sure that everyone who seesyourinformation keeps it confidential,
but we cannot guarantee that your information willnot be shared with others. If yourinformationis
disclosed by yourhealth care providers orthe research team to others, federal and state confidentiality
laws may nolonger protectit.
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Do you have to sign this Authorization?
You do not have to sign this Authorization, butif you do not, you may not join the study.

How long will your information be used or shared?
Your authorization forthe collection, use, and sharing of yourinformation does not expire. Additionally,
you agree that your information may be used forsimilar orrelated future research studies.

What if you change your mind?

You may change your mind and cancel this authorization atany time. If you cancel, you must contact the
Principal Investigatorin writingtolet herknow by using the contact information provided in this consent
form. Your cancellation will not affectinformation already collected in the study, orinformation that has
already been shared with others before you cancelled your authorization.

Unless told otherwise, your consent to use or share your PHI does not expire. If you change your mind,
we ask thatyou contact Dr. Tindle in writingand let her know that you withdraw your consent. Her
mailing addressis 2525 West End Avenue Suite 450, Nashville, TN 37203. Atthat time, we willstop
gettingany more dataaboutyou. However, the health data we stored before you withdrew your consent
may still be used forreportingand research quality.

If you decide not to take part in this research study, it will not affect your treatment, payment or
enrolimentin any health plans or affect your ability to get benefits. You will geta copy of this form

afteritis signed.

STATEMENT BY PERSON AGREEING TO BE IN THIS STUDY

I have read this consent form and the research study has been explained to me verbally. All my
questions have been answered, and | freely and voluntarily choose to take part in this study.

Date Patient/Volunteer Signature

Consent obtained by RA:
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Date and Time:

Signature of RA obtaining consent:

Printed Name and Title

Institutional Review Board
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Part 2. Consentfor GeneticResearch

The purpose of this study is to look at genes (DNA) and how they affect health and disease. Genes
are the instruction manual foryourbody. The genes you get from your parents decide what you
look like and how your body behaves. They can also tell usa person’srisk for certain diseasesand
how they will respond to treatment.

You are beingaskedto give a blood and/or saliva (spit) sample for geneticresearch. In most cases,
this blood sample can be part of the same blood draw from Part I. What we learn about you from
thissample will not be putinyour healthrecord. Your testresults will not be shared with you or
your doctor. No one else (like arelative, boss, orinsurance company) will be given yourtestresults.

A single blood sampleup to 15 ml (3 teaspoons) will be drawn froma veininyourarm usinga
needle. This will take about 5minutes of yourtime.

A salivasample of approximately 2 ml (about half a teaspoon) may be collected usingatube you will
spitintoifa blood sample cannot be obtained. Most people take between 2and 5 minutes to
provide asalivasample.

Blood samples—You may feel bothered or pained from the needle stick. You may have a bruise, or
the site may getinfected. Itisrare, but some people faint.

One risk of giving samples forthis research may be the release of your name that could link you to
the stored samplesand/orthe results of the tests run on your samples. This may cause problems
withinsurance orgettinga job.

To preventthis, these samples will be givenacode. Onlythe study staff will know the code. The
name that belongsto the code will be keptinalockedfile cabinet orona computerwitha
password. Only study staff will have access to your name.

Healthinsurance companies and group health plans may not use your geneticinformation when
making decisions regarding your eligibility or premiums. Employers with 15 or more employees may
not use your geneticinformation that comes from this research when deciding to hire, promote, or
fire you or when setting the terms of youremployment.
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Your sample will be used to make DNA that will be kept foran unknown length of time (maybe
years) forfuture research. The sample will be destroyed whenitisnolongerneeded.

Your samples, genotypes orother laboratory measures obtained fromyoursample, and information
from your medical record and from this study may be shared with others to use for research. To
protectyour privacy, we will notrelease your name or other personal information that could identify
you.

You will not receive any benefit as a result of the testsdone on your samples. These tests may help
us learn more about the causes, risks, treatments, or how to prevent this and other health problems.

Givingsamplesforresearchis your free choice and you may be inthe study evenif you do not want
your samples used or stored for gene research.

At any time, you may ask to have yoursample destroyed. You should contact study staff at 615-936-
6668 to have yoursample destroyed and nolongerused forresearch. We will not be able to destroy
research data that has already been gathered usingyoursample. Also, if youridentity was removed
from the samples, we will not be able to locate and destroy them.

There will be no costs to you for any of the tests done on yoursamples. You will not be paid for the
use of your samples.

Information about you (medical record and study related, also known as phenotype data) and
information derived from your blood/saliva sample (also known as genotypes) may be submitted in
codedform to a controlled access government health research database forbroad sharing for future
gene research on health and disease with other Universities, non-profit institutes, for-profit
companies, and government institutes.

We will not share any personal identifiers when sharinginformation about you or your blood/tissue
sample. The geneticinformation derived from your blood/saliva sample will not be placed intoyour
medical record, and the results of the genetic analysis will not be shared with you.

Donating your data may involve a loss of privacy, but information about you will be handled as
confidentially as possible. Study data will be physically and electronically secured. As with any use of
electronic means to store data, there is a risk of breach of data security. Geneticinformation that
results from this study does not have medical or treatmentimportance at thistime. However, there
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is a risk that information about taking part in a genetic study may influence insurance companies
and/or employers regarding your health.

Taking partina geneticstudy may also have a negativeimpact or unintended consequenceson family
or otherrelationships. Itis possible that future research could one day help people of the same race,
ethnicity, orsexasyou. However, itisalso possible through thesekinds of studies that genetictraits
might come to be associated with your group. In some cases, this could reinforce harmful stereotypes.

There will be nodirect benefitto you from allowing your datato be keptand used for futureresearch.
However, we hope we will learn something that will contribute to the advancement of science and
understanding of health and disease.

If the data or any new products, tests or discoveriesthat result from this research have potential
commercial value,you will not share inany financial benefits. If you decidelaterthatyou do not want
yourinformationto be used for futureresearch, you can notifythe investigatorin writing at: Dr. Hilary
Tindle, Vanderbilt University Medical Center, 2525 West End, Suite 450, Nashville, TN 37203, and any
remaining data will be destroyed. However, we cannot retract any data that has been shared with
other researchers.

Please check Yes or No to the questions below:

My blood/saliva sample may be used for gene research in this study.

|:|Yes |:| No

My blood/saliva sample may be stored/shared for future gene research at VUMC.

[]ves []No

My blood/salivasample may be stored/shared forfuture gene research for other health problems (such
as cancer, heart disease, etc.).

|:|Yes |:| No

Patient/Volunteer Name:
Date:
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Part 3. Additional 12-month quit test

Confirming smoke free status: If you have quit smoking at the 12-month follow-up survey and you are
not using nicotine replacement therapy at that time, we will ask you to complete a salivasample which
testsfor nicotine levelsinyoursaliva. If you are using nicotine replacement medicine atthat time, we
will ask youto complete abreath testinstead of the saliva test. This breath test measures the amount of
carbon monoxide inyourlungs. If you have an upcoming appointment/hospitalization, study staff may
alsoattemptto meetyouin person. In case you are not able to come in personto our clinic, thereisan
optiontodo the breath testand/orthe salivatestfrom home. The iCO™ personal Smokerlyzer® is a
device that can be attached to your smart device and activated viaan app. The results of the breath test
are thensentto the study team. The salivatestis a small kit that you can complete athome and return
by mail. All tests used to confirm smoke free status are collected only for the proposed research project,
and only study staff will have access tothese data.

Possible side effects and risks of expired carbon monoxide test and saliva cotinine test: There are no
known serious adverse effects from these tests. The expired carbon monoxidetest may sometimes
cause people to feel mildly short of breath or cause cough duringthe test.

Payments for your time spent taking part in this additional quit test: You can be reimbursed up to $150
for completingthe quittest. Here isabreakdown.

e 5100 for sample given for a saliva or breath test at 12-months.
o Plus,upto $50 additional fortravel forin-person testing.

STATEMENT BY PERSON AGREEING TO ADDITIONAL SAMPLE

I have read this additional consent section, and the research procedure has been explained to me
verbally. All my questions have been answered, and | freely and voluntarily choose to take part in this
additional sample collection.

Date Patient/Volunteer Signature
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