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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:
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:

You are beingasked totake part inthis research study because nearly 300 millionindividuals have
diabetes worldwide and the prevalence isrising. Over one-third of diabetic patients willdevelop diabetic
retinopathy (DR). Five to 10% of these individuals will suffer from vision-threatening complications. DR
progressesin many patients despite preventable measures such as blood sugarand blood pressure
control. DR remains the leading cause of legal blindness among working-age adults. Current diagnostic
testsfail toidentify early disease stages or predict disease progression. Consequently, newbiomarkers
and therapeuticstrategies are needed.

We will enroll 200 adult type Il diabetic patients, aged 18 years or greater. We will also enroll 100age-
matched patients without diabetes who are undergoing unilateral vitrectomy surgery for non-
inflammatory conditions such as epiretinal membrane or macular hole. Removed aqueous fluid that is
typically discarded will instead be collected and stored. Aqueous fluid will be tested forinflammatory
markersto provide areference level for cross-comparison analysis.

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

You do not have to be inthisresearch study. You may choose not to be inthis study and 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, you willbe
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told so that you can decide whetherornot yousstill wantto be in thisstudy. 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.

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

You will be questioned about side effects at each study visit. Topical ketorolac (Acuvail PF 0.45%) has the
greatest body of literature affirmingits safety and has been used chronically (off-label) foryearsin many
patients, but rare associations with corneal melting have been reported. Additional side effects are also
rare but can occur, these include:

e 1% to 6%: Ophthalmic: Burning sensation of eyes (transient; Acuvail PF 0.45%: 1% to 6%).
Central nervous system: Headache (1% to 6%). Hypersensitivity: Hypersensitivity reaction (over-
reactionto light).

Ophthalmic: Blurred vision (1% to 6%), conjunctival hyperemia (redness of the white area of the
eye)(1%to6%), corneal edema (swelling of the cleararea of the eye) (1% to 6%), eye pain (1%
to 6%), increasedintraocular pressure (increased pressure in your eyes) (1% to 6%), lacrimation
or tearing (more than normal watering of the eye) (1% to 6%), corneal infiltrates (small hazy
grey areas on the clear part of the eye) (1% to 5%), ocular edema (eye swelling) (1% to 5%), eye
irritation, iritis (inflammation of the colored area of the eyes), ophthalmicinflammation (eye
immune reaction), superficial keratitis (inflammation of the cleararea of the eye), superficial
eye infection

A safety monitoring committee, including cornea expert, will review any adverse events.

Aqueous biopsies are performed routinely and are generally considered minor procedures. Risk of
bleeding andinfection can occurbut are rare. The principle investigator and co-investigator Dr. Sapna
Gangaputra are well experiencedin this procedure having performed over 1000 of them collectivelyin
the standard care of patients with retinal disease and ocular inflammation.All topical NSAIDS used in this
study are FDA-approved.

This study will be capturing some information about you thatincludesidentifiable, personalinformation,
like yourdate of birth. The study has proceduresin place to protect that information. There isachance
that a loss of that protection could occur. Thiswould be a loss of confidentiality. Please seethe
“Confidentiality” section below for more information.

Risks that are not known:
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Because thistreatmentisinvestigational, meaning non-FDA approved, there may be risks that we do not
know about at thistime. The followingrisks may include: the fluorescein corneal staining test may be
uncomfortable if youreyes are very dry, the blotting paperfeels scratchy as it touches youreyes, and
the dye could stinga little bit orslightly stain yourskin, but those willgo away quickly. Your doctor may
use numbing drops to make the test more comfortable. Otherrisksincludean allergenicreactionif you
are allergictofluorescein (dye) or proparacaine (numbing drop).

Good effects that might result from this study:
The benefits to science and humankind that might result from this study:
- Delayed onset and progression of Diabetic Retinopathy and Diabetic Macular Edema

Procedures to be followed:

You will undergo acomplete baseline ophthalmicexamination of both eyesincluding best corrected
visual acuity (how well your eyes can see with corrective lenses, if needed, intraocular pressure (10P)
measurement (measure of the pressureinside the eye using numbing drops and a special device that
gently touching the front surface of the eye), slit-lamp examination (the doctor will take aclose look at
your eye withabrightlightand a special microscope, dilated funduscopic examination (eye drops will be
placedinside both eyesto enlarge the pupiland the doctorwill look atthe inside back surface, orretina,
of youreye witha brightlightand a special lens), Spectral Domain Optical Coherence Tomography (
SDOCT: a certified ophthalmic photography technician will obtain sub-surface images of the inside back
surface, or retina, of youreye at a resolution equivalentto alow-power microscope. Itis effectively
‘optical ultrasound’, imaging reflections from within tissue to provide cross-sectionalimages, optical
coherence tomography angiography (OCTA: similar to SDOCT that will be used to help assess the health
of the blood vesselsin the back of the eye), Schirmer’s testing (your eyes will be numbed with adrop,
and a strip of paperwill be placedinthe lowereyelidto collecttearsin orderto determine how well
your eyes are producingtears, Optos (Optomap Retinal Exam) color fundus photography of the macula
and 7-field photographyof the peripheral retina (color photographs will be taken of the inside back
surface, or retina, of youreye), as well as specular microscopy (magnified reflected lightimages of the
cell layerof the back surface of the clearfrontlayer of the eye, orcornea, to help determinethe corneal
health) . You will have serum blood glucose and HbA1lctested and will undergo bilateral aqueous fluid
biopsies at baseline. The aqueous fluid biopsy tap will occurin clinicwith all aseptic precautions. The
aqueous fluidisthe fluidinsidethe eye thatis constantly being produced and drained within the eye
itself and occupies the front chamber of the eye fromthe cornea (the front clear covering of the eye) to
immediately behind the pupil and around the lens. This area of the eye is also called the anterior
chamber. Duringthe biopsy/tap procedureyoureye willbe numbed with anumbingdrop and sterilized
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with an antibioticdrop. The doctor will thenremove avery small amount of aqueous fluid from the
anteriorchamber of the eye with a small needle and syringe through the cornea, or clear part of the
eye. This aqueous humor sample will be stored in Dr. Kim's lab. At the baseline visit, if youarein the
moderate NPDR group, you will be randomized, like flipping a coin,into either the active treatment
group (Acuvail PF) orthe placebo-control (preservative-free artificial tears) group.

If you are randomized to either Acuvail or placebo-control (preservative-free artificial tear) you will be
instructed toapply 1 drop of study or control medication 2times dailyin youreyesandthento close
them for 5 minutestoimprove absorption. The Investigational Drug Service at Vanderbilt will obtain
study drugs and dispense them to patients at each visit. You will continue treatment for 3years, the
duration of the study.

Physicians, patients, coordinators and research assistants are masked to the content of the drops and
they will be dispensedinsimilarappearing bottles with similar consistency and appearance of the drops,
so neitheryou, Dr. Kim or any of his study staff will know if you are receiving Acuvail or artificial tears

You will followwith Dr Kim and Dr Gangaputra every 4 months for 3 years. Ateach follow up visit, you
willundergoafull examto evaluate for any AE’s and repeatall testingthat was done at baseline - best
corrected visual acuity, intraocular pressure (IOP) measurement, slit-lamp examination, dilated
funduscopicexamination, SDOCT, optical coherence tomography angiography (OCTA), Schirmer’s
testing, colorfundus photography of the maculaand 7-field photography of the peripheralretina, as
well as specular microscopy, serum blood glucose, HbAlcand bilateral aqueous biopsies.

You will have ayellow dye added to the eye to complete an oxford grading corneascale at each visit;
graded from severity O (absent) to 5 (severe)fordry eye. If a grade 1-2, you will be advised to use more
lubrication, if grade 3 or higher, you will be sentto a cornea evaluation (dry eye specialist). An ocular
surface disease index (OSDI) questionnaire will be performed by you yearly fordry eye.

The purpose of this studyis to look at genes (DNA) and how they affect health and disease. Genes are
the instruction manual foryourbody. The genesyou get from your parents decide what you look like
and how your body behaves. They canalsotell usa person’srisk for certain diseases and how they will
respondto treatment.

You are beingaskedtogive a blood forgeneticresearch. Whatwe learn about you from this sample wiill
not be put inyour healthrecord. Noone else (like arelative, boss, orinsurance company) will be given
your test results.
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A single blood samplewillbe drawn froma veininyourarm usinga needle. This will take about 15
minutes of yourtime. You may feel bothered or pained fromthe needle stick. You may have a bruise or
the site may getinfected. Itisrare, but some people faint.

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. Ifthis happens, there are no plansto provide moneytoyou.

At any time, you may ask to have yoursample destroyed. You should contact Dr. Kim at 615-936-2020
2311 Pierce Ave Nashville, TN to have your sample destroyed and no longerused forresearch. We will
not be able to destroy research data that has already been gathered usingyoursample. Also, if your
identity was removed from the samples, we will not be able to locate and destroy them.

There will be no costs to you for any of the testsdone on yoursamples. Youwill notbe paidfor theuse
of yoursamples.

Onerisk of giving samples for this research may be the release of your name that could link you to the
stored samples and/orthe results of the testsrun on yoursamples. To prevent this, these samples will
be givena code. Only the study staff will know the code. The name that belongs to the code will be
keptina lockedfile orina computerwith a password. Only Dr. Kim, and the research team will have
access to yourname.

Your samplesandinformation about you may be shared with othersto use for research. To protect
your privacy, we will not releaseyourname.

Healthinsurance companies and group health plans may not use your geneticinformation when making
decisions regarding your eligibility or premiums.

Your sample will be used to make DNA that will be kept foran unknown length of time (maybe years) for
future research. The sample will be destroyed whenitis nolongerneeded.

You will not receive any benefit as a result of the tests done on your samples. These tests may help us
learn more about the causes, risks, treatments, or how to prevent this and other health problems.
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Payments for your time spent taking part in this study or expenses:

The study will provide $25 dollarvisa check cards to patients to covertheirtravel cost. Patients will
receive a$50 visacheck card to compensate forthe longerappointmenttimes, orlongertravel times.
The study will provide compensation for co-pays.

Costs to you if you take part in this study:

Thereis no cost to you for taking part in this study.

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
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 plansforVanderbiltto
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 Dr. Stephen Kim at 615-936-2020. If you cannotreach the
research staff, please page the study doctor at 615-936-2020

For additional information about giving consent oryourrights as a personin this study, to discuss
problems, concerns, and questions, orto offerinput, please feelfree to call the VUMC Institutional
Review Board Office at (615) 322-2918 or toll free at (866) 224-8273.

What will happenif you decide to stop beingin this study?
If you decide to stop being part of the study, you should tell your study doctor. Decidingto not be part
of the study will not change yourregular medical care in any way.

Clinical Trials Registry:

A description of this clinical trial will be available on www.clinicaltrials.gov, asrequired by U.S. Law. This
website will notincludeinformation that canidentify you. At most, the website will include asummary
of the results. You can search this Web site at any time.

Confidentiality:
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The investigators/study team will take all appropriate measures to ensure that the anonymity you will
be maintained accordingto Good Clinical Practice (GCP). You will be identified by your patient
identification number, only, on case report forms or other documents submitted to the sponsor.
Documents that will not be submitted tothe sponsor (eg, signed Informed Consent Forms/subject ID
log) will be keptin strict confidence and underlock and key in the Clinical Trials Department office.
Deidentified OCTA scans will be sentto NYEE foranalysis viaoursecure sFTP (Accelion). The original
scans will reside on parent software (Optovue).

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, insome cases, to
refuse to give outyour information evenif requested using legal 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 that you consenttoin this documentare not protected. Thisincludes putting research data
inthe medical record orsharing 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 benefitas aresult of the tests done
on your samples. These tests may help us or other researchers learn more about the causes, risks,
treatments, or how to prevent this and other health problems.

Study Results:
Anyinformation about you may be made available to others to use for research. To protectyour

privacy, we will notrelease yourname. Youwill not receive any benefit as a result of the tests done.
These tests may help us or other researcherslearn more about using topical NSAID’s forthe prevention
of DR.

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
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Centerand others) may release your private health information to us, and that we may use any and all
of yourinformationthatthe study team believesit needsto conduct the study. Your private
information may include things learned from the procedures described in this consent form, as well as
information from your medical record (which 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 healthinformation include the researchersand
theirstaff. Additionally, we may share yourinformation with other peopleatVanderbilt, forexample if
needed foryourclinical care or study oversight. By signingthis form, you give permissionto the
research teamto share your information 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 otheragents and
contractors used by the study team. We try to make sure that everyone who sees yourinformation
keepsitconfidential, but we cannot guarantee that your information will not be shared with others. If
your informationis disclosed by your health care providers or the 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, but if 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 forsimilaror related future research studies.

What if you change your mind?

You may change your mind and cancel this Authorization atany time. If you cancel, you must contact the
Principal Investigatorin writing to let them know by using the contactinformationprovidedin thisconsent
form. Your cancellation willnot affectinformation already collected in the study, orinformation that has
already been shared with others before you cancelled your authorization.

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

Date of IRB Approval: 10/03/2023 Institutional Review Board

Date of Expiration: 10/02/2024 VANDERBILT



VUMC Institutional Review Board 9
Informed Consent Document for Research

Study Title: IN flammatory MediatorS in the Pathophyslology of Diabetic REtinopathy (INSPIRE)

Study — DIABETIC GROUP

Version Date: 04 /NOV/2022
PI: Stephen Kim, MD

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

Legally Authorized Representative (if applicable):

Date Signature

Relationship tosubject

Impartial witness (ifapplicable):

Date Signature
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There will be no costs to you for any of the tests done on your samples. You will not be paid for the use of
your samples.

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

[ Yes J No

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

[ Yes J No

Signature: Date:

Date of IRB Approval: 10/03/2023 Institutional Review Board

Date of Expiration: 10/02/2024 VANDERBILT



