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The followingis given to you to tell you about this research study. Please read this form with care and
ask any questions you may have about this study. Your questions will be answered. Also, you will be
given a copy of this consent form.

Key Information:
The first section of this document contains some key points that the research team thought you
would find important. The study is described in more detail after this section. If you do not
understand something, please ask someone.

Key information about this study:

We are askingyou to take part in this study that looks at whetherguanfacine administered intoyour IV
(smalltubeinyourvein) can treat confusionin patientsinthe ICU, called ICU delirium. If you agree to
participate, and begin to become confused whilein the ICU, we will give you guanfacine or placebo
(fluid without any active medication). We will also collect datawhile you are in the hospital. Some of
this data will come from you or your surrogate. We will also contact you with questions three different
times afteryouleave the hospital. These visits will happen approximately 1, 3, and 6 months afteryou
leave the hospital. We willalso draw small amounts of blood twice while you are in the hospital. We will
try to draw blood from tubes already in yourvein orartery to minimize discomfort. There is no cost to
you to take part inthe study. The risks of guanfacine include sleepiness, tiredness, nausea, dry mouth,
low blood pressure, and stomachache. One otherriskisloss of privacy. We have strong measuresin
place to protect participant privacy like storing dataon secure servers andinlocked rooms. You may
benefitdirectly if guanfacine helps reduce yourdelirium or confusion but thisis not guaranteed.

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

You are beingasked to take part in this research study because you are criticallyillinthe intensive care
unit (ICU) at high-risk for having delirium, atype of confusion that happensalot with ICU patients.
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This confusion (delirium) is common, and we don’t know how best to prevent ortreat it. Delirium can
lead to longer hospital stay, a higherchance of death, and an increased risk of long-term thinking
problems. There isno medicine proven orapprovedtotreatdelirium, yet many different drugs are used.
The purpose of thisstudyis to learnif a drug called guanfacine works to treat this delirium. In this st udy,
you will be randomly assigned, like the flip of acoin, to 1 of 2 groups. One group will receive guanfacine
inan intravenous (1V) catheter whichisasmall tube in your vein used to administer medicines and
fluids. One group will receive placebo (aclearliquid withno drug) inan IV catheter. The Food and Drug
Administration (FDA) has given permission to the investigators to give the study drug through your IV
instead of in your mouth or through a tube in your nose or mouth. The study will monitor how this drug
affects confusion (delirium) and thinking. Guanfacineis approved by the FDA to treat other medical
conditions andis used by many doctors to treat delirium. But, itis not yetknown whetherguanfacineis
effectiveforconfusion (delirium)in the ICU, anditis not approved by the FDA to treat this confusion,
makingits use investigational in this study. Some patients have thinkingand memory problems after
theyleave the ICU. We alsowant to learnif guanfacine canlessen memory and thinking problems for
patients who go home fromthe hospital. About 100 patients will take partin this study at Vanderbilt.
You will be followed forthe duration of your hospital stay and forapproximately 6 months afteryou
start receiving study drug (phone only after you leave the hospital).

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 affectthe risks or benefits of this study, you will be
told so that you can decide whetherornotyoustill 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 thisinformation.

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

You may experience one or more of the risks indicated belowfrom beingin this study. In addition to
these, there may be otherunknown risks, orrisks that we did not anticipate, associated with beingin
thisstudy.

Guanfacine

Common side effects (Affects between 1in 100 and 1 in 10 people): drowsiness, tiredness, nausea, dry
mouth, low blood pressure, stomachache.

Uncommon or rare side effects (affects between 1in 10,000 and 1in 100 people): confusion, slow heart
rate, headache, constipation, vomiting, weakness, allergicreaction.
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Most of these side effects are reported to occurless often and are of less severity than otheragents
commonly used to treat patients foragitation and confusionin the ICU. The study drug will only be
administered while youare inthe ICU, have confusion, do not have toolow of blood pressure or heart
rate, and are on close monitoringforyourcurrentillness. Thus, while receiving study drug, you will be
closely monitored forthese side effects. The ICU clinical team will be immediately available to manage
any side effects if seen, and the study team will decrease the dose of study drugand/or stop study drug
ifthese side effects are seen.

DrawingBlood
There are no major risks associated with drawing blood. You may experience minor discomfort, bruising

or sorenessfromthe needle. Samplingfrom aneedle very rarely causesinfection. Blood draws will be
done by a trained professional. We will usually take blood fromtubesthatare alreadyinyourveinor
artery. If youdo nothave a tubeina veinorartery, then we will getthe blood withaneedle. Pain,
redness, soreness, bruising, orinfection may occurat the needle stick site. Rarely some people faint.
The study doctor may put some cream (called EMLA) on your skinto numb the area so you will not feel
the needle stick as much. The numbing cream may make your skin or the area have a change in skin
color, but thisisrare.

Follow-up Phone-call Assessments

Assessments of your thinking, quality of life, and physical function may be tiring for some individuals. To
minimize this possible discomfort, breaks are encouraged and scheduled within the session. Inthe event
that you appear to be undertoo much strain, sessions will be discontinued. The small possibility exists
that you may experience adegree of emotional discomfort related to learning about the existence or
severity of thinking problems.

Loss of Privacy
Participationinanyresearch study, including this one, may involve aloss of privacy, and absolute

confidentiality cannot be guaranteed. To minimize this risk, all information collected on paperwill be
keptinlockedfile cabinets. Information collected on computerwill be password protected and stored
on asecure network. All data keys will be stored separately and securely. Only study personnelwill have
access to the study data.

Risks that are not known:
Because thistreatmentisinvestigational, meaning non-FDA approved, there may be risks that we do not
know about at thistime.
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Good effects that might result from this study:
The benefits to science and humankind that might result from thisstudy: We hope this helps us find ways
to treat delirium in ICU patients.

The benefits you might get from being in this study: You may or may not directly benefit (i.e., less
confusion or thinking problems) if you receive guanfacine in this study.

Proceduresto be followed:
Whenvyou are in the ICU, thiswill happen:

We will collectinformation about your age, sex, race, and your pastand present medical
history. We will ask your family questions about your previous activities of daily livingand
ability tothink clearly.

You will be assessed twiceaday for confusion.

Your sedation and pain management willbe handled justasitis normally by your doctors.
You will receiveotherinterventions and monitoring to prevent and manage delirium, which
include stimulation of thinking, use of hearing aids/glasses, pain levelmonitoring, sleep
hygiene, and muscle exercises.

Female patients of childbearing potential will receive a pregnancy testforresearch only, if
you have not already had one completed forroutine care. If the pregnancy testis positive,
you will be excluded from the study.

If you become confused and develop delirium, this will happen:

You will be randomly assigned to one of the 2 study groups. You have an equal chance of
gettingassigned to either of the groups. You, your family, the clinical teams, and the study
staff will not know to which drug you have been assigned. Only the pharmacy will know
whetheryou have been assigned to receive guanfacine or placebo.

For research only, while you are inthe ICU and confused, you willreceive study drug
throughyour IV for upto 14 days, or until you leave the ICU (whichever happensfirst).

You will be monitored closelyforany side effects from the medications (slow heart rate, low
blood pressure, decrease wakefulness, etc.). You will also be monitored for otherthings that
influence confusion: labs, vital signs, other medications, physical activity, and sleep
problems.

The first 2 days you are confused, we willdraw some blood forresearch only (using already
existinglinesinyourvein when possible, to avoid extrablood sticks) to evaluate changesin
your blood. The amount of blood collected willbe less than 1% tablespoons each time, fora
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total of 3 tablespoons. Forall otherlaboratoryvalues, we will use whatever your doctor has
ordered.

Whenvyou get out of the ICU, this will happen:

e We will collectinformation about your hospital course.

o You will be assessed once aday for confusion.

e Before hospital discharge you will be asked some questions about your ability to think
clearlyand your experiencesinthe ICU.

e You will be followed by phone forapproximately 6 months after you start to receive study
drug. We will call youat 1 month, 3 months, and 6 months to ask about your ability to think
clearly, your quality of life, and your mobility and function. This should take about 1 hour.

Importantly, a small percentage of patients enrolled in the study will never become confused, so they
will never receive study drug orfollow up phone calls.

If you agree to participate in this study, we will save your contactinformation and contact you about

future studies.

Overview table of study activities

.. In the After hospital
Activity Enroliment hospital Tedeie
Collect baseline health and activity X
information
Collectinformation aboutyourcurrent X
illness and hospital course
Assess forconfusion X Daily
Guanfacine or placebo administration Daily up to
(ifyou have confusion) 14 days
Blood draws Days 1 and 2
Safety assessments Daily
Telephone questions about thinking, 1,3, and6
quality of life, physical function months
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Payments for your time spent taking part in this study or expenses:

If you are enrolled and randomized to receive study drug, you will be paid for participation in this study.
Afteryou return home from the hospital, you willreceive $25 for completingthe follow-up phone call
assessmentat 1 month, $25 for completing the follow-up phone call assessment at 3 months, and $25
for completing the follow-up phone call assessment at 6 months. The total compensation you may
receiveisupto S75.

Costs to you if you take part in this study:

If you agree to take part in this research study, you and/oryourinsurance will not have to pay forthe
testsand treatmentsthatare being done only forresearch. However, you are still responsible for
payingforthe usual care you would normally receive forthe treatment of yourillness. Thisincludes
treatments and tests you would need evenif youwere notinthis study. These costs will be 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 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 beinthisstudyif 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 Vanderbilt and 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 Vanderbiltto 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.

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 beinga
part of thisstudy, please feel freeto contact Dr. Christopher Hughes at (615) 936-6268. For additional
information about giving consent oryourrightsas a personinthis study, to discuss problems, concerns,
and questions, orto offerinput, pleasefeel free to call the VUMC Institutional Review Board Office at
(615) 322-2918 or toll free at (866) 224-8273.
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Reasons why the study doctor may take you out of this study:

The study doctor may take you out of this study if his/herjudgment suggests thatis betterforyou. This
decision may be based on new information about your condition orthe study risks and bene fits. If you
are taken out of the study, you will be told the reason.

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. If you decide to stop being part of the
study, we may continue to access your medical record to complete study follow-up. If you choose to
withdraw your consent forus to access your medical record, we ask that you contact Dr. Christopher
Hughesinwritingto let him know. His mailingaddressis 1211 21st Avenue South, 422 MAB, Nashville,
TN 37212.

Clinical Trials Registry:

A description of this clinical trial will be available on www.clinicaltrials.gov, as required 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:

The information collected about you during the research study will be securely stored in the Critical
Iliness, Brain Dysfunction, and Survivorship (CIBS) Center at Vanderbilt University Medical Center. Your
personal information will not be shared. You will be assigned astudy ID numberupon enrollmentinthe
study. All datawill be enteredinto asecured password protected database. Only study staff will be able
to access study records. The research samples of blood will be stored inasecuredlocation at Vanderbilt
University Medical Center by Dr. Hughes and his research staff indefinitely. Blood samples will be coded
so that identifiable information cannot be linked back to the samples without access to the code key.
This code will be securelystoredin CIBS Centerand accessible only to study staff.

This study has support from the National Institutes of Health (NIH), and your study information is
protected by a Certificate of Confidentiality. This Certificate allows us, in some cases, torefuse to give
out yourinformation 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.

Date of IRB Approval: 08/30/2023 Institutional Review Board

Date of Expiration: 08/29/2024 VANDERBILT



VUMC Institutional Review Board 8
Informed Consent Document for Research

Study Title: M aximizing trEatment of Neurological Dysfunction using INtravenous Guanfacine
(MENDING) study

Version Date: 12/5/2022

PI: Christopher G. Hughes, MD, MS

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:

Anysamplesandinformation aboutyou may be made available to othersto use for research. To
protectyour privacy, we will notrelease yourname. Youwill notreceiveany benefitasaresult of the
testsdone onyour samples. These tests may help us or otherresearcherslearn more about the causes,
risks, treatments, orhow to prevent thisand other health problems. Your samples may be used to make
new products or tests. These may have value and may be developed and owned by the study staff,
Vanderbilt University, Vanderbilt University Medical Center, and/or others. If this happens, thereare no
plansto provide moneytoyou.

Study Results:
There are no plans to share study results with participants.

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. All efforts,
withinreason, willbe made to keep yourinformation private. By signing this 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 your information that the
study team believesitneedsto conduct the study. Your private information may include things learned
fromthe procedures described inthis consentform, as well asinformation from your medical record
(which mayinclude information such as HIV status, drug, alcohol or STD treatme nt, genetictest results,
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 signingthisform, yougive permissionto the
research teamto share your information with others outside of Vanderbilt University Medical

Center. Thismayinclude the sponsor of the study and its agents or contractors, outside providers, study
safety monitors, government agencies, othersitesin the 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 yourinformation will not be shared with others. If
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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, butif you do not, you may not join the study.

How long will your information be used or shared?
Your Authorization for the collection, use, and sharing of yourinformation does not expire. Additionally,
you agree that your information may be used for similar or 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 Investigator, Dr. Christopher Hughes, in writing to let them know by using the contact
information provided in this consentform. Yourcancellation will not affectinformation already
collectedinthe 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
enrollmentin any health plans or affect your ability to get benefits. You will geta copy of this form
afteritis signed.
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STATEMENT BY PERSON AGREEING TO BE IN THIS STUDY

Patient/Volunteer INITIAL Self Consent:

[] 1 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.

Patient/Volunteer RE-CONSENT after prior surrogate consent:

[ ] My legal representative gave his/herconsent for me to be in this research study. This is
because | was not able to make decisions on my own due to my iliness. My condition has now
improved. | am now being asked to decide whetherto continue to be in this study. My decisionis
voluntary. This means the decisionis up to me. | have read this consentform and the research
study has been explained to me verbally. All my questions have been answered. My decisionto
continue is checked below:

[]1agree to continue in the study.
[] 1 do not agree to continue in the study.

Signatures:
Patient/Volunteer Date (mm/dd/yy)
Witness (only needed if Patient/Volunteeris Print name and title Date (mm/dd/yy)

physically unabletosignforself)

Person Obtaining Consent Print name and title Date (mm/dd/yy)
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Health Care Decision-Maker/Surrogate Consent

l, [name of decision-maker/surrogate],

am the [state relationship to participant]

of [state participant’s name].

| have read the informed consentdocumentorit has been explained to me. | have had the opportunity
to ask any questions and all of my questions have been answered. | have beeninformedthatan
investigational treatment may be administered to
[participant’s name]. | believe receiving such treatment would be in the interests of
[participant’s name] and is consistent with what he/she would have decided
had he/she beenabletodoso.

Your decision to allow your family member/friend to participate in this research study is voluntary. You
may choose notto allow his/her participation and he/she willreceive alternative treatments without
affecting his/her healthcare/services orotherrights. You are also free to withdraw him/herfrom this
study at any time. Inthe event new information becomes available that may affect the risks or benefits
associated with thisresearch study oryourwillingness to allow continued participation in this research
study, you will be notified so that you can make an informed decision whether or notto continue your
family member/friend’s participation in this study.

Your family member/friend will periodically be re-evaluated for the capacity to give consent. If he/she s
foundto be capable, continued participation in this study would only occur with his/her consent.

Signatures:
Health Care Decision-Maker/Surrogate Date (mm/dd/yy)
Person Obtaining Consent Print name and title Date (mm/dd/yy)
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