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

Key Information:
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.

Key information about this study:

This purpose of this study is to determine the optimal doses of two pain medications, gabapentin and
ketamine. We will be observing side effects and your ability to tolerate these medications. These
medications will be started before you begin chemotherapy and radiation and you will continue to take
them until you are finished with treatment unless significant side effects occur. We believe that the
combination of these pain medications will decrease your pain during treatmentand also your chance of
developing long term, chronic pain after your completely finished with cancer treatment. The doses of
the medications we are testing have been used for pain in different populations and we do not expect
many significant side effects. However, some of the side effects may include (but are not limited to)
fatigue, weight gain, drowsiness, dizziness, blurry vision, confusion, euphoria, swelling of the arms and
legs, and hallucinations. It is expected that these study medications will not take away all your pain and
that you will likely need other pain medications such as opioids. There are no restrictions or limitations
on your daily activities while taking gabapentin or ketamine.

During this study, there will be daily, weekly, monthly time commitments. You can exp ectto participate
in the following activities.

e Initial Study Visit: This visit will include education about medications, filling out

guestionnairesto assessyour baseline pain and function, and initiation ofthe medications

BEFORE you start cancer treatment. At this time, you willmeet with the study nurseswho

will follow you during the length of the study. In addition, the Pharmacist will provide

information about the medication and how to use the medications. Gabapentin will be

prescribed toyouinthe pillform and thisshould be coveredby insurance. We will provide
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ketamine nasal spray, free of charge. Lastly, we will draw blood for future research
studies. These activities will take about 1-2 hours to complete.

e Daily Activities: You will complete a daily medication compliance form and list any side
effects that you experience. You will take both of these medications three times a day.
Oneis a pilland the other is a nasal spray. Every week, we will increase your doses until
you reach the pre-determineddose. These activities my take anywhere from 5minutes to
up to 15 minutes a day.

o  Weekly Activities: You will fill out a questionnaire during your weekly in-person study
visits with the research nurses. If we are unable to see you in-person, we may conduct
this visit over Zoom or other communication platform. Your compliance and side effect
form will be reviewed during this time. Your dose may be either decreased or you may be
taken off the medications completely if your side effectsare significant or intolerable. You
will meet with the pharmacist to continue managing your medications. These activities
may take anywhere from 30-45 minutes to complete.

e End of Treatment Visit: This visit will take place around yourlast day of chemotherapyor
radiation treatment. In addition to the same weekly activitiesas described above, we will
ask you to complete several questionnaires regarding your pain and functional status.
Lastly, we will perform blood draws at this time for future research studies. These
activities will take about 1-2 hours to complete.

e 1,2 and 3 Month Follow-up Visits: Thesevisits willoccuraround the time of your follow-
up visits with your cancer doctors. Itis anticipated that you will be weaned off these pain
medications under the guidance of your treating physician. During these visits, we will
have you fill out the same questionnaires regarding your pain and functional status. We
will continue to monitor any side effects. We will collect one last blood sample at the 3
month follow-up visit. These activities will take about 1-2 hours to complete.

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

You are being asked to take part in this research study because you have been diagnosed with head and
neck cancer and will be treated with chemotherapy and radiation therapy. These treatments, along with
the cancer itself, may cause pain that could potentially be long-lasting.
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Gabapentin is a medication that is commonly used to treat nerve related pain. Specifically, it has been
used totreat paininvolvingthe mouth,throat and nasal passagesinhead and neck cancer patientstreated
with radiation. We have already completed a large 150 patient study of head and neck cancer patients
who were started on gabapentin before receiving cancer treatment. This study showed that pain is
significantly reducedthroughout the course of treatment and at the end of treatment. To further decrease
pain (and ultimately preventit), we wantto explore the use of another pain medication called ketamine.
The purpose of this current study will be to see how patients tolerate the combination of gabapentin and
ketamine andtofind the correct dosing for ketamine in those taking gabapentin. This will be the basis for
a future, larger study to look at how effective this combination is at reducing and/or preventing pain in
head and neck cancer patients.

You do not have to be in this research study. You may choose not to be in this study and get other
treatments without changing your healthcare, services, orotherrights. You can stop beingin this study
at any time. If we learn something newthat may affect the risks or benefits of this study, you will be told
so that you can decide whetherornotyou still wantto be inthisstudy. Yourmedical record will contain
a note sayingyou are inaresearch study and may contain some research information about you. Anyone
you authorize to receive your medical record will also get this information.

Side effects and risks that you can expectif you take part in this study:
Commonside effects (>10%): dizziness, drowsiness, unsteady on your feet, fatigue

Uncommonside effects (<10%): tremor, twitching, mood swings, hostility, nervousness, difficulty with
focus or memory loss, headache, diarrhea, vomiting, impotence, visions changes, swelling, high blood
pressure, high heart rate, rapid eye movements, hallucinations/vivid dreams orimagery, euphoria,
confusion.

Rare side effects (<1%): allergicreaction, liver orkidney issues, abnormal heart rhythm, double vision,
potential forabuse, seizure-like state.

These side effects are only related to gabapentin and ketamine. Some of these side effects are common
to your cancer treatmentas well.

Risks that are not known:
Because this treatmentis investigational, meaning non-FDA approved, there may be risks that we do not
know about at thistime. Currently, Gabapentinis listed as an FDA Pregnancy Category C (i.e. risk cannot
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be ruled out) and ketamine is Category N (not classified). Women of childbearing age who undergo
chemotherapy andradiation are already stringently counseled regarding the need to avoid pregnancy.
The added risk of Gabapentin and ketamine to adevelopingembryo orfetusis nothingin comparisonto
active chemotherapy radiation. However, if Gabapentin or ketamine is continued following active
chemotherapy formanagement of pain, the risk to a fetus cannot be ruled out.

Good effects that might result from this study:
The benefits to science and humankind that might result from this study:
e This study is the first step in determining whether the routine use of gabapentin and ketamine
can diminish pain in head and neck patients undergoing radiation.
e This study will establish a safe and tolerable dose of ketamine when taken with gabapentin.

The benefits you might get from being in this study:
e You may get pain relief from the medications that are being studied.

Proceduresto be followed:
If you agree to participate, you will undergo the activities listed in above which include:
e Fillingoutquestionnaires
e Dailyuse of gabapentinand ketamine
e Daily compliance and toxicity diary
o Weeklystudysite visits with study nurse and pharmacist
e 3 total blooddraws (to be drawn with otherlabs that your cancer doctor orders)

Payments for your time spent taking part in this study or expenses:
There will be no payment as part of this study.

Costs to you if you take part in this study:
Thereis no additional cost to you fortaking part in this study.

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

Ifitis determined by Vanderbilt and the Investigator that an injury occurred, then you and/oryour
insurance may be billed for the cost of medical care provided at Vanderbiltto treatthe injury. You will
be responsibleforany copayments or deductibles associated with the treatment of thatinjury.
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There are no plans for Vanderbilt to pay forthe costs of any additional care. There are no plansfor
Vanderbiltto 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 you feel you have been hurt by beinga
part of thisstudy, please feel freeto contact Dr. Dianne Lou, MD, PhD or Dr. Barbara Murphy, MD at
615-322-4967. If youbecome injured orhurtas part of your participationin this study, they can help
discuss any medical treatments availableto you.

For additional information about giving consent oryourrights as a personin this study, to discuss
problems, concerns, and questions, orto offerinput, pleasefeelfree to call the Vanderbilt University
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:
You may be taken off of the studyifitis deemedinyourbestinterest by the principal investigator, if you
are havingtoxicities from gabapentin and/or ketamine, orforfailure to comply with study procedures.

What will happenif you decide to stop beingin this study?
If you decide to stop being part of the study, you should tell your study doctor. Decidingto not be part
of the study will not change yourregular 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
website will notincludeinformation that canidentify you. At most, the website will include asummary
of the results. You can search this Web site at any time.

Confidentiality:

You will be given a unique identifier that will link your name to the study related information. Only the
principal investigator and study staff will have access to this information. Electronic study related
information will be kept on a password protected database on a secure server. Paper copies of study
related information will be kept in a locked office. After the study has been completed and the results
reported, all electronic and paper information will be destroyed.

Vanderbilt may share yourinformation, without identifiers, to others oruse it for otherresearch projects
notlistedinthisformincludingthe National Cancer Institute. Vanderhilt, Dr. Lou, Dr. Murphy and her staff
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will comply with any and all laws regarding the privacy of such information. Thereare no plans to pay you
for the use or transfer of this de-identified information.

Privacy:

Anysamplesandinformation aboutyou may be made available to othersto use forresearch. To protect
your privacy, we will notrelease yourname. You will notreceiveany benefitas aresult of the tests done
on your samples. These tests may help us or other researchers learn more about the causes, risks,
treatments, or how to prevent this and other health problems.

Your samples may be used to make new products or tests. These may have value and may be developed
and owned by the study staff, Vanderbilt University, Vanderbilt University Medical Center, and/or others.
If this happens, there are no plans to provide money to you. Please see additional information in the
“Genetic Screening Rider” at the end of this consent form.

Study Results:

The results of this study will not be shared with you unless you request it. A copy of the MRI scans and
any processing of blood samples may be made available uponrequest upon the discretion of the research
team. Please contact the study investigator for additional information.

Authorizationto Use/Disclose Protected Health Information

What informationis being collected, used, or shared?

To do this research, 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
your information that the study team believes it needs to conduct the study. Your private information
may include things learned from the procedures described in this consent form, as well as information
from your medical record (which may include information such as HIV status, drug, alcohol or STD
treatment, genetic test results, or mental health treatment).

Who will see, use or share the information?

The people who may request, receive or use your private health informationinclude the researchers and
their staff. Additionally, we may share your information with other people at Vanderbilt, for example if
needed foryourclinical care or study oversight. Bysigningthisform, you give permissiontothe research
team to share your information with others outside of Vanderbilt University Medical Center. This may
include the sponsor of the study and its agents or contractors, outside providers, study safety monitors,
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governmentagencies, othersitesin the study, data managers and otheragents and contractors used by
the studyteam. We try to make sure thateveryone who seesyourinformation keeps it confidential, but
we cannot guarantee that yourinformation willnot be sharedwith others. If yourinformation is disclosed
by your health care providers or the research team to others, federal and state confidentiality law s may
no longer protect it.

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 writing to let them know by using the contact information providedin thisconsent
form. Your cancellation willnot affectinformation already collected in the study, orinformation that has
already been shared with others before you cancelled your authorization.

If you decide not to take part in this research study, it will not affect your treatment, payment or
enrollmentin any health plans or affect your ability to get benefits. You will geta copy of this form
afteritis signed.
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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 Signature of patient/volunteer

Consent obtained by:

Date Signature

Printed Name and Title
Time:
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Genetic Screening “Rider” for Consent Forms

Consent for Genetic Research

The purpose of thisstudy is to look at genes (DNA, RNA) and how they affect health and disease. Genes
are the instruction manual foryourbody. The genesyou get from your parents decide what you look like
and how your body behaves. They can also tell us a person’s risk for certain diseases and how they will
respond to treatment.

You are being asked to give a blood sample for genetic research. What we learn about you from this
sample will not be putinyourhealthrecord. Yourtestresults will not be shared with you oryourdoctor.
No one else (like a relative, boss, or insurance company) will be given your test results.

Abloodsample of up to 3 tablespoons will be drawn fromaveininyourarmusinganeedle. This willtake
about 1 minute of your time since this sample will be taken during your routine blood draws for studies
ordered by your cancer doctor.

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 for this research may be the release of your name that could link you to the
stored samples and/or the results of the tests run on your samples. This may cause problems with
insurance or getting a job.

To preventthis, these sampleswill be givenacode. Onlythe study staff will know the code. The name
that belongsto the code will be keptin alockedfile orin a computerwitha password. Only Dr. Dianne
Lou, Dr. Barbara Murphy, study nurses, and 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 150or more employees may not use your
geneticinformation that comes from thisresearch when makinga decisionto hire, promote, or fire you
or when setting the terms of your employment.
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Your sample will be used to make DNA and RNA that will be keptforan unknown length of time (maybe
years) forfuture research. The sample will be destroyed whenitisnolongerneeded.

Your samples andinformation about you may be shared with others to use for research. To protectyour
privacy, we will not release your name.

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

At any time, you may ask to have yoursample destroyed. You should contact Dr. Dianne Lou or Dr.
Murphy at 615-322-4967 to have yoursample destroyed and nolongerused forresearch. We will not
be able to destroy research datathat has already been gathered using yoursample. Also, if your
identity was removed fromthe 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 your samples. You will notbe paid for the use
of your samples.

Please check Yes or No to the questions below:
My blood/tissue sample may be used for gene research in this study.
[Jves []No

My blood/tissue sample may be stored/shared for future gene research in

|:|Yes |:| No

My blood/tissue sample may be stored/shared forfuture gene research forother health problems (such
as cancer, heart disease, etc).

|:|Yes |:| No

Signature: Date:
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