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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:

YESCARTA (also known as axicabtagene ciloleucel) is atreatment currently approved by the United
States Food and Drug Administration (FDA) forvarious forms of lymphoma, atype of cancer involving
cellsof the immune system. YESCARTA was initially approvedinthe U.S. in October 2017.

YESCARTA is made from your own white blood cells, which willbe modified in alaboratory to recognize
and attack yourlymphomacells. Because YESCARTA is aspecialized and fairly new therapy, patients
currently receiving YESCARTA at Vanderbiltand other medical centers are typically required to spend
several daysinthe hospital —evenif theirtreatmentis well tolerated.

In this study, we wantto help understandifitis safe and feasible for participants to receive YESCARTA
therapyinthe outpatientsetting, with fewer days spentas a patientinthe hospital. The key difference
of receiving YESCARTA in this study, is the location where many of the follow-up safety visits after
YESCARTA are conducted.

If you participate inthis study, you and a family member, friend or caregiver must stay in housing
located close to Vanderbilt University Medical Center (VUMC) for up to 4 weeks afteryour YESCARTA
treatment. You will utilize awearable device called Everion for approximately 2weeks after YESCARTA
infusion to take some of these measurements (see separate Everioninformation). If the caregiver
becomesunable to assist, you will have pre-arranged another caregiver that will be available. Itis
anticipated this housing will be an apartment selected for the study located within 30 miles of the
VUMC campus, where you will have appointments every day for at least 14 days after your YESCARTA
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treatment, and where you can quickly get specialized help if you have side effects from your therapy.
You understand and agree to follow theserequirements.

For yoursafety, you cannot stay alone inthe apartment. A family member, friend, or caregiver must
stay withyou. Duringthistime, youand your companion must measure and record your vital signs
(blood pressure, heartrate, breathing rate, oxygen saturation, and temperature) and conduct aremote
telemedicine visit every day, with anurse practitioneroverthe internet usinganiPad or similar
electronicdevice.

You do not have to be inthisstudyin orderto receive YESCARTA. Inthisstudy, thereisnodifferencein
the YESCARTA drug or dose of YESCARTA that you and your study doctor would otherwise have access to
outside of this study.

e Since YESCARTA is made from yourown white blood cells, your blood willbe collected by a
process called “leukapheresis” (loo-kah-fur-ee-sis), which will concentrate your white blood
cells.

e Your bloodcells will then be sentto a manufacturing centerto make your YESCARTA.

e Before receiving YESCARTA, you will be scheduled for 3 days of chemotherapy (on Days -5, -4
and -3) to prepare your immune systemto receive YESCARTA.

e Whenyour YESCARTA isready, your study team will give itto you through a catheterplacedinto
your vein (intravenous infusion). Your YESCARTA infusionis scheduled to be completedona
single day (Day 0) and usually takes less than 30 minutes.

Every day for 14 days (including weekends) after your YESCARTA treatment on Day 0, you will be
scheduled forthe following visits (as further described in the next section of this document):

e Inthe morning, youwill travel tothe clinicfor bloodwork and an 8:00 am check-up visit.

¢ Inthelate afternoon between 3:30to 5:30 pm, and in the late evening atabout 10:00 pm, you
will have aremote telemedicine visit with audio and video, using the internet, while you are in
the apartmentand a nurse practitionerislocated elsewhere.

Before andinbetweenthese in-person and remote visits, you and your companion will measure and
record yourvital signs (atabout 6:00 am, 12:00 noon, 4:00pm, and 8:00 pm) using training and wearable
devicesyou will receive as part of your participationin this study. Before starting YESCARTA, you and
your companion will be able to practice taking your vital signs and will have a practice telemedicine visit
supervised by the study staff.
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For yoursafety, recording yourvital signs and participatingin the telemedicine visits is very important.
If you and your companion are uncomfortable with the process, feel like you need additional training, or
decide notto participate inthe study, please tell yourstudy team and study doctorso that you can
receive more training or be considered for YESCARTA treatment outside of the study. If youhave
serious side effects afterreceiving YESCARTA orare unable to fully completethe remote telemedicine
visits, thenyou will most likelybe hospitalized for your safety.

Before getting YESCARTA, tell your study doctor about all your medical problems, includingif you have
or have had:

e Neurologicproblems (suchasseizures, stroke, ormemory loss)
Lung or breathing problems

e Heart problems

e Liverproblems

e Kidneyproblems

e Arecentoractiveinfection.

Tell your study doctor about all the medications you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.

Your disease may or may not respondtothe treatment. You may have side effects from YESCARTA and
feel worse. The mostcommonsside effects of YESCARTA include:

Fever(100.4°F/38°C or higher)

Low white blood cells (can occur with a fever)

Low red blood cells

Low blood pressure (dizziness or lightheadedness, headache, feeling tired, short of breath)
Fast heartbeat

Confusion

e Difficulty speakingorslurred speech

e Nausea

Diarrhea.

YESCARTA may cause side effectsthatare life-threatening and can lead to death. Call or see yourstudy
doctor or getemergency help rightaway if you experience any of the following:
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e Fever(100.4°F/38°C or higher)

o Difficulty breathing

e Chills or shaking chills

e Confusion

e Dizzinessor lightheadedness

e Severe nausea, vomiting, or diarrhea
e Fastor irregularheartbeat

e Severe fatigue or weakness.

These are not all the possible side effects of YESCARTA. Additional more detailed information about side
effectsis presentedinthe below section.

Because YESCARTA treatment can cause sleepiness, confusion, weakness, temporary memory and
coordination problems, you are advised to not drive, operate heavy machinery, ordo other dangerous
thingsforat least 8 weeks afteryour YESCARTA infusion. You should also not donate blood, organs,
tissues, and cells fortransplantation after YESCARTA.

Thisstudy is partially funded by Kite Pharma Inc. which is the pharmaceutical company that makes
YESCARTA. YESCARTA isan approved therapy foryourdisease, and YESCARTA will be provided asa
standard of care therapy by yourinsurance. Youand/oryourinsurance will be responsibleforthe cost
of otherusual care you would receive even if you were not participatingin this study.

About 20 total combined patients are anticipated to enroll in this study at Vanderbilt.
As discussedin detailbelow, if you enroll in this study, you must be willingand able to make numerous

visits to the study site within about 28 days before and 30 days after receiving YESCARTA. Additional
long-term follow-up visits are intended at 2, 3, 6, and 12 months afteryour YESCARTA treatment.

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

You are beingasked to take part in this research study because you have been diagnosed with aform of
lymphoma (atype of cancer involving cells of the immune system) and your study doctor feels your
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disease may possibly benefit from treatment with atherapy called YESCARTA (also known as
axicabtagene ciloleucel).

You do not have to be inthisresearch study. You may choose notto bein thisstudy and getother
treatments without changing your healthcare, services, orotherrights. You can stop beingin this study
at any time. If we learn something new that may affect the risks or benefits of this study, you willbe
told so that you can decide whetherornotyoustill wantto be in this study. Your medical record will
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.

YESCARTA is made using your own blood cells. If youmeetthe requirements afterscreeningtests for
this study, youwill be enrolled and have a procedure called leukapheresis. Thisisaprocedure where
blood istakenfromyou and circulated through a machine thatdividesthe cellsinyourblood (white
blood cells, red blood cells and platelets). During leukapheresis, white blood cells including Tcells (a
type of white blood cell that helps fightinfection and cancer) are collected; and then all otherremaining
cellsand plasma (the liquid part of the blood) are given back to you. This processcan take
approximately 4hours. The T cellsthat are collected will then be sentto a manufacturing facility to be
genetically modifiedin orderto make YESCARTA.

The geneticmodificationintroduces a special chimericantigen receptor (CAR) gene intothe Tcells
outside of yourbodyina permanentandirreversible way, now called YESCARTA, so that they can help
find yourtumor cells. After YESCARTA is made, itissentback to yourstudy doctor. The study doctor
will then have you come backinto the clinicso that YESCARTA can be given back to you through an
intravenous (1V) infusion. The hope isthat YESCARTA can thentargetand kill tumor cells. YESCARTA is
standard of care foryour condition, but follow-up monitoringis typically done inthe hospital. In this
research study, follow up monitoring beingdone ina home-setting, partly with wearable vitals
monitoring devices, for research purposes.

As described further below, this study has several parts:

e Screening(tocheckifyouare eligible tobeinthisstudy).

e Leukapheresis (to collect white blood cells from you, in order to make your YESCARTA ina lab).

e Bridgingtherapy (if needed foryourdisease).

e Preparationforlymphodepletion (to check you are still eligible to proceed with the study).

e Lymphodepletingchemotherapy (on Days -5, -4 and -3) to prepare yourimmune systemto
receive YESCARTA.
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YESCARTA treatment (on Day 0).
Post-treatment follow-up visits:
— Days 1to14:
Three visits every day, for 2 weeks: in-clinicvisit, and two online telemedicine visit.
— Day 21.
— Day 30.
— Month 2.
— Month 3.
— Month 6.
— Month 12.

Screening
You will have the following done within 28 days priorto enrollingin the study, in order to determine if
you meetthe study requirements for participation:

Review of your general medical history including information about your disease and what
previous treatments you may have received.

You will be asked about yourlevel of activity.

You will be asked to complete a questionnaire about your quality of lifeand state of health.
Physical exam thatincludes obtaining your body weight, height, and vital signs (blood pressure,
heartrate, breathingrate, oxygen saturation, and temperature).

Assessment of your nervous system including questions to check your current mental status (ICE
score).

You will be asked aboutany problems you are having and the medicines you are takingincluding
prescriptions and over-the-counter medicines.

Collection of about %2 tablespoon of blood forroutine laboratory testing. If you are a woman
capable of becoming pregnant, you will also have eitheraurine or blood pregnancy test.
Echocardiogram (ECHO ultrasound of your heart) and electrocardiogram (ECG) to determine
your heart’s performance.

Existing (archival) tissue samples of your disease will be reviewed under a microscope to confirm
the diagnosis of your disease.

Possibly, if your study doctor determines you are showing symptoms, aspinal tap (lumbar
puncture) usinganeedle inserted into your back will collect asmall sample of cerebrospinal
fluid (CSF), the fluid that surrounds your brain and spinal cord, to check if you have cancer cells
inyour central nervous system (CNS). This is standard of care.
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e Possibly, abone marrow aspirate/biopsy if yourstudy doctorfeels thisis necessary (for
example, if you have not already had this done within the previous 12 months priorto screening
for thisstudy). Thisis standard of care.

e Brain MRI (or brain CT scan if preferred brain MRI is not possible) and a positron emission
tomography (PET)-CT scan of your neck, chest, abdomen, and pelvis to confirm the location and
extent of yourdisease. Thisis standard of care. CT chest, abdomen and pelvis may be an
alternative as decided by your doctor.

Enrollment/leukapheresis

If you meetall of the eligibility requirements forenrollment, you will then be scheduled to undergo
leukapheresis (pronounced “loo-kah-fur-ee-sis“). Thisisa collection of white blood cells fromyou,
which are then used to make your YESCARTA in a laboratory.

On the day of leukapheresis (or day before leukapheresis for the laboratory tests), the following will be
performed:
e Measurement of yourweightand vital signs.
e Questionsaboutany problemsyou are havingand any changesto the medicines you are taking
including prescriptions and over-the-counter medicines.
e About’ tablespoon of blood willbe collected from you for routine laboratory testing.
e About?2 tablespoonsof blood will be collected from you for additional laboratory testing for
research purposes.
e Leukapheresis (overabout4 hours) to collect your white blood cells forresearch purposes.

Note: because your YESCARTA must be custom madein a laboratory (using your white blood cells that
are shippedtothe laboratory), thereisarare but possible risk that a manufacturing problem could
occur which might delay or possibly even prevent YESCARTA from being successfully made from your
cells. Therisk of a YESCARTA manufacturingfailure is estimated to be about 1in 100 (1%).

In case of a YESCARTA manufacturing failure, asecond manufacturing of YESCARTA may be attempted.
If you had to waitfor YESCARTA therapy because of this, itis possible that you would need additional
chemotherapy (such as bridging therapy discussed immediately below) while you waited, which may
increase yourrisk of side effects (forexample, if your disease got worse while waiting, or if you would
otherwise not need such chemotherapy if your YESCARTA was ready to go).
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Bridging Therapy (if needed)
Before your upcoming YESCARTA treatment, you may first need some kind of additional treatment for
your disease. Thisis called "bridging" chemotherapy.

Your study doctor will discuss what this involves, but bridging therapy often includes steroids (for
example, dexamethasone or methylprednisolone) in combination with an antibody called rituximab ora
combination of chemotherapyand rituximab.

If you need bridging therapy, it will be administered afterleukapheresis and completed priorto the start
of yourlymphodepleting chemotherapy.

Preparation for Lymphodepletion
Sometime between Day-9and Day -6, you will have the following done as safety check before starting
lymphodepleting chemotherapy:
e Physical examincluding obtaining your body weight and vital signs.
e Review of anychangestoyour medical history and disease.
e You will be asked aboutyourlevel of activity.
You will be asked to complete a questionnaire about your quality of life and state of health.
e Assessmentofyournervoussystemincluding questions to check your current mental status (ICE
score).
e Questionsaboutany problemsyou are havingand any changes to the medicines you are taking
including prescriptions and over-the-counter medicines.
e Collection of about ¥ tablespoon of yourblood forroutine laboratory testing. If youare a
woman capable of becoming pregnant, you will also have eitheraurine orblood pregnancy test.
e PET-CT scan to recheck yourdisease (if you received bridging therapy as mentioned above, or if
your mostrecent PET-CTscan is more than 28 days old).

Day -5 to -3: Lymphodepleting chemotherapy with cyclophosphamide and fludarabine (Cy/Flu)
Afteryourleukapheresis procedure and priorto your upcoming YESCARTA treatment, you will receive 2
chemotherapy medicines called fludarabineand cyclophosphamide. Each day for 3 days, these
chemotherapy medicines will be given through yourvein. These drugs are notintended to treatyour
cancer directly, butinstead to help YESCARTA work with less interference fromthe cellsin yourimmune
system.

To prepare yourimmune systemto receive YESCARTA (upcoming on Day 0), you will have the following
things done onthe five days before receiving YESCARTA:
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Day -5

Collection of about % tablespoon of your blood for routine laboratory testing.

Collection of about 2 tablespoon of more blood for additional laboratory testing for research
purposes.

Questions about any problems you are having and any changes to the medicines you are taking
including prescriptions and over-the-counter medicines.

You may be asked to have an optional tumortissue biopsy forresearch purposes.

You may be asked to have an optional spinal tap (lumbar puncture)usinga needleinsertedinto
your back to collecta sample of cerebrospinal fluid (CSF) from your nervous system.

Vital signs.

Intravenous (1V) infusion of chemotherapy: cyclophosphamide and fludarabine (Cy/Flu).

Day -4

Collection of about ¥ tablespoon of your blood for routine laboratory testing.

Questions about any problems you are havingand any changestothe medicines you are taking
including prescriptions and over-the-counter medicines.

Vital signs.

Intravenous (1V) infusion of chemotherapy: cyclophosphamide and fludarabine (Cy/Flu).

Day -3

Collection of about % tablespoon of your blood forroutine laboratory testing.

Questions aboutany problems you are having and any changes to the medicines you are taking
including prescriptions and over-the-counter medicines.

Vital signs.

Intravenous (1V) infusion of chemotherapy: cyclophosphamide and fludarabine (Cy/Flu).

Day -2

Questions about any problems you are havingand any changes tothe medicines you are taking
including prescriptions and over-the-counter medicines.

Day -1

Questions aboutany problems you are having and any changes to the medicines you are taking
including prescriptions and over-the-counter medicines.

In orderto prepare foryour upcoming remote telemedicinevisits that are part of the research part of
the study (that you will have afterreceiving YESCARTA on Day 0), you and your family member, friend or
caregiverwill be trained to operate the equipment needed to measure yourvital signs (blood p ressure,
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heartrate, breathingrate, oxygen saturation, and temperature) and how to reportthisinformation ata
practice telemedicine visit (conducted with aniPad or similarelectronicdevice that uses the internet).
You will utilize awearable device called Everion, Vital Connect Patch, Blood Pressure cuff and Oximeter
to take some of these measurements (see separate Everion information) as part of the research study.

In orderto participate inthis study, you and your companion (who will stay with you forseveral daysin
the apartment) must be willingand able to obtain yourvital signs and demonstrate the abilityto
complete a practice telemedicine visit as part of the research for this study. If you, your companion or
your study team determine this will not be possible, then you will stop participatingin this study and be
offered the optiontoinstead receive YESCARTA outside the study (where your post-YESCARTA
monitoring visits would typically involve stayingin the hospital for several days as standard of care).

Day 0: YESCARTA treatment
In the morning at about 8:00 am, you will reportto the clinicforthe following:
e Physical examincluding obtaining yourvital signs.
e Assessmentofyournervoussystem including questions to check your current mental status (ICE
score).
e Questionsaboutany problemsyou are havingand any changes to the medicines you are taking
including prescriptions and over-the-counter medicines.
e Collection of about ¥ tablespoon of your blood for routine laboratory testing.
e About 2 tablespoons of blood will be collected from you foradditional laboratory testing for
research purposes.
e Approximately 1hourpriorto YESCARTA infusion, you will receive prophylacticmedication
acetaminophen, diphenhydramine and dexamethasone
e Intravenousinfusion of YESCARTA overabout 30 minutes.

Afteryour YESCARTA infusion, you will be monitored for about 2 hours. If you are doing ok, you will be
released and go to the apartment.

Between 3:30 and 5:30 pm in the afternoon,, you and your companion will have aremote telemedicine
check-in (conducted onlinetypically with video, using the internet) with anurse practitioner. You will be
inthe apartmentandthe nurse will be located elsewhere. You and the nurse practitioner (NP) will
activate the telemedicine App inthe electronicdevice you willuse for the research study. Your
companion will obtain yourvital signs (blood pressure, heartrate, breathing rate, oxygen saturation,
and temperature) and providethe nurse with the information. The nurse will also review your previous
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vital signs. Youwill be asked questions to checkyournervous system and current mental status (ICE
score) and how you are doing. If you are having problems, the nurse and a doctor working with the
nurse may require that you return to the hospital foryoursafety. If you are doing ok, you will stayin the
apartmentand return to the clinicin the morning.

At approximately 10:00 pm inthe evening, you and your companion will have aremote telemedicine
check-in (conducted online typically with video, using the internet) with anurse practitioner. You will be
inthe apartmentandthe nurse will be located elsewhere. You and the nurse practitioner (NP) will
activate the telemedicine Appinthe electronicdevice you willuse forthe research study. Your
companion will obtain yourvital signs (blood pressure, heartrate, breathing rate, oxygen saturation,
and temperature) and providethe nurse with the information. The nurse will also review your previous
vital signs. Youwill be asked questions to check your nervous system and current mental status (ICE
score) and how you are doing. If you are having problems, the nurse and a doctor working with the
nurse may require thatyoureturnto the hospital foryoursafety. If you are doing ok, you will stay in the
apartmentand returnto the clinicin the morning.
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Day 1 —Day 14 (everyday for 14 days)

e Day 1 and2only:dexamethasone 10mg pill taken orally

e 6:00 AM:
Early inthe morning, yourfamily member, friend or caregiver staying with you in the apartment
will obtain and record your vital signs (blood pressure, heart rate, breathing rate, oxygen
saturation, and temperature). You or your companion will call the nurse practitionertelephone
line toreportthe information. You will utilizeawearable device called Everion, Vital Connect
Patch, blood pressure cuff, and oximeter to take some of these measurements forresearch
purposes (see separate Everion information).

e 8:.00 AM:
Later inthe morning, you will visit the outpatient clinicat 8am each day, including weekends.
About % tablespoon of your blood will be collected for routine laboratory testing. Your vital
signs will be checked. You will be asked about any side effects you are experiencingand about
any changesto your medications. Yourvital signslogwill be reviewed by a nurse with extra
training (nurse practitioner) and yourtelemedicine equipment will be checked. You will have a
physical exam conducted by the nurse practitionerand doctor; they will review dataand ask you
questionsto check your nervous system (ICEscore). Youwill be released back to the apartment
by about 10am or shortly afterif no criteriafor hospitalization are met.

In association with yourdaily clinicvisit, the following additional items are scheduled to be
performed onthe following days:

— Day 1: You may be asked to have an optional spinal tap (lumbar puncture)usinga
needleinserted intoyour backto collect a sample of cerebrospinal fluid (CSF)
fromyour nervous system as a standard of care procedure.

— Day 2: You may be askedto have an optional tumortissue biopsyforresearch

purposes.

— Days 1, 2, 3, and 4: About 2 tablespoons of additional blood will be collected for

additional laboratory testing forresearch purposes.

— Days 7 and 14: About 2 tablespoons of additional blood will be collected foradditional

laboratory testing forresearch purposes.

e 12:00 Noon:
At mid-day, yourfamily member, friend or caregiver staying with you in the apartment will
obtain yourvital signs (blood pressure, heartrate, breathing rate, oxygen saturation, and
temperature) andrecord theminthe logbook forresearch purposes. You or yourcompanion
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will call the nurse practitionertelephone line if pre-specified criteria for hospital admission are
met. You will utilize awearable device called Everion, Vital Connect Patch, blood pressure cuff,
and oximeter to take some of these measurements (see separate Everioninformation) for
research purposes.

Between 3:30 PM and 5:30 PM and at 10:00 PM:
You will have an online telemedicinevisit (conducted remotely by iPad or similar electronic
device) withanurse practitioner.

You and the nurse practitioner will activate the telemedicine App in the electronicdevice you
will use forthe study. Your companion will obtain yourvital signs (blood pressure, heartrate,
breathingrate, oxygen saturation, and temperature)and provide the nurse with the
information. The nurse will also review your previous vital signs. You will be asked questions
about how you are doing, and your answers will be recorded. A neurologicalassessment will be
completed, and your ICE score calculated.

For your safety, you will be admitted to the hospital (for observation or as inpatient, depending on
the severity of symptoms) for any of the following:

1

Fever>102°F or higher, orfever 100.4 to < 102 with a change in status; for example, low blood
pressure (hypotension), altered mental status, or othersign(s) of possible organ problems.

Hemodynamicinstability (including any of the following):
— Low blood pressure requiring IV fluids;
— Mean arterial pressure (MAP) <20% of baseline;

note: MAP is sometimes calculated as (systolicblood pressure + 2x diastolicpressure)/ 3;
[forexample, ablood pressure of 83/50 mmHg might be reported with a MAP of 61 mmHg,
by the following calculation: (83 + 2x50) / 3 =183/3 = 61 mmHg];

— Systolicblood pressure (SBP) <90 mmHg;
— Heart rate (HR) > 130/min.
Low blood oxygenation (hypoxia) with oxygen saturation (Sp02) <90%.

Abnormal neurological function (grade 1or higherimmune effector cell-associated neurotoxicity
syndrome [ICANS]) based on questions about your mental status (ICE score).
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5. Othercriteriaat the discretion of yourstudy doctor or the covering physician working with your
nurse practitioner.

Day 21
Twenty-one days (or sometime between 18and 24 days —i.e. 3 days) after your YESCARTA treatment,

you will visitthe doctor’s office forthe following to check how you are doing:
e Physical examincluding obtaining your vital signs.
e Collection of about ¥ tablespoon of your blood for routine laboratory testing.
e Questionsaboutanyside effects you are experiencingand aboutany changesto your
medications.

Day 30
Thirty days (orsometime between 30 and 33 days —i.e. +0-3 days) afteryour YESCARTA treatment, you

will visit the doctor’s office for the following to check how you are doing:

e Physical examincluding obtaining your vital signs.

e Assessment of yournervous system including questions to check your current mental status (ICE
score).

e Collection of about % tablespoon of your blood for routine laboratory testing.

e About2 tablespoons of blood will be collected fromyou foradditional laboratory testing for
research purposes.

e (Questionsaboutanyside effects you are experiencingand aboutany changesto your
medications.

e You will be asked to complete aquestionnaire about your quality of life and state of health.

e PET-CT scan to recheckyourdisease.

2 months
Two months (+ 7 days) after your YESCARTA treatment, you will visit the doctor’s office forthe following
to check how you are doing:
e Physical examincluding obtaining yourvital signs.
e Assessmentofyournervoussystemincluding questions to check your current mental status (ICE
score).

3 months
Three months (+ 7 days) afteryour YESCARTA treatment, you will visit the doctor’s office for the
followingto check how you are doing:
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e Physical examincluding obtaining your vital signs.

e Collection of about % tablespoon of yourblood for routine laboratory testing.

e About 2 tablespoons of blood will be collected from you for additional laboratory testing for
research purposes.

e Assessmentofyournervoussystemincluding questions to check your current mental status (ICE
score).

e You will be asked to complete aquestionnaire aboutyour quality of life and state of health.

e PET-CT scan to recheckyourdisease.

6 months
Six months (+ 7 days) after your YESCARTA treatment, you will visit the doctor’s office for the following
to check how you are doing:

e Physical examincluding obtaining your vital signs.

e Collectionof about 2 tablespoons of yourblood forlaboratory testing for research purposes.

e You will be asked to complete aquestionnaire about your quality of lifeand state of health.

e PET-CT scan to recheck yourdisease.

9 months
Nine months (7 days) afteryour YESCARTA treatment
e You will be asked to complete a questionnaire about your quality of life and state of health.

12 months
Twelve months (7 days) afteryour YESCARTA treatment, about 2 tablespoons of your blood will be
collected forlaboratory testing forresearch purposes.

e You will be asked to complete aquestionnaire about your quality of lifeand state of health.

Side effects and risks that you can expectif you take partin this study:
Throughoutyour participationin this study, you will be given medicines and treatments to help prevent
or treat any side effects. Youwill be made as comfortable as possible.

You may experience all, some, or none of the adverse effects listed below. If youdo experience any of
the listed adverse effects, the events often start during the first week after YESCARTA infusion and
usually resolve completely within 1to 4 weeks. Occasionally someside effects may take longerto
improve.

Date of IRB Approval: 06/23/2022 Institutional Review Board

Date of Expiration: 09/08/2022 VANDERBILT



VUMC Institutional Review Board 16 of 38
Informed Consent Document for Research

Study Title: Safety and Feasibility Study of Chimeric Antigen Receptor (CAR) T Cell Therapy with
YESCARTA in the Outpatient Setting

Version Date: 06APR2022

PI: Olalekan O. Oluwole, MD, MPH

If significant new findings are found during the conduct of the study that could affect your willingness to
continue to participate, information will be reported to you as soon as possible.

Not all potential side effects (also known as adverse effects oradverse events) in humansare known. In
additiontothe adverse effects noted below, there is arisk that you may experience new orunexpected

adverse effects, some of which may have a delayed onset. You may also experience side effectsthatare
more severe thanthose reported todate. If you have any side effects as a result of your participationin
this study, please tell yourstudy doctor.

Your study doctor will closely monitoryour health throughout this study. Yourstudy doctorwill discuss
with you any questions regardingrisks, discomforts, and side effects.

Important known risks of YESCARTA

Cytokine release syndrome (CRS) is an important known risk associated with YESCARTA therapy. CRSis
a group of symptoms associated with systemicinflammation throughout the body. CRS can be very
serious, life-threateningand even cause death.

Release of cytokines (proteinsin certain cells of the body) by the immune systemis normallyinvolvedin
otherwise protective and desirableinflammation reactionsin the body. One way that cytokine release
normally occursinthe body, iswhen T-cells of the immune system are activated. Because YESCARTA
treatmentincreases T-cellactivity, thereisarisk that YESCARTA therapy can cause too much cytokine
release inthe body, and possibly lead to cytokine release syndrome (CRS).

If too many cytokines are released throughout the body in an uncontrolled way, this mayresultina
variety of adverse eventsincluding effects on your heart, stomach and intestines, liver, blood clotting,
kidneys, lungs and skin. You can experience symptoms of cytokinerelease syndrome (CRS)such as:

e Fever
Chills

e Headache
Nausea

e Vomiting

e Fatigue

e Joint pain
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e Low blood pressure
e Rapid heart rate
e Low oxygenlevelsinthe blood.

In clinical trials, the onset of CRS was typically within 2 days afterinfusion of YESCARTA, with arange of
onsetfrom1 to 12 days. CRS typically resolved within approximately 7days. CRS has generally been
manageable and reversible with supportive care measures and medications, although rarely fatal events
have occurred. Severe cases of CRS have occurredin clinical trial patients that required medications to
maintaina normal blood pressure as well as placement of a breathing tube for mechanical ventilation
(breathing machine).

In a previous study in which 108 patients with lymphoma (relapsed/refractory B-cell non-Hodgkin
lymphoma) received YESCARTA, cytokinerelease syndrome (CRS) occurredin 101 out of 108 (94%)
patients. In 14 out of 108 (13%) patients, CRS was considered >Grade 3 (Lee grading system) and
caused serious toxicity to body organs, required multiple drugs to maintain blood pressure (pressors),
and the patients needed oxygen support for breathing (supplemental oxygen and/or mechanical
ventilation with a breathing tube).

Afterreceiving YESCARTA on Day 0, if you experience cytokine release syndrome (CRS) between Day 0
thru Day 14, you may be given a drug called tocilizumab (pronounced “toe-si-liz-oo-mab” and also
known as ACTEMRA), whichisapproved forthe treatment of CRS (as well as several types of arthritis).
Tocilizumabisanantibody, which for CRSis recommended as anintravenous (1V) infusion intoavein,
that helps againstinflammation processesinthe immune system that contribute to CRS.

In patients receiving tocilizumab, the most common adverse reactionsinatleast5in 100 (5%) patients
include: upperrespiratory tractinfections, nasopharyngitis (inflammation inside the nose and back of
the throat), headache, high blood pressure (hypertension), increased liver enzyme (ALT) blood test, and
injectionsite reactions. Also, because of itsactivityin helpingto slow or calm the immune system, an
important additional side effect or risk of tocilizumab treatment is the possibility of serious infections.
Seriousinfections leading to hospitalization or death including tuberculosis (TB), bacterial,, invasive
fungal, viral, and other opportunisticinfections have occurred in patients receiving tocilizumab.

Neurologictoxicities (side effects involving the nervous system) including fatal or life-threatening
reactions have occurredin patients receiving YESCARTA. Neurologictoxicities associated with YESCARTA
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treatment can occur at the same time as cytokine release syndrome (CRS) discussed above, orafter CRS
has improved orgone away.

In one study involving YESCARTA, neurologic toxicities occurred in 87% of patients. 98% of all neurologic
toxicities occurred within the first 8weeks of YESCARTA infusion. The middle (median) timeto onset of
neurologictoxicity was 4 days after starting YESCARTA (range of 1 to 43 days). The middle (median)
duration was 17 days forhow long neurologictoxicities lasted. Serious neurologictoxicity (Grade 3or
higher) consistent with a likely need for hospitalization occurred in 31% of patients.

The most common neurologictoxicities associated with YESCARTA (and the percentage of patients who
experienced such side effects) included:

e Encephalopathy (decreased brain function) (57%)

e Headache (44%)

e Tremor (rhythmicshaking due toa probleminthe nervous system causing uncontrolled muscle
contractions; typically in the hands, but possibly elsewhere like the arms, head, vocal cords,
trunk, legs, and/orfeet) (31%)

Dizziness (21%)

e Aphasia (difficulty speaking orunderstanding speech) (18%)

e Delirium (disturbance in consciousness) (17%)

¢ Insomnia (difficulty sleeping) (9%)

e Anxiety(9%).

Prolonged encephalopathy (decreased brain function) lasting up to 173 days was noted. Serious events
including leukoencephalopathy (inflammation of the white matter of the brain), myelitis (inflammation
of the spinal cord which can lead to paralysis) and seizures have occurred with YESCARTA. Fatal and
serious cases of cerebral edema (fluid build-up around the brain causing pressure on the brain) have
occurredin patients treated with YESCARTA.

Neurologicevents observedin clinical trial patients treated with YESCARTA have generally been
manageable and reversible with supportive care measures and administration of medications. Severe
neurologicevents have occurred that required placement of a breathing tube for mechanical ventilation
(breathing machine)and care of the patientin the intensive care unit. If you develop aneurologic
event(s) after YESCARTA therapy, you should not drive or operate heavy or potentially dangerous
machinery until atleast 4 weeks after the neurologicevent(s) have been deemed completely resolved
by your study doctor.
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Brain swelling (cerebral edema) and spinal cord swelling (spinal cord edema) are serious neurologicrisks
associated with YESCARTA. Death dueto brainswellinghasbeenreportedrarelyinstudiesinvolving
chimericantigenreceptor (CAR) Tcell products, including YESCARTA. Symptoms may include headache,
nausea, vomiting, changesin vision, inabilityto speak or think clearly, severely decreased brain function
that can lead to lethargy and coma (loss of consciousness), difficulty breathing, weakness or paralysis,
permanentdisability, and death. Brainandspinal cord swellingrequire aggressivetreatmentin cluding
placinga breathing tube for mechanical ventilation (breathing machine), administration of medications,
orveryrarely, surgery to decrease the swelling or pressure. The exact cause of brain and spinal cord
swellingin connection with treatment of CART cell products like YESCARTA is not fully understood at
thistime.

Afterreceiving YESCARTA on Day 0, you will be monitored for neurologic toxicities. If you experience
neurologicside effects between Day Othru Day 28, you may be given an anti-seizure medicine called
levetiracetam (pronounced “lev-eh-teer-ASS-eh-tam” and also known as KEPPRA). Levetiracetamisan
approved drug for the treatment of various forms of epilepsy. Forpatientsreceiving YESCARTA therapy,
a main purpose of levetiracetam medication is to help prevent moderate neurologic symptoms from
becoming more severe —forexample, to help avoid orto control the possible side effect of seizure.

The most common side effects of levetiracetam in adult patientsinclude: somnolence (sleepiness or
drowsiness), asthenia (abnormalweakness orlack of energy), infection, and dizziness.

As outlined below (with percentages shown for each event) dataregarding side effects, also called
adverse reactions, associated with YESCARTA treatment are available from a previous study in which
108 patients with lymphoma (relapsed/refractory B-cell non-Hodgkin lymphoma)received YESCARTA.

The most common adverse reactions occurringin at least 20 out of 100 patients (=20%) receiving
YESCARTA included:

e Cytokine release syndrome (CRS, systemicinflammation) (94%)
Fever (86%)

e Hypotension (low blood pressure) (57%)
Encephalopathy (decreased brain function) (57%)

e Tachycardia (rapid heartrate) (57%)

e Fatigue (46%)

e Headache (45%)
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Decreased appetite (44%)

Chills (40%)

Diarrhea (38%)

Febrile neutropenia (feverassociated with alow white blood cell count) (34%)
Infections (of unspecified cause) (26%)

Nausea (34%)

Hypoxia (low oxygeninthe blood) (32%)

Tremor (rhythmicshaking due to a problemin the nervous system causing uncontrolled
muscle contractions; typically inthe hands, but possibly elsewhere like the arms, head, vocal
cords, trunk, legs, and/orfeet) (31%)

Cough (30%)

Vomiting (26%)

Dizziness (21%)

Constipation (23%)

Cardiac arrhythmias (abnormal heartrhythm) (23%).

Less common adverse reactions occurringin at least 10 but less than 20 out of 100 patients

(210% but <20%) receiving YESCARTA included:

Edema (swelling caused by fluid build-up) (19%)

Motor dysfunction (such as muscle spasms and/or muscle weakness) (19%)
Dyspnea (shortness of breath) (19%)

Aphasia (difficulty speaking orunderstanding speech) (18%)

Pain in extremity (forexample, infingers, toes, arms, and/orlegs) (17%)
Delirium (disturbance in consciousness) (17%)

Viral infection (16%)

Weightdecreased (16%)

Hypogammaglobulinemia (low levels of antibodies [proteins] that help fight infections
(15%)

Back pain (15%)

Hypertension (high blood pressure) (15%)

Abdominal pain (14%)

Muscle pain (14%)

Bacterial infections (13%)

Pleural effusion (fluid around the lungs) (13%)
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e Renal insufficiency (decreased kidney function; typically with increased blood creatinine)
(12%)

e Dry mouth (11%)

e Dehydration (11%)

e Arthralgia (joint pain) (10%)

e Thrombosis (abnormal blood clotting) (10%).
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Serious adverse reactions occurred in fifty-two percent (52%) of patients. The most common

serious adverse reactions occurringin more than 2in 100 patients (>2%) receiving YESCARTA

included:

Encephalopathy (decreased brain function)

Fever

Lung infection

Febrile neutropenia (feverand low white blood cell count; increased risk of infection)
Cardiac arrhythmia (abnormal heart rhythm)

Cardiac failure (heart failure)

Urinary tract infection (UTI)

Renal insufficiency (decreased kidney function; typically with increased blood creatinine)
Aphasia (difficulty speaking or understanding speech)

Cardiac arrest (heart stops beating)

Clostridium difficile infection (typically causing severe diarrhea and colitis, aserious
inflammation of the colon)

Delirium (disturbance in consciousness)
Hypotension (low blood pressure)
Hypoxia (low oxygeninthe blood).

The most common adverse reactions Grade 3 or higher (indicating severity often needing

hospitalization) occurringin atleast 10 in 100 patients (>10%) receiving YESCARTA included:

Febrile neutropenia (feverassociated with avery low white blood cell count) (31%)
Encephalopathy (decreased brain function) (29%)

Fever (16%)

Infections (unspecified cause) (16%)

Hypotension (low blood pressure) (15%)

Cytokine release syndrome (CRS, systemicinflammation) (13%)

Lung infections (possibly viral or bacterial) (~13%)

Hypoxia (low oxygeninthe blood) (11%).

Otherclinicallyimportant adverse reactions occurringinless than 10in 100 patients (<10%) treated

with YESCARTA included:

Coagulopathy (changesinthe ability of blood to clot) (2%)
Cardiac failure (heart failure) (6%)
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Cardiac arrest (heartstops beating) (4%)

HLH/MAS (hemophagocyticlymphohistiocytosis / macrophage activation syndrome) (life-
threatening multi-organ failure associated with widespread inflammation throughout the
body due to malfunctioningimmune system (1%)

Hypersensitivity (allergicreaction) (1%)

Fungal infections (5%)

Ataxia (loss of control of body movements) (6%)

Seizure (burst of uncontrolled electrical activity in the brain; can cause abnormal
movements like stiffness, twitching or limpness, orless obvious symptoms like altered
sensations or states of awareness) (4%)

Dyscalculia (difficulty understanding or calculating numbers; sign of brain dysfunction) (2%)
Myoclonus (sudden muscle contraction/jerk) (2%)

Pulmonary edema (fluid in the lungs) (9%)

Rash (9%)

Capillary leak syndrome (fluid or proteins leak into surrounding tissues) (3%).

Laboratory abnormalities Grade 3 (severe or medically significant but notimmediately -life-

threatening) or Grade 4 (life-threatening requiring urgentintervention) occurringin at least

10 in 100 patients (>10%) after YESCARTA treatmentincluded:

Lymphopenia (reduced lymphocytes, atype of white blood cells; increased risk of infection)
(100%)

Leukopenia (reduced white blood cells; increased risk of infection) (96%)

Neutropenia (low neutrophils, atype of white blood cells; increased risk of infection) (93%)
Anemia(decreased red blood cells that carry oxygen through the body; can cause fatigue
and weakness) (66%)

Thrombocytopenia (decreased platelets needed for blood clotting; increased risk of
bleeding) (58%)

Hypophosphatemia (low phosphate) (50%)

Hyponatremia (low sodium) (19%)

Hyperuricemia (uricacid increased) (13%)

Direct bilirubinincreased (canindicate poorliverfunction) (13%)

Hypokalemia (low potassium) (10%)

Alanine aminotransferase (ALT) increased (elevated liver enzyme; canindicate liver stress
or liverinjury) (10%).
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Difficulty swallowing, spinal cord swelling (spinal cord edema) and partial or total loss of use of limbs
have been reported for patients not participatingin clinical trials. Because these reactions were
reported voluntarily from a population of unknown size, estimates of frequency cannot be made.

Itis possible that YESCARTA may not work to control your disease. Also, because of the side effects of
YESCARTA discussed above, and potentially other side effects we don’t know about yet, itis possible
that YESCARTA therapy may make you feel worse, oreven contribute toyourdeath.

Afteryourcells are collected to make YESCARTA, a specificvirus called aretrovirus will be used toinsert
ageneintoyourcellsinthe laboratory in order to make your custom YESCARTA. The retrovirus has
beendisabledtopreventitfrom multiplying orgrowingonits own andinfecting your body after
YESCARTA s infused intoyou, butthere isatheoretical concernthat the retrovirus used to make
YESCARTA could cause an infection.

Researchers have wondered whetheratransferred gene might sometimeslandinaplaceina cell where
it can cause harm. This happenedtotwo childrenin anotherstudy (which did notinvolve YESCARTA but
did use a similartechnology), wheregenes wereinserted into stemcells. Aftergettingthe gene transfer
intotheirstem cells, the children developed leukemia (atype of blood cell cancer). Agroup of experts
looked atall the test resultsand concluded that gene transfer caused the leukemia by causing some cells
to grow out of control. The childrenappearedto be respondingtotreatment of the leukemia, buttheir
long-term healthis unknown atthistime. Inthisstudy, genes are transferred to your mature white
blood cells (not stem cells, which occurredin the children), and this has not knowingly resulted in
leukemia.

Risks of Lymphodepleting Chemotherapy

You should discuss precautions, benefits and risks associated with the lymphodepleting chemotherapy
drugs cyclophosphamide and fludarabine (Cy/Flu) with your study doctor priorto participatingin this
study. You may experience all, some or none of the eventslisted below:

e Low blood counts:
— Decrease inthe number of white blood cells (neutropeniaand/or lymphopenia); this
increases the risk of infection, which may be life-threatening.
— Feverwithaverylow white blood cell count (febrile neutropenia).
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— Decrease inthe number of cells that clot the blood (thrombocytopenia), which may
cause bleedingorbruising; this may be serious orlife-threateningand may require a
blood transfusion; there have beenrare cases of fatal bleeding events.
— Decrease inthe numberof cells that carry oxygen through the body (anemia), which can
cause thingslike fatigue, weakness, dizziness, and shortness of breath.
e Electrolyte ormineral changesinthe blood (forexample, changesinsodium, calcium and/or
phosphate).
e There have beenrare cases of fatal stroke.
e Otherrisksassociated with chemotherapy should be discussed with your study doctor priorto
participatingin this study.

To help protect against the risk of bleedingin bladder (which mightinitially be noted as blood in the
urine) caused by chemotherapy, you may receive a medication called mesna. Some patients have
reported a bad taste or experienced nausea and vomiting after receiving mesna. Yourstudy doctor will
discuss mesnawith you, but some other possible side effects of mesnainclude allergicreactionand a
rare, butvery serious, rash called Stevens-Johnson syndrome (SJS). Cases of SIS are often a reaction to
medication and start with flu-like symptoms, followed by a painful rash that spreads and blisters. The
top layer of affected skin then dies, sheds and begins to heal after several days. SISisa medical
emergency that usually requires hospitalization forwound care, pain management, and control of skin
regrowth. It can take weeks to monthsto recover. Stevens-Johnson syndrome and a more severe form
of the condition called toxicepidermal necrolysis (TEN), which typically involves more than 30% of the
skin surface, can both cause death.

Risks of Procedures

Blood Collection

Pain, redness, soreness, bruising, orinfection may occur at the needle stick site. Rarely some people
faint. The study doctor may put some cream (called EMLA) on your skin to numb the area so you will not
feel the needle stick as much. The numbing cream may make your skin or the area have a change in skin
color, but thisisrare.

Intravenous (IV) Catheter

Priorto beginning YESCARTA, your study doctor may need toinsertan intravenous (1V) catheter for the
delivery of chemotherapy and YESCARTA and to take blood samples. IV catheters can usually be placed
ina hand, arm, or leg. These are known as “peripheral” IVs. IVsplacedinthe central circulation, like the
internal jugularvein (neck) orsubclavian vein (just beneath the collarbone), are known as” central
lines.” Youshould discuss this with your study doctor. For both types of intravenous catheter, the area
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will be numbed (with an anesthetic) before the catheterisinserted. Duringtheinsertion, you could feel
a pinch and shortly thereafter bleeding, redness, ora bruise could develop. Rarely, aninfection could
occur if not keptclean. For central catheters, although rare, they can sometimes cause collapse of a
lung or cause bleeding. Lungcollapse is usually treated by puttingatube into your chest for a few days
to allowyourlungto expand. Pressure is placed onany areathat mightbleed.

Leukapheresis
Leukapheresisisthe firststepinthe process of treating you with YESCARTA. Duringthis procedure, your

own white cells are removed from yourblood in orderto prepare themfor your YESCARTA treatment.
Duringleukapheresis, you may experience tinglingin yourface and lips due to the medicine used to
keepyourblood from clotting during the procedure. The nurses may give you a calcium-containing
antacid, like TUMS, to chew that helps to take away this tingling. Rarely, people may experience
lightheadedness ordizziness. You will likely be asked to drink plenty of waterso you are well hydrated,
and that you eat priorto the procedure to help prevent lightheadedness ordizziness. Rare
complications of leukapheresis include lowered blood pressure, bleeding, orinfection at the entry site of
theIV.

Echocardiography (ECHO)

An ECHO isa test that shows how the heart movesas itbeats. Duringan ECHO test, ultrasound (high-
frequency sound waves)from ahand-held wand placed on your chest provides pictures of the heart’s

valves and chambers and helps doctors evaluate the pumping action of the heart. Youshouldfeel no

major discomfort duringthe test. You mayfeel coolness onyourskinfromthe gel onthe wandand a

slight pressure of the wand on your chest.

Electrocardiogram (ECG)

An ECGis a testthat measures the heart’s electrical activity. Youwill typically be asked tolie flatona
table and several small electrode pads (like stickers) will be placed on yourbody. Thistesttakesabout
10 minutes. The test may cause some redness oritchingwhere the pads are placed.

Lumbar Puncture

A lumbar puncture (also known as spinal tap) may be done to sample cerebrospinal fluid (CSF), whichis
the fluid that surrounds your brain and spinal cord, to help determineif yourdisease is affecting the
brain. In orderto collect cerebrospinalfluid (CSF), you may be asked to undergo lumbar puncture
before and after YESCARTA treatment, as well as anytime your condition or disease affects your nervous
systeminsuch a way that doctors feel information from alumbar puncture is necessary foryoursafety.
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A lumbarpuncture isdone by insertingathin, hollow needle between 2 of the vertebrae (bones)inyour
lowerback. Priortothe lumbarpuncture, medicine (local anesthetic)is typicallygiven to help numbthe
area. Lumbar puncture may cause headache, local pain or discomfort, bleeding, orinfection. While
rare, the procedure may also cause bleedinginto the fluid surrounding the spinalcord and brain or an
abnormal movement of your braininside your skull (herniation), either of which can be fatal. Afterthe
procedure you may develop a headache that may be accompanied by nausea, vomiting, and dizziness.

Bone Marrow Aspirate and Biopsy

A bone marrow aspirate and biopsy if necessary to obtain more information about your disease may be
performed usingahollow needleto remove some liquid bone marrow and a small core of bone marrow.
Before the biopsy, medicineis given (localanesthetic) to help numb the areawhere the needle willbe
inserted. The procedure may cause discomfort, pain, bleeding, scarring, orinfection at the site of the
aspirate/biopsy.

Tumor Tissue Biopsy

Before and after YESCARTA treatment, you may be asked to have a tumortissue biopsy, whichisa
procedure thatinvolves removing samples of tumorsurgically or percutaneously (through the skin)
using a hollow “core” needle. Toundergo a biopsy, you will be given medicationto help numbthe area
and reduce pain. Asmall cut may then be made in the skin. The biopsy may cause some painand
discomfortorbleeding. Itis possible, but notlikely, thatyou could getan infection. Inveryrare cases,
people mighthave an allergicreactiontothe numbing medicine. The allergicreaction couldinclude
rash/hive, flushing of the face, itching, wheezing, and tightnessin the throat. There may be a small scar
fromthe biopsy.

MagneticResonance Imaging (MRI)

An MRl is a type of scan using magnets to make a picture of the body and identify areas that could be
injured or suspicious for diseases such as cancer. An MRI of your brainis intended during screeningto
help ensure you do not have detectable cancerinyour central nervous system orbrain. Some people
cannot have an MRI because they have some type of metal intheirbody. Forexample,ifyouhavea
heart pacemaker, artificial heart valves, metal implants such as metal earimplants, pieces orfragments
of bullets orshrapnel, chemotherapy orinsulin pumps, orany other metal such as metal clips orrings,
you cannot have an MRI.

Duringan MRI, you will lie inasmall closed area usually inside alarge magnetictube. Some people are
scared or anxiousin small places (claustrophobic). The MRI scanner makes loud banging noises while
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takinga measurement, so either ear plugs or specially designed headphones willbe used to reduce the
noise.

PET-CT Scan

Positron emission tomography (PET) scanning uses radioactive glucose (sugar) to study how organs and
tissuesinthe body are functioning. Abnormal cellsin the body use glucose ata differentrate than
normal cells, allowing the scannerto create a detailed picture of how yourbodyis working. ACT scan,
also called computerized tomography (CT), is an X-ray procedure where a high-speed scanneris used to
take multiple images or pictures of your body. A computerthen createsimages of yourbody
incorporatingthe 2 scans (PET plus CT). Procedures such as PET-CT scans will be used during this study
to examine yourresponsetotreatment.

You will be asked tolie still onatable, and you may have to hold your breath for a few seconds to avoid
blurringthe pictures. You may hearslight buzzing, clicking, and/orwhirring sounds as the CT scanner
moves around your body. You may experience some discomfort, anxiety, or fatigue from lyinginside the
scanner. The contrast dye used to improve the image quality may cause youto get a metallictastein
your mouth, tofeel warm throughoutyourbody fora few moments, and rarely cause nauseaor
vomiting. Before youbegin,itisveryimportanttotell the team performingthesescans if you have any
allergiestodrugs orfood (like shellfish).

Radiation Risks:

This research study may involve exposure to radiation from up to 1 CT scan of the head, and 5 PET/CT
scans or 5CT scans of the Chest, Abdomen, and Pelvis. This radiation exposure is not necessary foryour
medical care and isfor research purposes only. The total amount of radiation that you will receive by
participatinginthis studyis equal to yourbody receiving about 14% more than the amountallowedina
yearfor people who are exposed to radiation as part of theirwork. Please tellyour doctor if you have
taken part in other research studies orreceived any other medical care recently involving radiation. If
you are pregnant or breast feeding, you SHOULD NOT participate in this research study.

To help protectyour bladder from the effects of the injected radioactive substances, you should drink

plenty of fluids and empty yourbladderevery two hours foratleast the first six hours afteryou have
each PET/CT scan.

Comment about Risk of Outpatient Therapy
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Outpatient therapyisassociated with the potentialrisk of delay in being able to administerintervention
for specificside effects or complications that may arise during therapy. These include but are not limited
to tocilizumab for cytokine release syndrome, corticosteroids neurological events, and antibiotics for
fever.

Thisriskis mitigated by the following processes

1. Participantsare housed withinamile radius of Vanderbiltand we have an established system to
rapidly getthemto the hospital (bypassing the emergency room) and startintervention within 1
hour

2. Vanderbilthasatrack record of safety with myeloablative transplantin the outpatient setting

3. Adedicated phoneline that goes directly to anurse practitioner 24 hours a day

4. Wearable devicesthatreportvital signsinreal time with alerts and data available immediately
to study personnel

5. Home health nurse visitto participants

6. Telemonitoringvisitinthe night

VitalConnect Patch:
VitalConnect Patchis used forcardiac monitoring. The adhesivesin this product may cause adverse skin
reactions. Discomfort orirritation may occur; if this occurs the patch may be removed.

Everion Arm Band
Wearingthe arm band may cause discomfort. In addition, wearing multiple monitoring devices may also

be uncomfortable.

Reproductive Health/Sexual Activity and Pregnancy

Some medications have the potential to cause side effectsin the reproductive system of women or men
that could cause harm, including birth defects, in subsequent pregnancies. There hasnotbeenenough
study of YESCARTA to be able to predictthe risks to pregnantwomen, the developingfetus, ortothe
breast-feeding child.

Therefore, women and female partners of male patients should not attempt pregnancy, and women
should not be pregnant or breast-feeding foratleast 6 months after conditioning chemotherapy
(lymphodepletingchemotherapy). Women of childbearing potential must have a negative pregnancy
testprior to enroliment because of the potentially dangerous effects of the conditioning chemotherapy
on the fetus and the unknown risks from YESCARTA.
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If sexually active with the ability to become pregnant orto cause pregnancy, bothwomen and men
participatingin this study mustagree to use an effective birth control method as discussed with and
directed by theirstudy doctor, for at least 6 months after completion of conditioning chemotherapy.

If you become pregnantand/or are breast-feeding within 6 months of conditioning chemotherapy, itis
importantthatyou tell yourstudy nurse/doctorimmediately.

If you are male and your partnerbecomes pregnant within 6 months after you complete conditioning
chemotherapy, itisimportant that you tell yourstudy nurse/doctorimmediately.

If you are female and known to be post-menopausal, you are not required to use contraception while in
this study. Rarely, women considered to be post-menopausal become pregnant.

In the event of pregnancy, the study team may request additional information about the pregnancy or
the outcome of the pregnancyin an effortto better understand the effects of YESCARTA treatmentona
pregnancy and/orthe fetus.

Risks that are not known:

Patients receiving YESCARTA are typically required to spend several daysinthe hospital, evenif their
YESCARTA treatmentiswell tolerated. Because patientsin thisstudy will receive YESCARTA in the
outpatientsetting, with fewertime required at the hospital, there may be risks that we do not know
aboutat thistime.

Good effects that might result from this study:
The benefits to science and humankind that might result from this study: Taking part may help patients
with cancer get better or more accessible care inthe future.

Payments for your time spent taking part in this study or expenses:
You will notbe compensated foryour participation.

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
treatments and tests you would need evenif you were notin this study. These costs will be billed to you
and/oryour insurance. Youshould learn before participatingin this study which part of the rese arch-
related care will be free, which costs yourinsurerwill pay for, and which costs will be your responsibility.
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You have the right to ask what it may cost you to take part in thisstudy. If youwouldlike assistance,
financial counselingis availablethrough the Vanderbilt Financial Assistance Program. The study staff
can help you contact this program. You have the rightto contact your insurance company to discussthe
costs of your routine care (non-research) further before choosingto be inthe study. You may choose
not to be in this study if 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 Vanderbiltand the Sponsor-Investigator (with Funderinput) thataninjury
occurred, thenyou and/or yourinsurance may be billed forthe cost of immediate medical care provided
at Vanderbiltto treat the injury. You will be responsible forany copayments or deductibles associated
with the treatment of that injury.

There are no plans for Vanderbilt orthe Funder(s)to pay for the costs of any additional care. There are
no plansforVanderbilt orthe Funder(s) to give you money forthe injury.

Who to 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 this study, please feel freeto contact Vanderbilt-Ingram Cancer Centerat (877) 936-8422 or
(615) 322-5000 and ask for Olalekan Oluwole, MD, MPH.

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:
Your study doctor might take you out of the study for reasons such as:
e You are unable totolerate the treatment, oryou have a side effect which the study doctor feels
should end the treatment.
e Yourdisease spreads orgets worse (progresses).
e You have anotherseriousillness orneed majorsurgery.
e You do notfollowthe study doctor’sinstructions.

e Thestudy doctorfeelsitisnotin yourbestinterestforyouto continue inthe studyor decidesto
stop the study.
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If you are removed from the study, the reason will be explained to you.

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.

Clinical Trials Reporting Program.

Vanderbilt’s NCI-Designated Cancer Center orthe Sponsor registers National Cancer Institute (NCl)-
supported clinical trials with NCl though their Clinical Trials Reporting Program (CTRP) to provide study
relatedinformation. The data provided willinclude the followingidentifiable information that may
identify you: birth month/yearand five-digit zip code. NCl usesthe datato manage and enhance the
nation’sinvestmentin cancerresearch.

Confidentiality:

All efforts within reason willbe made to keep your personal information in yourresearch record
confidential but total confidentiality cannot be guaranteed. Yourinformation and samples will be given
acode. Dr. Oluwole, his staff, and otherauthorized people will be the only people who know your
personal information.

Study data will be recorded in a Vanderbilt electronic database which is maintained by aresearch
coordinatorand data manager at Vanderbilt. The electronicdatabase is password protected in orderto
help protectyouridentity. Yourstudy records will be locked up in the clinical trials office.

Vanderbilt may share yourinformation, without identifiers, to othersoruse itfor otherresearch
projects notlistedinthisform. Vanderbilt, Dr. Oluwole and his staff will comply with any and all laws
regardingthe privacy of such information. There are no plansto pay you forthe use or transfer of this
de-identified information.

Date of IRB Approval: 06/23/2022 Institutional Review Board

Date of Expiration: 09/08/2022 VANDERBILT



VUMC Institutional Review Board 33 0f 38
Informed Consent Document for Research

Study Title: Safety and Feasibility Study of Chimeric Antigen Receptor (CAR) T Cell Therapy with
YESCARTA in the Outpatient Setting

Version Date: 06APR2022

PI: Olalekan O. Oluwole, MD, MPH

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

Privacy:

Any samplesandinformation about you may be made available to othersto use for research. To
protectyour privacy, we will notrelease yourname. Youwill notreceiveany benefitasaresult of the
testsdone onyour samples. These tests may help us orother researchers learn more about the causes,
risks, treatments, orhow to preventthisand otherhealth 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 thishappens, there are no plansto provide money toyou.

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 yourinformationthatthe study team believes it needsto conduct the study. Your private
information may include things learned from the procedures described in this consent form, aswell as
information from your medical record (which may includeinformation 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 study sponsor
Vanderbilt Medical Center and its agents or contractors, study safety monitors and auditors, data
managers and otheragents and contractors used by the study team, researchers and study team
members. Additionally, we may share yourinformation with other peopleat Vanderbilt, forexample if
needed foryourclinical care or study oversight. Also, yourrecords may be seen by people from
regulatory authorities (like the US Food and Drug Administration [FDA]), auditors, and the IRB. By
signingthis form, you give permission to the research team to share your information with others
outside of Vanderbilt University Medical Center. This mayinclude the funder of the study and its agents
or contractors, outside providers, and government agencies. We try to make sure that everyone who
seesyourinformation keeps it confidential, but we cannot guarantee that yourinformation will not be
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shared with others. If yourinformationisdisclosed by your health care providers orthe researchteam
to others, federal and state confidentiality laws may no longer protectit.

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 notexpire. Additionally,
you agree that your information may be used for similarorrelated future research studies.

What if you change your mind?

You may change your mind and cancel this Authorization atanytime. If you cancel, you must contact
the Principal Investigatorin writing to let him know using the contactinformation provided in this
consentform. Dr. Oluwole’s mailingaddressis:

Olalekan Oluwole, MD, MPH
Vanderbilt University Medical Center
3927 The Vanderbilt Clinic

1301 Medical CenterDrive
Nashville, TN 37232

Your cancellation will not affectinformation already collected in the study, orinformation that has
already been shared with others before you cancelled your authorization.

If you decide notto take part inthisresearch study, it will not affect yourtreatment, paymentor
enrollmentinany health plans or affect yourability to get benefits. You will getacopy of thisform after
itissigned.

Date of IRB Approval: 06/23/2022 Institutional Review Board

Date of Expiration: 09/08/2022 VANDERBILT



VUMC Institutional Review Board 35 of 38
Informed Consent Document for Research

Study Title: Safety and Feasibility Study of Chimeric Antigen Receptor (CAR) T Cell Therapy with
YESCARTA in the Outpatient Setting

Version Date: 06APR2022

PI: Olalekan O. Oluwole, MD, MPH

STATEMENT BY PERSON AGREEING TO BE IN THIS STUDY
I have read this consentform 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. Genesare
the instruction manual foryourbody. The genesyougetfromyour parents decide what you look like
and how your body behaves. They canalso tell usa person’srisk for certain diseases and how they will
respondto treatment.

Patients with similar diseases do not always obtain the same benefitfrom the same treatment.
Therefore, agoalisto help understand why patients respond differently to treatment, and tothen
develop treatment that provides maximum benefitforindividual patients.

As part of the study, your tumor biopsy tissue, bone marrow biopsy and aspirate, cerebrospinal fluid
(CSF), blood and/or fluid samples will be collected to betterunderstand yourdisease. Itis possiblethat
genetictesting may be conducted on some or all of this material. You are beingasked foryour
permissiontoallow this.

Itis possible that genetictestingonthese samples could helptolearn more about:
e The effectof treatmentonyour body
e Why some people respondto treatmentand others do not
e Why some people have side effects
e Thecauses of the disease.

What we learn about you from research on your samplesis unlikely to be putinyour health record. No
one else (like arelative, boss, orinsurance company) will be given your test results.

Onerrisk of giving samples forthis research may be the release of your name that could link you to the
stored samples and/orthe results of the tests run on yoursamples. This may cause problems with
insurance orgettinga job. To help preventthis, these samples will be given acode. Only the study staff
will know the code. The name that belongstothe code will be keptin alockedfile orina compute rwith
a password. Dr. Oluwole and his staff helping with the study will have accessto your name.

Healthinsurance companies and group health plans may not use your geneticinformation when making
decisions regarding your eligibility or premiums. Employers with 15or more employees may not use
your geneticinformation that comes from this research when making adecisionto hire, promote, or fire
you or when setting the terms of youremployment.
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Your sample may be used to make DNA that will be kept for an unknown length of time (maybe years)
for future research. Sampleswill be destroyed when nolongerneeded. Yoursamples may be usedto
make new products, tests or findings. 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 plansto provide moneytoyou.

Your samplesandinformation about you may be shared with othersto use for research. To protect
your privacy, we will notreleaseyourname. You will notreceive any benefitasaresult of the tests
done on yoursamples. These tests may help uslearn more about the causes, risks, treatments, or how
to preventthisand otherhealth problems.

At any time, you may ask to have yoursample destroyed. Youshould contact Dr. Oluwole to have your
sample destroyed and no longerused forresearch. His mailingaddressis:

Olalekan Oluwole, MD, MPH

Vanderbilt University Medical Center

3927 The Vanderbilt Clinic, 1301 Medical Center Drive
Nashville, TN 37232

We will notbe able to destroy research data that has already been gathered using your sample. Also, if
your identity was removed from the samples, we willnot be able tolocate and destroy them. There will
be no costs to you for any of the testsdone on yoursamples. You will not be paid for the use of your
samples.

Please check Yes or Noto the questions below:

My blood/tissue/fluid samples may be used for current gene research in cancerrelated to YESCARTA:
[ Yes
My blood/tissue/fluid samples may be stored/shared for future gene research in cancer:

[]ves []No

My blood/tissue/fluid samples may be stored/shared forfuture gene research for other health problems
(such as arthritis, heartdisease, etc):

|:|Yes |:| No

Date of IRB Approval: 06/23/2022 Institutional Review Board

Date of Expiration: 09/08/2022 VANDERBILT



VUMC Institutional Review Board 38 of 38
Informed Consent Document for Research

Study Title: Safety and Feasibility Study of Chimeric Antigen Receptor (CAR) T Cell Therapy with
YESCARTA in the Outpatient Setting

Version Date: 06APR2022

PI: Olalekan O. Oluwole, MD, MPH

My optional paired samples of tumor and CSF samples on Day -5 (before lymphodepleting chemo) and
Day 2 (48 hours post CAR T infusion) may be used for future gene research in cancer:

[]ves []No

Signature: Date:
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