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Name of participant: Age:

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 about this study:

You are beingasked to take part inthis research study because you have early-stage Parkinson’s
disease (PD) and have done well on standard medical treatment.

The purpose of this study is to test new study procedures as part of a 7-day period where PD patients
do nottake any of their PD medications (“washout”). The new study proceduresinclude brain scans
and wearable movement trackers, in addition to PD rating scales, patient questionnaires, and
cognitive testing.

The goal of thisstudyis to determine whethertoinclude these new study proceduresin future clinical
trialsthat will test whether a treatment slows the progression of PD.

What will happen and how long will you be in the study?

The study consists of a screeningvisit that will last approximately half aday, a medication
optimizationvisit which may occurin person or viatelehealth, and astudy visit that will last 8
days. You will be provided lodging at a hotel near Vanderbilt forthe duration of th e study visit
(8 nights) at no cost to you.

All tests are for research purposes and will be done at Vanderbilt University Medical Center.

Priorto your screeningvisit, you will be asked to stop taking your PD medication so the researchers
can accurately evaluate your PD symptoms while you are off of your medications. Aftertesting has
been done while you are off of your medications, you will be asked to take your morning dose of PD
medication.

Duringthe screeningvisit, your motor symptoms willbe evaluated whileyou are off your medications
and again afteryou take yourfirst morning dose. Otherinclusion and exclusion criteria will be
reviewed as wellatthe screeningvisit.
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Within two weeks of completing the screening visit, you will be seen by the treating neurologist to
optimize PD medications sothat the testresults obtained at the 8-day study visit reflects true ON
medication states. This visit may be conducted in-person orviatelehealth. Priorto the 8-day study
visit, you will be asked to weara device similarto a wristwatch (the Parkinson’s KinetiGraph™, PKG™)
that measuresyour Parkinson’s disease symptoms. This device willbe worn for 6 days before you
arrive.

Each day of the study visit, you will come to the Clinical Research Center (CRC) on the Vanderbilt
campusto complete study assessments. Freeshuttleserviceis provided by the hotel.

Duringyour 8 days of study assessments, the following will be done:

e Complete surveysaboutyoursymptoms.

e Videotape yourParkinson’s examto record your motor function while on yourregular medications
(Day1)

e The afternoon of your firstfull day (Day 1), you will stop taking your Parkinson’s medication
(“washout”). Yourtremor, stiffness, slowness, and gait will be rated and videotaped each morningin
the CRC for one week (Day 2 — 8).
A series of neuropsychological tests to check your memory, attention, and problem-solving skills.

e Your blood pressure and heart rate will be measured whileyou are sitting and standing.

e Onthefirstand last days, you will undergo PET/CT scans of your head. This procedure will be
described in more detail throughout this document.

While at the hotel, you will eatyour normal diet and will not have to change your daily routine. After
you complete the last study visit at the CRC (Day 8), you will resume yourregular Parkinson’s
medications.

You can withdraw from the study and resume your Parkinson’s medications at any time.

A neurologist specializingin movement disorders (Dr. David Charles) will perform the following tests
while youareinthe CRC:

History and physical exam

Movement Disorders Society Unified Parkinson’s Disease Rating Scale (MDS-UPDRS)
Unified Dyskinesia Rating scale

Hoehn & Yahr (scale of severity of your PD)
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e Schwab & England (scale of your degree of functional independence)
The Study Coordinator will perform the following tests whileyou are in the CRC:

Review of your medications

Review of any medical problems you may have had

Videotape of your MDS-UPDRS-I11lin both ON and OFF states (evaluation of your motor skills)

Stand Walk Sit Test (you will stand, walk 20 feet, turn and return to starting point)

FingerTap Test (you will tap a mechanical counterwithyourindex fingerfor 30 seconds asfast as

you can). You will use yourleftand right hands.

e Global Assessment Form (table with scores foractivity rated by you)

e KinesiaOne™ task-based motorassessments. KinesiaOne™ is anothertype of wearable device that
will letresearchers measure your Parkinson’s disease symptoms.

e King’sPainPDQuest

A research coordinatorthat has been trained by a neuropsychologist (Dr. Ciaran Considine) will
administerthe cognitive testing to evaluate the following:

Attention
Memory

Visual processing
Speech
Language

Motor skills
Intelligence

In addition, you will complete a quality of life questionnaire (PDQ-39).

You will be asked to fast (not eat) overnight before cominginfor the firstday. On the first day,
while you are still on your Parkinson’s medications, you will undergo a PET/CT scan. The PET
session will take approximately 1.5hours. PET scans are used to make imagesthat detect gamma
rays (a kind of radiation) using rings of sensors that are placed around the head. Thisis similarto x -
rays, exceptthatinstead of having aradiation source outside of your body (asin x-rays), a chemical
that makes gammarays is injected into your bloodstream. The chemical compoundinjected in this
study is called [*®F]-fluorodeoxyglucose, or FDG for short. FDG is a radioactive compound because
the [*8F] part of the compound breaks down quickly, making gamma rays that can be measured
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with the PET scanner. FDG PET iswidely used to study regional brain metabolism (energy usage)
and has been approved by the Food and Drug Administration forboth research and clinical use.
FDG is made on site at Vanderbilt following strict procedures to assure that the FDG is produced

properly.

When you come to the PET scan session, an IV will be placed in either one of yourarms. The FDG will be
administered, and you will be asked torelaxin adarkened room with youreyes closed forbetween 15
and 30 minutes. You will then be taken across the hall to the PET scanner, and you will be asked tolie
still withinthe PET scannerforup to 35 minutes. Your head will be stabilized to minimize movement
duringthe PET scan. The PET scanner will take a picture of the thickness of yourskull (called an
attenuation CTscan), as well as a picture of the amount of metabolisminthe different parts of your

brain.

Afterfasting overnight, on Day 8 the motor assessment will be videotaped, and you will undergo one
more PET/CT scan. Procedures for this scan will be identical to the scan conducted on the first day.

Table 1: Study Procedures

Procedure Administrator Approximate Time |Mode of Administration
History and Physical Dr. Charles 45 mins One-on-one
Medication Log Study Coordinator 10 mins One-on-one
Adverse Events Log Study Coordinator 10 mins One-on-one
Neuropsychological Testing Study Coordinator 90 minutes One-on-one
MDS-UPDRS and UPDRS Dr. Charles, 20 mins One-on-one

Study Coordinator

Dyskinesia Rating Study Coordinator 5 mins One-on-one
Hoehn & Yahr Dr. Charles 1 min One-on-one
Schwab & England Dr. Charles 2 mins One-on-one
Stand Walk Sit Test Study Coordinator 5 mins One-on-one
Finger Tap Test Study Coordinator 5 mins One-on-one
Patient Global Assessment| Study Coordinator 2 mins One-on-one
King’s Pain PD Quest Study Coordinator 2 mins One-on-one

PET scan

Dept. of Radiology

90 minutes (First Day)
90 minutes (Day 8)

Kinesia One™ Task-Based
Assessments

Study Coordinator

20 mins

One-on-one
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Table 2: Washout Assessment Procedures

Day of Assessment
Evaluation/Procedure sv o |2]3lals|el7]s E:):ilty
Informed Consent X
History and *, Medication Review* X X
Physicaland Neurologic Examination* X X X X
Investigator Wellness Check* X[ X[ X|[X[X][|X X
Neuropsychological Screening™ X
Inclusion/Exclusion Criteria Review*, A X
Adverse Event Review” X X X[ X|X[X]|X][X X
Autonomic Testing® X XX X[ X|X]|X][X X
Neuropsychological Test Battery™ X X
PDQ-39+ X
MDS-UPDRS & UPDRS Parts I, 11, IV* X
MDS-UPDRS & UPDRS Partlll X X X
(videotaped)?
Kinesia ONE Motor tasks” X XX X|X|X]|X]|X X
Hoehn & Yahr* X X X
Schwab & England* X X X
Timed Tests (stand/walk/sit, finger
taps)? X X X
Unified Dyskinesia RatingScale X
(videotaped)”
Clinician Global Impression of Severity X X X
(CGI-S)*
Clinician Global Impression of Change X X
(CGI-C)*
Patient Global Impression of Severity
(PGI-S)+ X X X
Patient Global Impression of Change X X
(PGI-C)+
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Quality of Life in Essential Tremor X X
(QUEST)+
EQ-5D-5L+ X
Pain Assessment+ X X X[X[X|[X]|X]|X]|X X
King’s PD PainScale+ X X
Columbia Suicide Severity Rating Scale™ X X
PET/CT Scan X X

SV =Screening Visit

*Performed by the study neurologist.

~Performed by aresearchassistanttrained by neuropsychologistto complete the
neuropsychological assessments.

+ Completed by patient via self-report (guided by the study coordinator)
ACollected by the study coordinator

#Collected by CRC staff

About 2-4 weeks after you complete your visit at Vanderbilt, you will be asked to complete a phone
interviewto understandwhatyourexperience was like while participating in the study. This interview will
take approximately 1 hour.

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

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

You may be inconvenienced by staying ata hotel for8 nights and completing the daily study
assessments. You may ask to stop and rest at any time during the testing. You also have the option of
not completing the testing. This study requires that you temporarily stop adopaminergic medication,
and, therefore, there is a potential risk of dopaminergicwithdrawal, arare, potentially life-
threatening condition characterized by altered mental status, fever, rigidity, and autonomicinstability
(change in blood pressure and heartrate). You will stop your Parkinson’s medicine on the first day for
this study.
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Risks of Radiation:

Thisresearch study may involve exposure to radiation fromup to 2 CT Attenuation Scansand 2 FDG
PET scans. Thisradiation exposure is not necessary foryour medical care and is for research purposes
only. The total amount of radiation that you may receive by participatingin this studyis e qual toyour
body receiving 59 month (4.9 years) or radiation from your natural surroundings or about 30% of the
amountallowedinayear forpeople who are exposed to radiation as part of theirwork. To protect
your bladderfrom the effect of the injected radioactive substances. You should drink plenty of fluids
and empty yourbladderevery two hoursforat least the first six hours afteryou have each PET/CT
scan.

Risks that are not known:

The testsand procedures thatyou are required to performinthis study mayinvolve direct risks to you
that at the presenttime are not known.

Duringthe study, if any new facts become known about added risks and side effects, the study doctor
will tell you, and furthertreatment will be discussed. You will receive information about any new
findings that may change your mind about stayingin the study.

Good effects that might result from this study:

a) The benefitstoscience and humankind that might result from this study are that this study will
improve ourunderstanding of how patients with early stage PD who have been off of PD
medicationsfor7 days are able totolerate getting PET scans and using wearable movement
trackers. Thisinformation will help researchers decide whether toinclude these study proceduresin
future Parkinson’s disease clinical trials.

b) The benefitsyou mightgetfrom beinginthisstudy: You will notreceive any direct benefit for
taking part inthis study.

Procedures to be followed:

Duringyour screeningvisit, you will completethe following to ensure you meetthe inclusion and
exclusion criteria:

e Arrive off PDmedication

Date of IRB Approval: 06/12/2024  Institutional Review Board

Date of Expiration: 06/11/2025 VANDERBILT



Page 8 of 14
VUMLC Institutional Review Board

Informed Consent Document for Research

Study Title: Feasibility of Objective Measures and Outpatient Washout in Disease-Modifying Trials
for Parkinson’s Disease

Version Date: June 29, 2022

PI: Mallory Hacker, PhD, MSCI

e UPDRS-IIl off evaluation

e Takefirst morning dose of PD medication
e UPDRS-IlIlonevaluation

e Neurological examination

e Inclusion/exclusion criteria review

e Neuropsychological screening assessment

The study neurologist willmeet with you to evaluate the medications you take for PDand try to
optimize them, if needed.

You will be asked to weara movement tracker similarto a wrist watch for 6 days prior to comingto
Vanderbilt.

Duringyour 8 days of study assessments, the following will be done:

e Complete surveys aboutyoursymptoms.

e Videotape yourParkinson’s examto record your motor function while on your regular medications
(Day1)

e The afternoon of your first full day (Day 1), you will stop taking your Parkinson’s medication
(“washout”). You will complete motor-related tasks using a wearable sensor each morninginthe
CRC for one week (Day 2 — 8).

e Aseriesof neuropsychological tests to check your memory, attention, and problem-solving skills will
be givenon Day 1 and Day 7.

e Yourblood pressure and heart rate will be measured whileyou are sitting and standing.

e Onthefirstand lastdays, you will undergo PET/CT scans of your head. This procedure will be
described in more detail throughout this document.

You will be interviewed by phone approximately 2-4 weeks after completing the study and be asked
aboutwhat itwas like to be part of the study.

Payments for your time spent taking part in this study or expenses:

You will receive $155 for travel. You will receive $50for the screeningvisit. You will receive $30 for each
day you complete the assessments at the CRC. You will receive $20 for wearing the Parkinson’s
wristwatch for 6 days priorto comingto Vanderbilt. You will receive $20 for completing the follow-up
phone callinterview. You will receive up to a total of $485 for participatingin the study.
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You will be reimbursed up to $60 perday foryour meal expenses while participatingin the study.

We may ask for yoursocial security numberand address before you are compensated for taking partin
this study.

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
teststhat are being done only forresearch. However, you are still responsible for paying forthe usual
care youwould normally receiveforthe treatment of yourillness. Thisincludes treatments and tests
youwould needevenifyouwere notin this study. These costs will be billed to you and/oryour
insurance.

You have the right to ask what it may cost you to take part in this study. If you would like assistance,
financial counselingis availablethrough the Vanderbilt Financial Assistance Program. The study staff
can help you contact this program. You have the rightto contact your insurance company to discuss the
costs of your routine care (non-research) further before choosing to be in the study. You may choose
not to beinthis 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 Investigator thatan injury occurred as a direct result of the
tests or treatmentsthatare done forresearch, then you and/oryour insurance will not have to pay for
the cost of immediate medical care provided at Vanderbilt to treat the injury.

There are no plans for Vanderbilt to pay forany injury caused by the usual care you would normally
receive fortreatingyourillness orthe costs of any additional care. There are no plans forVanderbilt to
give youmoney 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 David Charles, M.D. at (615) 322-2538 or Mallory Hacker,
Ph.D., M.S.C.l., at (615) 875-7437. If you cannotreach the research staff, please page the study doctor at
(615) 835-8141.
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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:

You may be asked to leave the study if you cannot complete all the study proceduresorif you
cannot come to Vanderbiltforthe tests. If you are taken out of the study, you will be told the
reason why.

What will happeniif you decide to stop beingin this study?
If you decide to stop being part of the study, you should tell your study doctor.
Confidentiality:

The information we collect about you will be recorded on paperforms. The forms will be labeled witha
code that will notidentify you. The forms willbe keptinalocked roomin the study coordinator’s office
when notinuse. The key to the codeswill be keptin alockedbox. Only the investigatorand her research
staff will have access to the key for the codes and the information we coll ect about you.

The videotapes and audiotapes willalso be stored ina locked box in the study coordinator’s room
that islocked when notin use. Only the investigator and herresearch staff will have accessto the
tapes. The videotapes will be labeled with a code that will notidentify you. At the conclusion of the
study, videotapes willalso be accessed by amovement disorders expert who will reviewand score
each visit.

The videotapes and datawill be keptforat least six years afterthe study is finished. Atthattime the
research data and videotapes collected during the study will be screened for medicalssignificance. The
documents notalready in your medical record and are deemed irrelevant to yourongoing medical
treatment (including the videotapes), will be destroyed immediately. Any research information
entered into your medical record will be keptindefinitely.

Vanderbilt may share your health data, withoutidentifiers, to others oruse it for otherresearch
projects notlisted inthis form. Dr. Hackerand her staff will comply with any and all laws regarding
the privacy of suchinformation. There are no plans to pay you forthe use or transfer of thisde -
identified information.
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Your personal information will be disclosed to Global Kinetics Corporation (GKC), manufacturers of
the PKG™ system, in orderfor GKC to assist youinsettingup the wearing of the PKG™ device.

This study may have some support fromthe National Institutes of Health (NIH). If so, yourstudy
informationis protected by a Certificate of Confidentiality. This Certificate allows us, in some cases, to
refuse to give outyour information evenif requested usinglegal means.

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

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

Privacy:

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

Study Results:

The study results will be keptinyourresearchrecord forat leastsix years afterthe study is finished. At
that time, the research datathat has not been putinyour medical record will be keptforan unknown
length of time. Anyresearch datathat has been putintoyour medical record will be keptforan
unknown length of time.

Unlesstold otherwise, yourconsent to use or share your PHI does not expire. If you change your mind,
we ask that you contact Dr. Hacker in writingand let her know that you withdraw your consent. Her
mailing addressis 1161 21t Avenue South, Medical Center North, Suite A-1106, Nashville, TN 37232. At
that time, we will stop gettingany more dataaboutyou. But, the health datawe stored before you
withdrew your consent may still be used forreporting and research quality.

Date of IRB Approval: 06/12/2024  Institutional Review Board

Date of Expiration: 06/11/2025 VANDERBILT



Page 12 of 14
VUMLC Institutional Review Board

Informed Consent Document for Research

Study Title: Feasibility of Objective Measures and Outpatient Washout in Disease-Modifying Trials
for Parkinson’s Disease

Version Date: June 29, 2022

PI: Mallory Hacker, PhD, MSCI

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 mayincludeinformation such as HIV status, drug, alcohol
or STD treatment, genetictestresults, or mental health treatment).

Who will see, use or share the information?

The people who may request, receive, or use your private health information include the researchers
and theirstaff. Additionally, we may share yourinformation with other people at Vanderbilt, for
exampleif needed foryourclinical care or study oversight. Bysigningthisform, you give permissionto
the research teamto share yourinformation with others outside of Vanderbilt University Medical
Center. Thismayinclude the sponsorof the study and its agents or contractors, outside providers, study
safety monitors, government agencies, othersitesinthe study, data managers and otheragentsand
contractors used by the study team. We try to make sure that everyone who sees yourinformation
keepsitconfidential, but we cannot guarantee that yourinformation will not be shared with others. If
your informationis disclosed by your health care providers orthe research teamto others, federal and
state confidentiality laws may nolonger 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 not expire. Additionally,
you agree that your information may be used forsimilarorrelated future research studies.
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What if you change your mind?

You may change your mind and cancel this Authorization atany time. If you cancel, you must contact the
Principal Investigatorin writing to let them know by using the contact information providedin thisconsent
form. Your cancellation will not affectinformation already collected in the study, orinformation that has
already been shared with others before you cancelled your authorization.

If you decide not to take part in thisresearch study, it will not affect yourtreatment, paymentor
enrollmentinany health plans or affect yourability to get benefits. You will get a copy of this form after
itissigned.
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Study Title:

STATEMENT BY PERSON AGREEING TO BE IN THIS STUDY

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

Date Signature of patient/volunteer

Consent obtained by:

Date Signature

Printed Name and Title

Time:
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