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The following is 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 this consent form.

Key Information:
The first section of this document contains some keypoints 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.

Keyinformation about this study:

You are being asked to participate in this research study becauseyou have non-small cell lung cancer that has spread to
limited disease sites outside of the lung (oligometastatic), and yourdoctor is recommending sites of observed cancer detected
on imaging may possibly benefit from investigationaltreatment with radiation in combination with standard ofcare
chemotherapy andinmmne therapy.

The addition of radiation therapy (as conductedin this study)to standard ofcare chemotherapy and immminotherapy is

mvestigational. Investigationalmeans combming radiation therapy with chemotherapy and mmmmotherapy has not been
approved as a standard treatment by regulatory health authorities, suchas the U.S. Food and Drug Admunistration (FDA).

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

The purpose ofthis studyis to investigate whether combining investigational radiation therapy with standardofcare
chemotherapy and immmine therapy will improve responseto treatment.

You will be asked to undergo a totalof five radiation treatments given once every 3 weeks to every site ofthe body nvolved
by canceronimaging. Also.youwill beasked to undergo additional experimental imaging with positron emission
tomography (PET) to evaluate how this imaging can be used to adapt yourradiation tre atment. Following completion of
radiation therapy your treatment teamwill follow your progress with clinic visits, lab tests, and imaging studies at mtervals
up to 2 years.

The addition of investigationalradiation treatment may improve disease control; however, it nay contribute to mcreased
treatment associated sideeffects. It is unknown if this study will help you. You may have side effects from the study
treatment and feel worse. Your disease may or may not respondto this nvestigational study treatment.

You do nothave to be in this research study. You may choosenotto be in this studyand getother treatments without
changing yourhealthcare, services, or otherrights. You can stop being in this studyatany time. If we leam something new
that may significantly affect the risks or benefits ofthis study, you will be told so that you can decide whether ornot you still
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want to be in this study. Your medical record will contain a note sayingyou are in a research study and may contain some
research information aboutyou. Anyone youauthorize to receive yourmedical record will also get this information.

If you choosenot to participate m this study, you would typically be offered altemative treatment without radiation,
consisting of guideline-recommend chemotherapy and immmne therapy alone, with radiation therapy offered to patients who
have a good responseto initial chemotherapy orinmmnotherapy or who are in pain from their cancer.

In this study, we hope to determine if the addition of adaptive radiation therapy to standard ofcare chemotherapy and
imnmunotherapy can improve disease controland patient outcomes in lung cancer. Approximately 25 patients are anticipated
to enroll in this study at Vanderbilt.

Side effects and risks that you can expectif you take part in this study:

Radiation Risks:

This research studymay mvolve exposure to radiation from up to 3 CT scansofthe Chest, Abdomen and Pelvis, and 4
PET/CT scans. This radiation exposure is notnecessary foryourmedical care and is for research purposes only. The total
amount of radiation that youmay receive by participating n this study about 110% more than the amount allowed n a year
for people who are exposed to radiation as part oftheir work. Please tell yourdoctorif youhave taken part in otherresearch
studies orreceived any othermedical care recently involving radiation. If youare pregnant or breastfeeding, you SHOULD
NOT participate in this research study. To protect yourbladder from the effects of the injected radioactive substances, you
should drink plenty of fluids and empty yourbladder every two hours for at least the first six hours after you have each
PET/CT scan

The combmation of radiation with chemotherapy and mmmnotherapy as performed m this study has not been previously
tested, andthus may be associated with mcreased treatment side effects.

Radiation combined with inmmnotherapy has been demonstratedto be generally well tolerated based on previous studies,
however, unexpected severe side effects could arise using this new approach. The side effects and risks will bebased on the
site of the body that is being treated with radiation therapy. Potential side effects of radiation could mchide, but are not
limited to, pneumonitis (inflammation of the hing). esophagitis (irritation of the esophagus between the throat and stomach),
fatigue, pain; or injury to bowel, spinal cord, kidney, or otherorgans.

Chemotherapy has known side effects including, but not limited to.reduced blood cell counts (can causefatigue, bleeding
and increased risk of infection), mmcositis (lining of the digestive systembecomes inflamed, often seenas soresin the
mouth), esophagitis (irritation of the esophagitis), and fatigue.

Immminotherapy has known side effects inchiding, but not limited to, pneumonitis (inflammation ofthe lung), thyroiditis
(thyroid dysfunction) and colitis (inflammation ofthe bowel).

Radiation doseswill be guided by acceptable national parameters of safe delivery doses thus we anticipate a minimal
additional clinical risk of side effects from this treatment regimen.

Non-physicalrisks of participating in the study: include the potentialloss of confidentiality.

Date of IRB Approval: 01/20/2023 Institutional Review Board

Date of Expiration: 01/19/2024 %7 VANDERBILT



VUMC Institutional Review Board 30f9
Informed Consent Document for Research

Study Title: SICARIO: Split-Course Adaptive Radioimmunotherapy for Treatment of
Oligometastatic Non-Small Cell Lung Cancer with Biologically-Adaptive Radiotherapy

Version Date: 21 SEPT 2022
PI: Evan Osmundson, MD PhD

Risks that are not known:

Because this treatment is mvestigational, meaning non-FDA approved, there may be risks that we donot know about at this
time.

Other Risks: Gadolinium (Gadovist)

The contrast agent (ie., dye)used for the MRI scan has been reported to cause a disease called nephrogenic systemic fibrosk
(NSF) n mdividuals whose kidneys do not work normally. NSF is a disease that affects the skin, nmscles, and mtemal o1gans
and canmake people very weak or cause death. The signs and symptoms of NSF mclude:

For the skin: buming or itching, reddened or darkened patches, swelling, hardening, or tightening of the skin

For theeyes:yellow raised spotsonthewhites of the eyes

For the bones, joints, and nuscles: joint stiffness, stiffness and orreduced movement in the amms, hands, legs, or feet, pain
deep in thehip boneorribs, ormmscle weakness.

This condition is known to be associated with unhealthy kidney function, and therefore we will ensure that yourkidneys are
healthy enough to receive the dyebefore the exam.

While most of the dye thatyouwill receivewill only remain in yourbody temporarily. it is possible that small amounts ofthe

dye will remam in yourbodylongerafier theexam This is not known to cause any health problems, but there may be risks
that are unknown.

Good effects that might result from this study:

a) The benefits to science and humankind that might result from this study nclude demonstrating the efficacy of
addition of adaptive radiation therapyto standard chemotherapy and mmminotherapy in patients with oligometastatic
non-small cell lung cancer

b) The benefits youmight get from being in this study include possibly improving yourchance for cancer controland
clinical outcome
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Procedures to be followed:

You will undergo additional testing, imaging and follow-up before, during and after treatment on this study detailed in
schedule ofevents for studyas follows:

Procedure

# of times performed

Notes

Chest Abdomen Pelvis CT

3 +every 12 weeks during maintenance
treatment

Imaging process

Brain MRI 2 +every 12 weeks during maintenance Imaging process
treatment
FSPG PET-CT 2 F-FSPGisa tumor-imaging agent for
PET scans (imaging)
18F-deoxyglucose PET-CT 2 18F-FDG is a tumor-imaging agent for

PET scans (imaging)

Physical Exam

7 + every 3 weeks during maintenance
treatment

A medical practitioner examines you
for any possible medical signs or
symptoms of a medical condition.

Vital Signs

7 + every 3weeks during maintenance
treatment

Temperature, blood pressure,
respiratory rate, pulse oximetryand
pulse rate

Blood draw (labs)

7 + every 3weeks during maintenance
treatment

Lab work for CBCand Complete
metabolicpanel as well as others

Blood collection for Biobanking | 9 Blood collected forresearch use to
(completed duringblood draw improve our understanding of health
above) and disease

Urinalysis 1 Urine collection viaurinatinginto a

cup at the office.

Payments for your time spent taking part inthis study or expenses:

You will not be compensated for taking part in this study.

Costs to you ifyou take part in this study:

If you agree to take part in this research study, youand/oryourmsurance will nothave to pay for the tests and treatments that
are being done only for research. However, you are still responsible for paymg for the usual care you would nommlly receive
for the treatment of yourillness. This ncludes treatments and tests youwould need even if you were notin this study. These
costs will bebilled to you and/oryourmsurance.

You have theright to askwhat it may costyouto take part in this study. If youwould like assistance, financial counseling is
available throughthe Vanderbilt Financial AssistanceProgram. The studystaffcan help you contact this program. You have
the right to contact your insurance company to discuss the costs ofyour routine care (non-research) further before choosing fo
be in this study. You may choosenottobe in this s tudy if yourinsurance does not pay for yourroutine care (non-research)

costs andyourdoctorwill discuss othertreatment plans with you.
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Payment incaseyou are injured because of this research study:

If it 1s determined by Vanderbilt and the Investigatorthat an mjury occurred, then youand/oryour msurance may be billed
for the cost ofmedical care provided at Vanderbilt to treat the mjury. You will be responsible for any copayments or
deductibles associated with the treatment ofthat njury.

There are no plans for Vanderbilt to pay for the costs ofany additional care. There are no plans for Vanderbilt to give you
money for the injury.

‘Who to call for any questions or incase you are injured:

If you should haveany questions about this research study orif you feel you have been hwt by being a part of this study.
please feel free to contact Dr. Evan Osmundson a{ I If you cannot reach the research staff, please page the

study doctor at |-

For additional mformation about giving consent or your rights as a person m this study, to discuss problems, concems, and
questions, or to offer mput, please feel free to call the VUMC Institutional Review Board Office at 615-322-2918 ortoll free
at 866-224-8273.

Reasons why the study doctor may take you out of this study:

Primary reasonwill beif thereis an mability to establish proper follow-up with you or for some reason youare unable to
conplete standard of care treatment.

‘What will happen ifyou decide to stop being in this study?

If you decide to stopbeing part of this study, you should tell your study doctor. Deciding to not be part of the studywill not
change yourregularmedical care in any way.

Clinical Trials Registry:

A description of this clinical trial will beavailable on www.clinicaltrials.gov as required by U.S. Law. This website will not

include information that can identify you. At most,the website will mclude a s ummary of the results. You can search this
web site at any time.

Confidentiality:

Records and datacollected in this studywill be maintained n your Vanderbilt University Medical Center patient chart
accessible by the medical staffthat performed direct medical care for you. Data analyzed in this clinical trial will be storedin
a secure onlne database andaccessed by secure conputers on the Vanderbilt network.

Vanderbilt may share your information, without identifiers. to others or use if for otherres earch projects notlisted in this
form Vanderbilt, Dr. Evan Osmmndson and his staffwill comply with any andall laws regarding the privacy of such
information. There are no plans to pay you for the use or transferofthis de-identified information.

This study is supportedby funding from Varian Medical. Sharing of information generated from this studywith Varan will
be govemedby applicable policies from Vanderbilt University Medical Center and agreements between Vanderbilt and
Varian.
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Information thatnmst be reported by law, suchas child abuse orsome infectious diseases, is not protected under this
confidentiality agreement. This agreement does not prevent us from disclosing your information if we leamn of possible harm
to yourselforothers, or if you need medical help.

Disclosures that youconsent to in this document are not protected. This includes putting research datain the medical record
or sharing research data for this studyor future research. Disclosures that youmake yourselfare not protected.

Privacy:

Any sanples and mformation aboutyoumay be made available to others to use for research. To protect yourprivacy, we
will notrelease yourname. You will notreceive any benefit as a result ofthe tests done on yoursamples. Thes e tests may
help us or otherresearchers leamn more about the causes, risks, treatments, or how to prevent this and other health problens .

Study Results:

Records and datacollected in this studywill be maintained in your Vanderbilt University Medical Center patient chart
accessible by the medical staffthat performed direct medical care for you. Data analyzed in this clinical trial will be storedin
a secure online database andaccessed by secure conmputers on the Vanderbilt network.

Vanderbilt may share your mformation, without identifiers, to others or useif for otherresearch projectsnot listed in this
form Vanderbilt, Dr. Ryan Whitaker, Dr. Evan Osnmundson and their staffwill comply with any and all laws regarding the
privacy of such mformation. There are no plans to pay you for the use or transferofthis de-identified mformation.

Authorization to Use/Disclose ProtectedHealth Information
‘What information is being collected, usedor shared?

To do this research, we will needto collect, use, and share your private health information. By signing this document, you
agree that yourhealth care providers (inchiding both Vanderbilt University Medical Center and others)may release your
private health information tous.and that we may useany and all of yourinformation that the study teambelieves it needs to
conductthe study. Your private information may inchide things leamed from the procedures describedin this consentform,
as well as information from yourmedical record (which may inchide information such as HIV status, drug, alcoholor STD
treatment, genetic testresults, or mental health treatment).

Who will see,use or share the information?

The people who may request, receive, oruse yourprivate health mformation inchide theresearche rs and their staff.
Additionally, we may share yourinformation with otherpeople at Vanderbilt, for example, if needed foryourclinical care or
study oversight. By signing this form. you give permission to the research team to share your information with others outside
of Vanderbilt University Medical Center. This may inchide the funderofthe study andits agents orcontractors, outside
providers, study safety monitors, govemment agencies, other sites in the study, data managers and otheragents and
contractors used by the study team. We try to make surethat everyone who sees your information keeps it confidential, but
we cannot guarantee that yourinformation will not be shared with others. If yourinformation is disclosed by yourhealth
care providers or theresearch teamto others, federal and state confidentiality laws may no longerprotect it.

Do you hawve to sign this Authorization?

You do nothave to sign this Authorization, but if you do not, you may not join the study.
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How long will your information be usedor shared?

Your Authorization for the collection, use, and sharmg of your mformation does notexpire. Additionally, you agree that
your mformation may be used for similar or related future research studies.

‘What if you change your mind?

You may change yourmind and cancelthis Authorization at any time. If you cancel, you nmst contact the Principal
Investigatorin writing to let themknow by using the contact mformmation m this consent form Your cancellation will not
affect mformation already collected m the study, or mformation thathas already beenshared with othersbefore youcancelled
your authorization.

You have theright to see and copy the protectedhealth information we gatheron you for as long as the studydoctoror
research site holds the data. To ensure the scientific quality of the research study, youwill not be able to review some of
yourresearch datauntil after the research studyis finished.

If you decide not to take part in this research study, it will not affect yourtreatment, payment or enrollment m any health
plans or affect yourability to getbenefits. You will geta copy ofthis form after it is 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 Signature of patient/volunteer

Consent obtained by:

Date Signature

Printed Name and Title
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Consent for Genetic Research

The purpose of this study is to look at genes (DNA) and how they affect health and disease. Genes are the instruction manual
for your body. The genes you get from your parents decide what youlook like and how your bodybehaves. They canalso tell
us a person’s risk for certain diseases and howthey will respondto treatment.

You are bemg asked to give a blood forgenetic research. What we leam about youfrom this sample will not be putin your
health record. Your testresultswill not be shared with you or yourdoctor.No one else (like a relative, boss, ormsurance
company)will be given yourtest results.

A blood sample of 8§ teaspoons will be drawn approximately 9 times. This will not add additional requirement of your time.

Blood s es — You may feel bothered or pained from the needle stick. You may have a bruise or the site may get
mfected. It is rare, butsome people famt.

One risk of giving samples for this research may be the release of yourname that could link you to the stored samples
and/orthe results of the tests run on your samples. This may cause problems with imsurance or getting a job.

To prevent this, these samples will be givena code. Only the studystaffwill know the code. The name thatbelongs to
the code will bekept in a locked file or in a computer with a password. Only treating physician andstudy teamwill have
access to yourname.

Health insurancecompanies and group health plans may not use your genetic information when making decisions
regarding youreligibility or premiums. Fmployers with 15 or more employees may not use your genetic information that
cones from this research when making a decision to hire, promote, orfire you orwhen setting the terms ofyour
employment.

Your sample will beused tomake DNA thatwill be kept for an unknown length oftime (maybe years) for future
research. The sample will be destroyedwhenit is no longerneeded.

Your samples may be usedtomake new products, tests orfindings. These may have value and may be developed and owned
by the study staff. Vanderbilt University, Vanderbilt University Medical Center, and/orothers. If this happens, thereare no
plans to provide moneyto you.

Your samples and mformation about you may be shared with others to use for research. To prot ect your privacy, we will not
release yourname.

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

Giving samples for research is yourfree choice and youmay be m the studyevenif you do not want yoursamples used or
stored for gene research.

At any time, youmay askto have yoursample destroyed. You should contact Dr. Evan Osnmndsonorstudy teamat il
B o have yoursanple destroyed andno longerused for research. We will notbe able to destroyresearch dafa that
has already been gatheredusing yoursample. 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 forany ofthe tests done on yoursamples. You will not be paid for the use ofyour samples.
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Please check Yes or No to the questions below, regarding your decisions about participation in the required and
optional parts of this study:

I agree thatmy blood/tissue/fluid samples and related health mformation may be used for current research m this study
related to kidney cancer:

Oves [ No

I agree thatmy blood/tissue/fluid sanmples and related health information may be kept in a biobankand stored/shared for
future cancerresearch:

[ ves No

I agree that my blood/tissue/fluid samples and related health information may be kept in a biobank for use in future health
research in otherhealth problems (suchas arthritis, heart disease, etc):

O ves [ No

I agree that my studydoctor, orsomeone on thestudy team, may contactme orniy doctorto seeif I wish to participate in
otherresearch in the future:

O Yes [ No

Signature: Date:
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