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Part 1 of 2: MASTER CONSENT
Depressed Participants

Name of participant: Age:

You are being invited to take part in a research study. This study is a multi-site study, meaning it will
take place at several differentlocations. Because this is a multi-site study this consent form includes
two parts. Part 1 of this consent form is the Master Consent and includes information that applies to
all study sites. Part 2 of the consent form is the Study Site Information and includes information
specificto the study site where you are being asked to enroll. Both parts together are the legal
consent form and must be provided to you.

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:

What is the purpose of this study?

The purpose of thisresearch study is to better understand how the brain’s dopamine system may
contribute to depressioninolderadults. Dopamineisaneurotransmitter, achemical messenger
released by nerve cells. Some medications used to treat depression affect dopamine but most do not.

Thisstudyis being conducted at Vanderbilt University Medical Center (VUMC) and the University of
Pittsburgh Medical Center (UPMC). Across both sites, we planto enroll upto 100 eligible participants
with depressionand 70 eligible participants with no history of depression for this study overfive years.

In this study you will have tests of your memory, concentration, thinking, and walking. You willhave
brain scans using magneticresonance imaging (MRI). We are performingthese scansto understand
more about how the brain’s dopamine system may be differentin olderadults who are depressed.

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

If you agree to be in this study, you will first be asked to sign and date this consent form. This study
takes place overthe course of at least9 weeks. Afteraninitial visit to determineif you are eligible for
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the study, you will have atleast4 in-personand, 6telephone orvideo conference visits. You will have up
to 3 brainscans.

If you are eligible forthe study and decide to participate, you willenterabaseline period. During the
baseline period, we administertests of your memory, concentration, and thinking. How you walk will be
measured using aspecial mat. You will also complete one MRIscan and a blood draw.

If you are a participantat UPMC, while not necessary for many people, to confirmitis safe foryouto
have an MRI we may ask you to have an x-ray, which does use radiation, tosee if there is metal inyour
body.

These baselinetasks, procedures, and assessments will be spread out overat least 2 visits overa period
of upto 4 weeks. You can expecttospend about 10-12 hours total to complete them.

During parts of the MRI scans, you will be asked to look at a screen and accomplish tasks by pressing
buttons.

After completingall the baseline period procedures, you willenterthe medication phase of the study.
The medication phase hastwo parts: Step 1 and Step 2. InStep 1 you will be randomly assigned (like by
flipping of coin) to receive either carbidopa/levodopa (Sinemet) or placebo.

Carbidopa/Levodopais approved by the Food and Drug Administration forthe treatment of Parkinson’s
Disease. We are using carbidopa/levodopa off-label, meaning we prescribe this medication forareason
otherthan that which it has been officially approved. Carbidopa/levodopa changesinto dopamine in the
brainand allows us to investigate how increasing the brain’s dopamine levels may influence beh avior.
Carbidopa prevents breakdown of levodopainthe blood, so more levodopa gets to the brain. In this
study we are examining how increasing dopaminelevels with carbidopa/levodopain individuals with
depression affects brain function as well as mental and physical slowing that occur as people age.

Placeboisnotan active drug. It looks like astudy drugbut it is not designed totreatany disease or
illness. Itis designed to be compared with astudy medicationtolearnifthat medication hasan effect.
Neitheryou, the study staff, northe study clinician will know if you are receiving the placebo or study
drug, although this can be determinedinanemergency.

If you are assigned to active study drug, you will receive a starting dose of carbidopa/levodopa. The dose
will beincreased overthree weeks. If you are assigned to placebo, you will receive pill placebo on the
same schedule for3 weeks. Because we allowforan extraweek to safelyincrease the medication dose
if necessary, the medication period may last for 4 weeks instead of 3weeks.

Date of IRB Approval: 12/30/2025
Date of Expiration: 05/27/2026



Institutional Review Board 3
Informed Consent Document for Research
MASTER CONSENT

Study Title: Dopaminergic Dysfunction In Late Life Depression (D3 Study)
Version Date: 12/11/2025

At the end of Step 1 you will have another MRI, repeat memory testing, and repeat the walking test.
With a study clinician’s guidance, you will reduce and stop the study medication over one week. This
weekis called the taperweek.

Afterthe Step 1 taperweekisover, you will begin Step 2. This has the same proceduresas Step 1,
exceptyou will be assigned to the opposite pillstothe onesyoureceivedin Step 1. If you received active
study druginStep 1, youwould receive placeboinStep 2. If youreceived placeboin Step 1, youwould
receive active study drugin Step 2. During both Step 1 and Step 2, you will have weekly check-ins with
the study team to assure yoursafety and address any problems.

Thereis no cost to you for taking part in this research study. You will not have to pay for the brain scans
or the tests and treatments thatare being done only forresearch. The study medications will be free of
cost throughoutthe study. You are still responsible for paying forthe usual care you would normally
receive forthe treatment of yourillness. This will be discussed in more detail laterin this document.

All study visits will be discussed in more detail laterin this document.

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

You are being asked to take part in this research study because you have depression, you feel you have
slowingeitherinyourthinking or movement, and are age 60 years or older.

You do not have to be inthisresearch study. You may choose not to be in this study and get treatment

without changing yourhealthcare, services, orotherrights. You can stop beingin thisstudy at any time.
If we learn something new that may affect the risks or benefits of this study, you will be told so that you
can decide whetherornotyoustill wantto be in this study.

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

Diagnostic, Memory, and Motor Testing: We will ask you to complete some tasks that measure your
memory, concentration, and your walking speed. Some of these willbe done using pencil-and-paper
while othertests willbe done ona computeroriPad. It may take up to 4 hoursto complete these tests.

Date of IRB Approval: 12/30/2025
Date of Expiration: 05/27/2026



Institutional Review Board 4
Informed Consent Document for Research
MASTER CONSENT

Study Title: Dopaminergic Dysfunction In Late Life Depression (D3 Study)
Version Date: 12/11/2025

You may experience boredom ordiscomfort duringthe clinical interview and evaluations when
discussing symptoms and recentlifeevents. You may also experience frustration with some tasks.
Should you wish to stop or take a break, the study staff will allow it.

Walking Assessment: The walking assessmentis done using aspecial mat. During the walking speed
assessmentorother physical movement measure you may feel unsteady and there is arisk of fall.
During each performance-based assessment study personnel will be there to accompany youtoensure
safety and provide supportin case of a fall or if you are unsteady.

Risks of Carbidopa/Levodopaside effects: Carbidopa/Levodopaisapproved by the Food and Drug
Administration forthe treatment of Parkinson’s Disease. However, itis notapproved fortreating
depression, so forthisstudyisconsideredinvestigational.

Although carbidopa/levodopais generally well tolerated, it does carry the risks of side effects. Thisdrug
combination has been well studied andin clinical use for many years. Possible common side effects may
include nausea, headaches, vivid dreams, drowsiness, and dry mouth. You should be careful about
drinkingalcohol since it may have a greater effect on youin combination with carbidopa/levodopa. For
people who use carbidopa/levodopaforlonger periods of time, there is a possibility of developing
abnormal movements of legsand arms.

Uncommonside effectsincludeblood pressure changes, lower appetite, indigestion, constipation,
trouble sleeping and a possible risk of developing hallucinations or delusions (hearing orseeing things
that are notthere or believing things thatare notreal).

In a recentstudy of older adults with depression, when carbidopa/levodopa was given similarly to how it
will be givenin this study, there was no evidence of severe adverse effects. The mostcommonside
effect was nausea, but thisimproved over the study. However, as people respond differently to
medication, you willbe monitored closely at each study contact. If you develop problems with nausea,
uncontrolled movements, dizziness, or any other symptoms, you should contact study staff or your
study clinician.

Risks of Magnetic Resonance Imaging (MRI): You will have two MRI scans: one during the baseline
period and one afterthree weeks of study medication.

There are no known major risks with an MRI scan. Butit is possible that harmful effects could be found
outinthe future. The tunnelis closed. [t may botheryouto be placedina tight space (claustrophobia),
and to hearthe noise made by the magnet duringthe scan. You will be given earplugs to reduce the

noise. You may alsofeel the table vibrate and/or move slightly during the scan. It may be hard to lie on
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the table during the scan. If you have any metal piecesin yourbody, they could move duringthe scan
and damage nearby tissues or organs.

If you use a transdermal patch (medicated patches applied to the skin), you may need to take it off
duringthe MRI scan. Transdermal patches slowly deliver medicines through the skin. Some patches have
metal inthe layer of the patch that is not in contact with the skin (the backing). You may not be able to
see the metal inthe backing of these patches. Patches that contain metal can overheat duringan MRI
scan and cause skinburnsin the immediate area of the patch. Tell study staff that you are usinga patch
and why you are usingit(such as, for pain, smoking cessation, hormones). Ask your doctor forguidance
aboutremoving and disposing of the patch before havingan MRI scan and replacingitafterthe
procedure. Tell the MRl facility that you are usinga patch. You should do this when making your
appointmentand duringthe health history questions you are asked when you arrive foryour
appointment.

Stopping Antidepressant medication: If you are eligible forthe study and are currently takinga
medication for depression, your study clinician will work with you on a plan to safely stop that
medication. He orshe will develop aschedule that will slowly reduce and stop your current
antidepressant. Depending on yourindividual history, this may take several days ora few weeks. During
thistime, we will speak toyou at least weekly by telephone to make sure that you are not having any
problems coming off the medication and that your depressionis not worsening. If you want to come for
in-personvisits, we can do this as well. There is arisk that your depressive symptoms may worsen during
the time you are coming off an antidepressant or during the time you are taking study medication. If
you are prone to develop thoughts of death or suicide when your depression gets worse, itis possible
suicidal thoughts may develop.

Stopping antidepressants too quickly can lead to something called discontinuation syndrome. This may
resultina variety of symptomsincluding dizziness, vertigo, trouble sleeping, tremor (shakiness), nausea,
abdominal cramping, muscle aches, ortingling sensations. We will reduce the risk by aslow and careful
taperof medication overtime.

Loss of Confidentiality: There is also the potential risk of loss of confidentiality. Every effort will be made
to keep yourinformation confidential, however this cannot be guaranteed.

SMS/Text Medication Reminders: Laterin this document, you will be able to choose amethod to
receive reminders to take yourstudy medication. If you choose toreceive text message reminders, SMS
text messages aren’tencrypted, meaningif atext message isintercepted by a third party the contents of
the message can be read. If youdon’t wantto receive medication reminders through text messages, you
have alternative options.
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Risks that are not known: As with any research, there may be risks of participation orfromthe study
medication that we cannot predict. Because this treatmentisinvestigational, meaning non-FDA
approved, there may be risks that we do not know about at this time. If you experience any unpleasant
effects duringthis study not mentioned in this consent form, please contact a study staff memberor
study doctor as soon as possible.

Good effects that might result from this study:

The benefitsto science and humankind that might result from this study: You will be addingto the
understanding of whethertreatments that target dopamine may help treat depressionin olderadults,
as well asthe effects of carbidopa/levodopa on memory pe rformance and movement. This information
will help us determine if carbidopa/levodopa may be a useful approach to treating depression or
mobility problems.

The benefits you might getfrom beingin this study: By receiving carbidopa/levodopa, you may
experience animprovementinyourdepression symptoms. In addition, you may experience an
improvementinyourwalking speed orthinking performance. However, as peoplerespond differently
to treatments, personal benefit cannot be guaranteed.

Proceduresto be followed:
Screening Visit (Total Time: about 3 hours):

The initial visitis called the screening visit and can occur across 1-2 separate visits. Your medical and
psychiatric history will be carefully reviewed to make sure thatyou are eligiblefor the study.
Additionally, we will assess your current depressive symptoms and your current and past medication
use. You do not have to answerany questions you do not feel comfortable answering.

For yoursafety, you must tell study staff about all the medications you are taking, including over-the-
counterdrugs and herbals, before you start the study and before taking any new medications. If
thereisa problem where you cannot be in the study because of one of the medications you are
taking, study staff will discuss that with you.

You will completeassessments at this visit that measure yourwalking speed, motorspeed, and
processing speed (how fastyou think). These assessments must be conducted in person and will help
determine whetheryou are eligible for the study.

As part of this visit, we will carefully evaluate you to determineif you have any metal in your body
that could stop you from having the MRI. If you have had any surgeriesthat may have used
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implanted metal objects, we may need to request medical records to assure your safety before you
could proceedto MRI.

At the end of the screeningvisit, orduring the baseline period, you will be asked to completeaseries
of questionnaires. These questionnaires can be completedin several ways.

1. We can email youa linkthatwill allow you to complete the questionnaires on adevice with
internetaccess, such as a computer or smartphone. These questionnaires will be completedina
secure database in REDCap. REDCap is a secure web platform created for researchers where
data for this study are collected and stored. VUMC is managing the REDCap database forthis
study.

2. Ifyoudo nothave an email address, orif you preferto complete the questionnaires on paper,
you can be given a take-home packet of questionnaires to complete. We will ask you to
complete themas soon as possible. If you are given paper questionnaires to complete athome,
you will returnthemto us via the addressed, stamped envelope we will provide,oryou can
return them at your nextin-person visit.

3. You can alsocomplete the questionnaires during a study visit, using astudy iPad or computer.
This will not require youremail address to be entered in the REDCap study database.

If you have any questions, you can contact us at any time.

Stopping Current Antidepressants: If you are eligible and takinga medication fordepression, your
study clinician will work with you on a planto safely stop that medication that may take several days
or a few weeks. During this time, we will speak toyou at least weekly by telephone to monitorforany
problems. Once you are off your current antidepressant medicine, you willreturn forthe baseline
period.

Baseline Period (Total time varies by site):
If you are eligible and would like to participate, after stopping your current antidepressants (if
applicable) you will be scheduled for the baseline period. The baseline period willlast up to 4 weeks.
You will meet with study staff who will again assess your depressive symptoms. You will also
complete neuropsychological (memory) testing, a gait (walking) assessment, and one MRI scan.

These baselinestudy procedures will be done over 2-4 separate visits. The symptom assessment
portion of the baseline period may be done in-person orremotely using HIPAA compliantvideo
conferencing (forexample, Zoom). All other baseline assessments will be completed in-person.

Neuropsychological (Memory) Testing: We will ask you to complete some tasks that measure your
memory, concentration, and problem-solving abilities. Some of these willbe done using pencil-and-
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paperwhile othertests will be done onacomputeroriPad. The memory testing will take about two
hours. Memory testing can be on the same day when you have the MRI scan, or ona separate day.
Memory testing will be repeated atthe end of each step, typically the Week 3and Week 7 visits.

The memory tests are completed forresearch purposes only. They are not administered by a licensed
clinical psychologistand thus, we are notable to provide aclinical interpretation of the results.

MRI: You will complete two MRl scans during the study. One will be duringthe baseline period
before you receive study medication (carbidopa/levodopa or placebo) and the second will be after
completing step 1of the study medication phase. Ahealthand medicationreview will be completed
priorto the MRI scans.

Each MRI scan will take about 90 minutes. An MRl scan is takenin a large machine that isshapedlike
atunnel. Thisscan does not use x-rays. Instead, they use astrong magnet and radio waves, like those
usedinan AM/FM radio to make pictures of your body.

Duringthe MRI scan you will be asked to complete two tasks measuring your attention and decision-
making abilities. You will seeimages onascreenand you will press buttons with yourfingers to
complete the tasks. You will be able to practice the tasks before entering the MRl scanner. Both tasks
involve you respondingtoimages on-screen to examine how people make decisions about rewards,
such as choosing a high reward with a low chance of receivingit or choosingalow reward with a high
chance of receivingit. Your performance on the tasks will determine how much compensation you
receive forcompleting the MRl scan.

You may notbe able to have this scan if you have a device inyourbody, such as aneurysmclipsin
your brain, heart pacemakers or defibrillators, or cochlear (inner ear) implants. Also, you may not be
able to have thisscan if you have iron-based tattoos or pieces of metal (bullet, BB, shrapnel)close to
orin an important organ (such as the eye). If we determine that you cannot safely complete the MR,
we will discuss whetheryou can participate in the study.

Certain metal objects like watches, credit cards, hairpins, writing pens, etc. may be damaged by the
machine or may be pulled away fromthe body when you are getting the scan. Also, metal can
sometimes cause poor picturesifitis close tothe part of the body beingscanned. Forthese reasons,
you will be asked to remove these objects before goingintothe roomforthe scan.

You will hear “hammering,” clicking, or squealing noises during the scan. You will be given earplugs to
reduce the noise. Youwill also be told how to alert the staff if you need them.
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Duringthe scan, the MRI staff is able to hearand talk to you in between scans. You will also be able
to hearthe staffinbetween scans. They will be talkingtoyou during yourscan and may askyou to
not move or othersimple tasks. You may be askedto lie very still throughout the scan.

Medication Phase Step 1 & Step 2:
Afterthe baseline periodis complete, you will be randomly assigned by chance (like aflip of a coin)
to receive eitherthe study drug, carbidopa/levodopa orplacebo. Placeboisnotamedicationandis
not designedto treatanyillnessordisease.

Each step (Step 1 and Step 2) will last approximately 3weeks.

In Step 1, if you are assigned to carbidopa/levodopa, duringweek 1you will take a daily dosage of
150mg of levodopaand 25mg of carbidopa. During weeks 2 and 3 your dose will be increased tofinal
doses of 450mg of levodopa and 75mg of carbidopa.

Neitheryou northe study staff will know which study medication you are receiving, however this can
be determined in case of emergency. Youwillbe instructed to maintain the same timing of doses
throughout the study.

To achieve these doses, during week 1you will take study medication capsules once daily at9 am.
Duringweek 2, you will take study medication capsules twice daily at 9am and 5pm. Duringweek 3,
you will take study medication capsules three times daily at 9am, 1pm and 5pm. If you are assigned
to placebo, you will take capsules on the same schedule, butthose capsules willnot contain active
medication.

Weekly Check-In Study Visits— Weeks 1 and 2

Duringthe medication phase, we willschedule weekly study visits. Dependingon your medical
history, aswell asyour preference, these visits may be completed in person, by telephone, or using
video conferencing. Yourdepression symptoms and any side effects will be assessed. These visits will
last 30-60 minutes.

Vital signs such as blood pressure, weight, and pulse will be taken and recorded duringeachin -
person visit. Forvisits you complete by telephone orvideo conferencing, whileyou are on the phone
orvideo conference call, you will be asked to measure your blood pressure several times, both while
you are lyingdown and then again whenyou are sitting up. If you are at not completing yourvisitin
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person, youwill needto be somewhere you can comfortably lie flat on yourback and thensitup
again, like ona couch or bed, duringa portion of your telephone orvideo conferencing call. We will
provide you with astudy blood pressure cuff and written instructions to help you follow along if you
are unable to take your blood pressure during the call. You will be asked to return the blood pressure
cuff at the end of your study participation. If you have ablood pressure cuff athome, you may be
able to useitinstead of one provided by the study. Study staff will discuss this with you.

If you have difficulty tolerating a dose increase, you and your study clinician may decide to either
keepyouonyour currentdose or reduce your dose to the previous levelforone week. If we do not
increase yourdose at a visit, we will eitherkeep you atthe same dose or try to increase the dose one
more time at your next visit. If you cannot tolerate the dose increase asecond time, you will stay on
the lowerdose forthe remainder of the step. Inthis scenario, called a dose challenge, the medication
period will lastfor4 weeksinstead of 3weeks.

End of Step Study Visits—Week 3

After Week 3 of Step 1 (or Week 4 if you had a dose challenge during Step 1), you will have another
in-person visit. Your depressive symptoms will be assessed, vital signs recorded, and any side effects
will be assessed. You will complete study questionnaires and repeat the neuropsychological
(memory) testing and the gait (walking) test.

You will also complete another brain MRl after Week 3 of Step 1 (or Week 4 if you had a dose
challenge during Step 1) if itis safe for you to have an MRI scan. ThisStep 1 Week 3 visit will last
about5.5 hours. If you had a dose challenge during Step 1, these procedures will occurabout4
weeks afteryou started study mediation as you must be on eitherthe maximum dose, orthe
maximum dose you could tolerate, for 7days prior this visit.

Symptom andside effect assessments may be completed on aseparate day through telehealth call or
in-personvisit. If the symptom and side effect assessments are completed on aseparate day, they
will be completed within 1-4 days of your Step 1 Week 3 (End of Step 1 visit).

Taper Week—Step 1 Week4

Afterthisfinal visit of Step 1, you will decrease and stop study medication capsules overa one-week
period. Thisis called ataper week. If you have a dose challenge during Step 1, this visit will occur at
Week5. At the end of the taperweek, you will complete another check-in visit.

Step 2
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Afterfinishingthe Week 4 (or Week 5 if you had a dose challenge during Step 1) taper visit, you will
then start Step 2. In Step 2 youwill receive an identical dosing regimen of the drug you did not
receive inStep 1 (eithercarbidopa/levodopaorplacebo). You will have weekly check-in visits as
described above forStep 1. After Week 3 of Step 2 (or Week 4 if you had a dose challenge during
Step 2), youwill have anotherin-person, End of Step visit. Your depressive symptoms will be
assessed, vital signsrecorded, and any side effects willbe assessed. You will complete study
questionnaires and repeat the neuropsychological (memory) testing and the gait (walking) test. This
visit will take about 3 hours. Symptom and side effect assessments may be completed on aseparate
day through telehealth call orin-personvisit. If the symptom and side effect assessments are
completed on aseparate day, they will be completed within 1-4days of your Step 2 Week 3 (End of
Step 2 visit).

Afterfinishingall study procedures for Step 2, you will be given aplanto safely stop the study
medication. If an unblinded staff member is available during the visit, you willbe informed about
what study medication you have beenreceiving. If you were receiving placeboin Step 2, you may
immediately stop taking the provided medication. If you were taking carbidopa/levodopain Step 2, a
study clinician will help you safely stop the medication overafinal week. If an unblinded staff
memberisnotavailable tounblind you during yourin-person End of Step 2 visit, you may be
unblinded overaphone call within about 7 days.

Medication Reminders
As youwill need totake your medication up to three times perday, you will receive reminders
to take your study medication.

You can choose between the following options for receiving reminders:

1. Textmessage reminders: Youwill receive atextreminderupto 3 times perday
reminding you to take your study medication. The message will read: “Thisisa
reminderto take your medication.” The text message will notincludeany
identifiable information, but we are using a third-party service called Twilio.comto
send the medication reminders. This means that all text messages will go through
Twilio’s servers. Text message transcriptions do not stay in Twilio’s logs, but are
removed shortly after being completed, but your phone number will be temporarily
logged on Twilio’s servers. Standard text message rates/fees apply.

2. Pill organizerwith alarms: If you choose this option, we will provideyou with a7 day
pill organizerwith analarm. We will show you how to program the alarmto alert
you 1-3 times a day when it is time to take your study medication. You will need to
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add the pillsto the organizer each week. This pill organizer will be yoursto keep
upon completion of the study.

Please initial below to indicate how you would like to receive the study medication reminders if you
are eligible forthe study:

Option 1: | would like to receive text message reminders. | acknowledge that the SMS
text messages | receive might be viewable by people who are not working on this study.

Option 2: | would like to receivea pill organizerthat has alarms.

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

Your study clinician may withdraw you from study participation if he orshe determines that, based
on the initial study interview, you are not eligible to continue the study. He or she may also withdraw
youif you are having difficulty completing study procedures, if you need animmediate referral for
clinical care, or if he/she decides thatitis not inyour bestinterestto continue inthe study. If you are
taken out of the study, you will be told the reason.

What will happen if you decide to stop beingin this study?
If you decide to stop being part of the study, you should tell yourstudy clinician or study staff. We
may ask you to come in fora final study visit. Becauseyou are receiving study medication, itis
important to discuss asafe and effective plan for continuing, altering, or stopping the medication. If
you withdraw or are withdrawn from the study early, you will be compensated for the parts of the
study you have completed.

All participationinthe studyis voluntary, and there is no penalty for refusing to participate or for
early withdrawal. Deciding to not be part of the study will not change yourregular medical carein
any way.

Clinical Trials Registry:
A description of this clinical trial will be available on www.clinicaltrials.gov, as required by U.S. Law.
This website willnotinclude information that canidentify you. At most, the website willinclude a
summary of the results. You can search this Web site at any time.

Confidentiality :
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All reasonable efforts will be made to keep the personal informationinyourresearch record private
and confidential, but absolute confidentiality cannot be guaranteed. Yourinformation may be shared
with institutional and/or governmental authorities, such as the Institutional Review Boards for the
University of Pittsburgh Medical Center or Vanderbilt University Medical Center. It may also be
sharedif you or someone elseisindangerorif we are requiredtodo so by law.

All data are labeled and coded for protection and confidentiality. Data are kepton secure, password
protected networked computers, in secure REDCap databases, and in locked offices. Identification
numbers are used instead of names foradditional protection. Only research staff will have access to
participant data. Source materials will be labeled and coded with an identification numberthatis not
linked in any way to participant personal identifying information for purposes of additional
protections and confidentiality. This number will be used to identify participants’ self -reported
guestionnaires, memory testresults, brain scans, and otherdata. Otherthan your date of birth, no
otherdirectidentifiers will be shared with our collaborators.

A listlinking names toidentification numbers will be available only to authorized personneland will
be keptseparately fromresearch charts. Only research personnelauthorized by the Principal
Investigator will have accesstothese records. The link between youridentity and youridentification
numberwill not be shared with researchersin otherinstitutions and will not leave your study site.

Duringthe study, if we learn you are having thoughts about suicide or hurting yourself or others, the
research staff will ask you more questions about yourthoughts. Based on yourresponse, the staff
may provide you with help to gettreatment. This mayinclude:

e workingwithyouto contact yourdoctor,

e contact a trusted family member, oratherapist to discuss your thoughts,

e orwork withyouona planthat may include gettingyou to a hospital for safety.

In these cases, the research team may share information about your condition with other health care
providers.

Investigators may share yourinformation, without identifiers, to others oruse it for otherresearch
projects notlistedin thisform. We will be sharing de-identified data with the University of Pittsburgh
Medical Center, Vanderbilt University Medical Center, Emory University, Rutgers University, and
University of North Carolina. We will comply with any and all laws regarding the privacy of such
information. There are no plans to pay you for the use or transfer of this de-identified information.

This study is supported by the National Institutes of Health (NIH) and is protected by a Certificate of
Confidentiality. This Certificate allows us, in some cases, to refuse to give out yourinformation even
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if requested usinglegalmeans. Itdoes not protectinformation that we have toreport by law, such as
child abuse or some infectious diseases. The Certificate does not prevent us from disclosing your
informationif we learn of possible harmto yourself or others, or if you need medical help.

Privacy:
Anysamples andinformation about you may be made available to others to use for research. Study

information about you will be shared with study investigators across both sites, including Vanderbilt
University Medical Centerand the University of Pittsburgh Medical Center. To protect your privacy,
otherthan your date of birth, we will not release your name orotherdirectidentifiers.

De-identified data will also be shared with the University of North Carolina, Emory University, and
Rutgers University.

You will notreceive any benefitas aresult of the tests done onyour samples. These tests may help
us or otherresearcherslearn more about the causes, risks, treatments, or how to prevent this and
otherhealth problems.

Data from this study will be submitted to the National Institute of Mental Health Database (NDA) at
the National Institutes of Health (NIH). NDAis alarge database where deidentified study datafrom
many National Institute of Mental Health (NIMH) studiesis stored and managed. Deidentified study
data meansthat all personal information about you (such as name, address, birthdate and phone
number) isremoved and replaced with acode number. Sharing your deidentified study data helps
researcherslearn new and important things about mental health and substance use more quickly
than before.

During and after the study, the study researchers will send deidentified study dataabout your health
and behaviortothe NDA. Otherresearchers across the world can then request your deidentified
study data for other research.

Every researcher (andinstitutions to which they belong) who requests your deidentified study data
must promise to keep your data safe and promise notto try to learn your identity. Experts at the NIH
who know how to keep your data safe will review each request carefully to reduce ri sks to your
privacy. Sharing your study data does have some risks, although these risks are rare. Your study data
could be accidentally shared with an unauthorized person who may attemptto learn youridentity.
The study researchers will make every attempt to protect youridentity.

You may notbenefitdirectly from allowing yourstudy datato be shared with NDA. The study data
provided to NDA may help researchersaround the world learn more about mental health and
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substance use and how to help others who have problems with mental health and substance use.
NIMH will also reportto Congress and onits website about the different studies using NDA data. You
will not be contacted directly about the study data you contributed to NDA.

You may decide now orlaterthat you do not wantyour study data to be added to the NDA. You can
still participate inthis research study evenif you decide that you do not wantyour data to be added
to the NDA. If you know now that you do not want yourdata inthe NDA, please tell the study
researcherbefore leaving the clinictoday. If you decide any time aftertoday that you do not want
your data to be added to the NDA, call or email the study staff who conducted this study, and they
will tell NDA to stop sharing your study data. Once your data is part of the NDA, the study
researchers cannot take back the study data that was shared before they were notified that you
changed yourmind. If you would like more information about NDA, thisis available on-line at
http://nda.nih.gov.

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/orothers. If this happens, there are no plans to provide money to you.

While you are participatingin this study, we may want to discuss with you about possibly
participatingin otherresearch studies at yourstudy site. Please indicate belowif you are willing to be
contacted about other research studies. We willnot contact you about future research studies once
your participationinthisstudyis complete.

O Yes, | agree to be contacted about otherresearch studies.

O No, | do not want to be contacted about otherresearch studies.

Study Results:
Study records will be maintained foratleast seven years afterall study procedures are complete, all

subject contact has ended, and the study is closed with the IRB. After that time, study data may be
destroyed oranonymized, meaningall links to direct identifiers will be destroyed. Any study datain
the medical record will be keptindefinitely.
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If you decide not to take part in this research study, it will not affect your treatment, payment or
enrollmentinany health plans or affect your ability to get benefits. Youwill geta copy of this form
afteritis signed.
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Part 2 of 2: STUDY SITE INFORMATION
Depressed Participants

Site Name: Vanderbilt University Medical Center
Site Principal Investigator: Alexander Conley, Ph.D.

Site Principal Investigator Contact: (615) 322-1073

Site Study Coordinator (if applicable): Carrie Williams

Site Study Coordinator Contact (if applicable): | (615) 936-2162

This part of the consent form includes information about the site that is as king you to participate in
this study and is specific to participation at your site only. Before making your decision, both the site-
specificinformation and the general study information should be reviewed with you. Yourmedical
record will contain a note saying you are in a research study and may contain some research
information about you. Anyone you authorize to receive your medical record will also get this
information.

Site specifickey information:

Overthe course of the study, you can expectto spendabout 27 hours completingall study related
procedures.

Site specific procedures and risks:

Blood sampling: We will draw up to 10 mL (about 2 teaspoons) of blood one time. This blood sample
will be used to measure inflammation. Pain, redness, soreness, bruising, orinfection may occur at the
needle stick site. However, thisriskis low. Blood willbe drawn by a phlebotomist using sterile
technique. Rarely some people faint. The study staff may put some cream (called EMLA) on your skin
to numbthe area so you will notfeel the needle stick as much. The numbing cream may make your
skin have a change in skin color, but thisis rare.

Risks of drug interactions: It is possible that receiving carbidopa/levodopa may change how your
regular medications, vaccines, or supplements work. Itisimportant that you tell the study staff about
any medications, supplements, or vaccines before you take them during the study.
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Risks that are not known: As withany research, there may be risks of participation orfromthe
study medicationthat we cannot predict. If you experience any unpleasant effects during this study
not mentioned in this consentform, please contact a study staff memberorstudy doctor as soon as
possible.

Site specificdetailed Information

Your medical record will contain anote sayingyou are in a research study and may contain some
research information about you. Anyoneyou authorize to receive your medical record willalso get
thisinformation.

We are requesting that you provide the name and contact information of your primary care provider.
If any clinically significant health findings arise from study procedures, we would liketoinform you

and your health provider of these findings. We ask that you designate your health care provider:

Name of health care provider

Phone number of health care provider

| do not have a healthcare providerordo not wantany information shared with my
healthcare provider. If results are shared with me, | am encouraged to share them with a healthcare
provider.

At the beginning of each virtual visit, you will be asked to confirm yourlocation. Virtual study visits
will needto occur whenyouarein aresidence orwork location. We ask that you keep your camera
on forthe duration of the visit. If you are unable to stay in one location for the entire visit, your visit
may be rescheduled. If you are unable/unwilling to provide yourlocation and keep your camera
turned on forthe entire visit, your visit willneed to be rescheduled to a different time, rescheduled
to an in personvisit, oryou may need to be withdrawn from the study.

Screening Visit:

Duringthe screeningvisit, Ablood sample may be collected. It will be discussed laterin this
document.

Baseline Period (Total Time: about 8 hours)
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Blood Sample: We will collectup to 10 mL (about 2 tsp) of blood for one time during the study. The
blood draw will occureitherat an in-person screeningvisit or during the baseline period. You will not
needtofast priorto the blood draw.

If you do nothave a dose challenge week, the chart below shows asummary of what will occur during
each visit:

Memory/
. Approx Questionnaires/ Blood Walk
Visit Time . Draw MRI .
Vitals Testing
Screening 3 hours X
Baseline 8 hours X X X X
Step 1 Week 1* -
Weekly Check-In 1 hour X
Step 1 Week 2* -
Weekly Check-In 1 hour X
Step 1Week 3 5.5 hours X X X
Step 1 Week 4* -
Taper Week 1 hour X
Step 2 Week 1* -
Weekly Check-In 1 hour X
Step 2 Week 2* -
Weekly Check-In 1 hour X
Step 2 Week 3 3 hours X X

*=|n-person, telephone, orvideo conferencing visit

Additional Information about MRI: The MRI scans are being done forresearch purposes ratherthan
for diagnosis. The scans will not be routinely examined by health professionals for potential
abnormalities. However, inthe eventanabnormality is detected by the investigators or the MRI
technologist, the scans willbe further examined by aradiologist and the investigator may encourage
you to consultyour physician orproviderreferrals forfurther evaluations. If yourhealthcare
providerwould liketo use the MRI for comparison with another clinical scanthat has already been
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obtained or may obtaininthe future, they may request acopy of the research scans if they are still
available.

Duringthe screeningvisit, you willhave an option to complete a “mock” MRI scan. Although no
actual scan is taken, youwill be able to experience the process (getting on and off the table, being
inside the scanning tube, hearing the sounds the machine produces during the scan) to make sure
you are comfortable with havingan MRI scan. Completingthe “mock” MRI scan will take about 30-45
additional minutes.

This MRI scanner has been used with research animals. Foryoursafety, we cleanthe scannerwith
bleach before and after yourscan as we do with scanners used only for patients.

Additional Information about your Medical Record: Your medical record will contain anote saying
you are in a research study and may contain some research information aboutyou. Anyone you
authorize toreceive your medical record willalso get thisinformation.

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

You will be compensated foryour participation based on how many visits/assessments you attend as
well asyour performance on the MRI tasks. You can receive up to $575. The table below shows how
much you will receive for completing each visit:

Visit Amount

Screening Visit $25.00

Baseline Period

Memory and Walk Testing $75.00
MRI Up to $150.00
Blood Draw $25.00

End of Step 1 Visit

Memory and Walk Testing $75.00

MRI Up to $150.00

End of Step 2 Visit
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Memory and Walk Testing $75.00

Up to $575 if you return the blood
pressure cuff
Up to S500 if you do not return the
blood pressure cuff

Total Compensation

If you are given ablood pressure cuff to use at home for the study and do notreturnit, you will not
be compensated forthe Baseline Period Memory and Walk Testing.

You will receive up to $150 for completing each MRIscan. You will receive atleast S90 as base pay
for completing each scan. You can receive an additional $S60 bonus per scan based on your
performance duringthe tasksinthe MRI scanner.

For one task, you will receive 20% of the total amountyou earned while completing the task (for
example, if you won $80 during the task, you will receive 20% of that amount, which is $16). For the
second task, you will complete several trials of the task that each contain several rounds. We will
selectthree rounds from each trial and pay you the amountyou won during those trials. Your total
bonus payment of up to $60 will be giventoyouin cash immediately afterthe scan. The $90 base
pay will be includedinacheck with the rest of your reimbursement.

The table below shows how much you will receive for completing each MRI scan:

Task Amount
Base Pay $90.00
Task Performance Up to $60.00
Total: Up to $150 per MRI

We will ask foryour Social Security numberand address before you are compensated for taking partin
this study. You may receive up to $575 fortaking part in this study. Thisamount may be taxable and will
be reportedto the Internal RevenueService (IRS).
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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
study drug, tests or assessments thatare being done only forresearch. However, you are still
responsible for paying forthe usual care you would normally receiveforthe treatment of yourillness.
Thisincludes treatments and tests you would need even if you were notin this study. These costs willbe
billed toyou and/oryourinsurance.

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 right to contact yourinsurance company to discuss the
costs of your routine care (non-research) further before choosing to be inthe study. You may choose
not to be inthis study if yourinsurance does not pay foryour routine care (non-research) costs and your
doctor will discuss othertreatment plans with you.

Text Message Fees
If you choose to receive text message medication reminders, standard text message rates/fees apply.
Payment in case you are injured because of this research study:

Ifitis determined by Vanderbiltand the Investigatorthatan injury occurred as a direct result of the

testsor treatments thatare done forresearch, thenyouand/oryour insurance will not have to pay
for the cost ofimmediate medical care provided at Vanderbilt to treat the injury.

There are no plansfor 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 for Vanderbilt
to give you money fortheinjury.

Whoto call for any questions or in case you are injured:
If you should have any questions about this research study orif you feel you have been hurt by being
a part of thisstudy, please feelfree to contact the study coordinator, Carrie Williams, at (615) 936-
2162 or the principal investigator, Dr. Alexander Conley, at (615) 936-1552. If you cannot reach the
research staff, please call the study doctor, Dr. Patricia Andrews, at (615) 875-3722.

For additional information about giving consent or yourrights as a personin this study, to discuss
problems, concerns, and questions, orto offerinput, pleasefeelfree to call the Vanderbilt University
Medical Center Institutional Review Board Office at (615) 322-2918 or toll free at (866) 224-8273.
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Confidentiality:
Your paperresearch records will be keptinlocked filing cabinets within locked rooms, and only the
site research team will have access.

Blood samples will be leaving Vanderbilt University Medical Centerforanalyses of levels of
inflammatory markers. They willbe sentto Emory University to measure inflammation markers.
These samples will be deidentified. This means they will only include your study -created
identification number, the type of blood sample, and the date of blood collection.

Disclosuresthatyou consenttoin this documentare 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.

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
signingthis document, you agree that your health care providers (including both Vanderbilt
University Medical Center and others) may release your private health information to us, and that we
may use any and all of yourinformation that the study team believesit needs to conduct the study.
Your private information may include things learned from the procedures described in this consent
form, as well asinformation 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 researchers
and theirstaff. Additionally, we may share yourinformation with other people at Vanderbilt, for
example if needed foryourclinical care or study oversight. By signing this form, you give permission
to the research teamto share yourinformation with others outside of Vanderbilt University Medical
Center. This may include the sponsor of the study and its agents or contractors, outside providers,
study safety monitors, government agencies, othersitesinthe study, datamanagers and other
agents and contractors used by the study team. We try to make sure that everyone who seesyour
information keeps it confidential, but we cannot guarantee thatyourinformation will not be shared
with others. If yourinformationis disclosed by your health care providers orthe research teamto
others, federal and state confidentiality laws may no longer protectit.
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Do you have to sign this Authorization?
You do not have to sign this Authorization, butif you do not, you may not join the study.
How long will your information be used or shared?

Your Authorization forthe collection, use, and sharing of yourinformation does not expire.
Additionally, you agree thatyourinformation may be used forsimilarorrelated future research
studies.

The study results will be keptinyourresearchrecord forat least six years afterthe study is finished.
At that time, the research datathat has notbeen putin your medical record will be keptforan
unknown length of time. Any research data that has been putinto your medical record will be kept
for an unknown length of time.

What if you change your mind?

Unlesstold otherwise, yourconsentto use or share your PHI does not expire. You may change your
mind and cancel this Authorization at any time. If you cancel, you must contact the Principal
Investigatorinwritingtoletthem know. The mailingaddressis 1601 23rd Avenue South, Nashville,
TN 37212. At that time, we will stop gettingany more dataaboutyou. Your cancellation will not
affectinformation already collected in the study, orinformation that has already been shared with
others before you cancelled yourauthorization. The health datawe stored before you withdrew your
consent may still be used for reporting and research quality.

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

Date of IRB Approval: 12/30/2025
Date of Expiration: 05/27/2026



Institutional Review Board
Informed Consent Document for Research
STUDY SITE INFORMATION

Study Title: Dopaminergic Dysfunction In Late Life Depression (D3 Study)
Version Date:  12/11/2025

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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