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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 more than one location. 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 specific
to 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:

We are inviting you to be in a research study because you are a healthy person and 18-49 years old.
You can choose if you want to participate. You do not have to be part of thisstudy. If you agree to be
inthe study, youwill be one of about 36 people whotake partin this study. You can stop beinginthis
study at any time. If we learn something new that may affect the risks or benefits of taking partin this
study, you will be told so you can decide whether or notyou still wantto be in this study.

Whyis this study being done? We are testing an antibody called human monoclonal antibody 228
(EV68-228-N), that we think will help fight againstavirus called Enterovirus D68 (EV-D68). EV-D68 has
been linked to severerespiratory and neurological disease such as acute flaccid myelitis (AFM). EV-D68
can cause anillnesslike polioinyoungchildren.

Right now, there are no approved treatments to prevent the severeillness EV-D68 can cause.

The main reason forthis research study is to assess the safety of a monoclonal antibody against EV-D68
thatis called EV68-228-N.
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Thisstudyis funded by the National Institutes of Health (NIH), Division of Microbiology and Infectious
Diseases (DMID), National Institute of Allergy and Infectious Diseases (NIAID), Infectious Diseases Clinical
Research Consortium (IDCRC) and is being conducted at 2 sitesinthe USA. There will be a total of about
36 people enrolled into this study.

Study Overview

If you agree to take part in this research study, your participation will last forabout 4-6 months. You will
be randomly assigned by chance to receive an infusion that contains eitherthe antibody (EV68-228-N)
or a placebo. There’saboutan 83% chance that you’ll receive the antibody. If you consentto
participate, you will come to the clinicfor 10 visits, including ascreening visitto see if you are eligible to
bein the study.

Duringyour study visits you will have:
o physical exams, and we will review your health history
o blooddrawsand electrocardiograms (ECGs) to make sure you are healthy enough to be
inthe study and that you remain healthy afterthe infusion
o oneinfusion of eitherantibody (EV68-228-N) or placebo
o blooddrawsto testhow longthe antibody staysinyourbody
o blooddrawsto testif your body makes itsown antibodies against EV68-228-N

Thereis no direct benefitto you from participatingin this study. You will be compensated foryourtime.
You will not have to pay for any of the research tests, study procedures or study product. There are
some risks to participating. The mainrisks are discomfort from the blood draws and the needlestick for
the infusion. Otherrisksinclude loss of privacy and breach of confidentiality. All the expected risks are
listed laterinthis document.

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

Purpose of the Research Study

We are testing the safety of a human monoclonal antibody 228 against a virus called Enterovirus D68
(EV-D68) in healthy adults. EV-D68 has been linked to severe respiratory and neurological disease such
as acute flaccid myelitis (AFM). EV-D68 can cause an illness like polioin young children. AFMoutbreaks
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happenall overthe world, including in the United States. Inthe United States, AFM outbreaks happen
every otheryearand around the same time as when people getsick from EV-D68. We now see strong
connections between EV-D68and the presence of AFMand polio-likeillnessin children.

Right now, there are noapproved treatments for preventing the severe illness caused by EV-D68. We
need ways to prevent severe illness from EV-D68, and an infusion of an antibody that fights EV-D68
could be one way to do this. Aninfusionisaslow, steady introduction of aliquid into the body through a
vein.

Human monoclonal antibody 228 (EV68-228-N) is an antibody that was developed from patients
recovering from EV-D68disease. Evidence suggests thatitcan help preventsickness from EV-D68,
including AFM. The mainreason for thisresearch study isto assess the safety of EV68-228-N.

We will enrollabout 36 people into this study. Three groups of 10 people will receive the EV68-228-N
infusion, and three groups of 2 people will receive a placebo alone. The placebo in this studyisan
infusion that contains noantibodies. There isaboutan 83% chance of receivingthe infusion with the
antibody. Thiswill be decided randomly. The study is “blinded” meaningthat neither you northe study
team will know if you got antibody or placebo.

To qualify forthis study, you are:
e Willingandable tounderstand and provide written informed consent before startingany study
procedures
e 18-49 yearsold
e Notpregnantand not planningto become pregnant duringthe study
e Notlactating

To qualify for this study, you agree to:
e Forfemales: Use contraceptionforthe whole study. Study staff will talk with you about
acceptable forms of birth control.
e Notdonate ova or oocytes during the study
e Notdonate blood or blood products during the study

You cannot be inthis study if you:
e Arecurrentlyenrolledinoryou planto participate inanotherclinical trial with astudy drug that
will be received during your enrollmentin this study
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e Havea history of majorallergiesto any of the compoundsinthe infusion

e Have any history of an infusion reaction to any biologic product

e Thereare otherreasons whyyou might not be eligible for this study, and the study staff will
checkfor these inthe screening process.

To be inthe study, you must sign this consent form. You must also be able to:
e Understand, agree toand follow all study procedures
e Cometotheclinicforall study visits
e Tellusabout anychangesin yourhealth or the way you feel
e Tellusifyou wantto stop taking part inthis study at any time

What Are the Risks of This Study?

There are risks to taking part in any research study. There may be adverse events (side effects) not
known at this time and/or potentially life-threatening side effects. Additionally, all drugs have a
potential risk of anallergicreaction, which if nottreated rightaway, could become life-threatening.

Ask the study clinician if you have questions about the signs or symptoms of any side effects thatyou
read about inthis consentform. You should also tell the study clinician or study staff if you have any side
effects while participatingin this study.

Risks from the EV68-228-N Infusion

Thistreatmentisinvestigational, which means EV68-228-N has not been approved by the U.S. Food and
Drug Administration (FDA). There may be risks that we do not know about at this time. These are not
likely to happen, but because there is a possibility, we willkeep you at the clinicfor about5 hours after
your infusion to check your health.

The infusion will be giventoyouthrougha needleinsertedintoaveininyourarm (alsoknownasan
intravenous (1V) infusion). Infusion reactions can occur but are usually mild. These reactions may
include low grade fever, chills, rigors, body aches, nausea, vomiting, diarrhea, headache, rapid heart
rate, or chest pain. Thereisalsoasmall chance thatyou may have an allergicreactionto the infusion
product. These symptoms may include dizziness, difficulty breathing, low blood pressure, high blood
pressure, itchy skin, hives, arash, or swellingunderyourskin.

If these reactions occur, drugs given by study staff can usually stop them. Itis expected that these
reactions would be mild. Study staff will give you medical help if these orany otherside effects should
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happenduringthe study procedures. Most people who experience an allergic reaction completely
recover.

Itis possible thatreceiving the study infusion may change how yourregular medicines, vaccines, or
supplements work. Itis very important that you tell the study clinician about any medicines,
supplements, orvaccines before you take them during the study.

If you stop or change the amount of yourregular medicine, therapy, orsupplementstobe inthe study,
your health mightget worse. Pleasetell the study clinician or study staff right away if you have any
problems when you stop or change your regular medicine, therapy, or supplements.

Please tell the study clinician or study staff right away if you have any side effects. Please tell themif you
have any other problems with your health orthe way you feel duringthe study. Please let the study staff
know aboutthese other problems whether or notyou think they are related to the study infusion. Ask
the study clinician if you have questions about the signs or symptoms of any side effects that youread
aboutin this consentform.

Risks from Intravenous Catheter, (IV) Placement and Blood Sampling

Placingan IV and doing blood draws may cause some pain when the needle enters yourskin. It may also
cause some soreness or bruising of the skin fora day or two. Bruisingcan be prevented orreduced by
putting pressure on the skin fora few minutes afterthe needleisremoved. The skin could getinfected,
but infectionisrare. Tolowerthe risk of infection, the study clinician and/or study staff will clean the
skin by wipingit with alcohol. The study staff will use clean tools forall study procedures. Very rarely,
you could feel dizzy or faint. Please tellthe study staff if you feel dizzy orfaint so you can lie down while
your IVisstarted and while yourbloodisdrawn.

Risks from Electrocardiograms (ECGs)

You may have rednessora rash on the skin where the adhesive (sticky) pads are placed. Thisis briefand
should notrequire medical help. You may also experience slight discomfort (like removing abandage)
when the adhesive pads are removed from your skin. There could be a brief loss of personal privacy
while the ECG pads are placed on your body. Measures will be takento ensure your personal privacy is
maintained duringthe placement and removal of ECG pads and duringthe ECG procedure.

Pregnancy and Breastfeeding
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Because therisks of the infusionto aperson whois pregnant and the fetus are unknown, pregnant
persons are not allowed to participate. People of childbearing potential will be counseled against
becoming pregnant duringtheir participationinthe study. If you become pregnant while enrolled in the
study and afterthe infusion, we will ask foryour permission to follow up with you on the outcome of
your pregnancy. This may last until about 6 weeks afteryour pregnancy. We will be askingyou
guestionsaboutyour healthandthe health of the fetus and the newborn infant.

Because the impact of the infusion on breastmilkand the risk to breastfeedinginfantsis unknown, a
personwhois lactatingis not allowed to participate in the study.

Confidentiality
Thereisa possible risk of loss of confidentiality of yourinformation. Everything will be done to prevent
this. You will read more about the protection of yourinformation laterin this form.

Potential benefits that might result from this study:

There is no known direct benefitto you for beingin this study. We hope the studywillteach us more
aboutthe EV68-228-N infusion and if we need further study of the infusion. This may help future people
who might get sick from EV-D68 and prevent AFMin children.

Study Procedures

Duringthe study, you will come to the clinicfor 10 visits, includingascreeningvisitto see if you are
eligible tobe inthe study. You will be randomly assigned by chance to receive aninfusion that contains
eitherthe antibody ora placebo.

On the day youreceive the infusion, you will be inthe clinicforabout 7-8 hours. Onthat day, before
you get the infusion, you willhave an ECG and we will draw your blood. You will getan IV infusion
through a needle placedinaveininyourarm. The infusion will take about 15-30 minutes. The study
staff will monitoryou during the infusion. There will be 4blood draws afterthe infusion. Blood may be
collected through asecond IV site or separate blood draws. You’ll also have another ECG about an hour
aftertheinfusionisfinished. You’ll stay atthe clinicforabout 5 hours after the end of the infusion so
study staff can monitoryourhealth. Youwill be seeninthe clinicuntil all procedures are complete and
you are feelingwell.

Afteryourinfusion, youwillcome into the clinic 8more times for follow-up visits to see how you are
feelingand to have blood draws. You’ll needto come back to the clinic24 and 48 hours afterthe time
of yourinfusionbecause itisveryimportantfor seeinghow longthe antibodies fromthe infusion stayin
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your system. You’ll also need to come back at the timepoints 7, 14, 28, 60, 90, and 120 days afterthe
infusion.

Duringthe study, we will collect blood fromyou 14 times. Some of that blood will be tested to see if the
infusion has any impact on the regularamounts of certain compounds in your blood. Some of the blood
will be tested to see how longthe antibodies stay in your system. Some of the blood will be tested to
seeif yourbody makesits own antibodies against EV68-228-N.

For the whole study, the amount of blood collected will be approximately 180mL, whichis about 12
tablespoons. Thisislessthanthe limit of 36 tablespoons (525mL) of blood in any 8-week period, which
isthe amountof blood allowed to be drawn under the American Association of Blood Banks standards.

You will geta handout so you will know what will happen at each study visit. The study staff will explain
each visittoyou. Study visits are briefly described below.

Screening Visit:

e You will be givenadescription of this study.

e We will askyou questions aboutyou and your health history. This may include asking your age,
race, ethnicgroup, any past or presentillnesses, hospitalizations, surgeries, and medicines you
are taking.

e We will gooveryourmedical history and medicines.

e You will have aphysical exam.

e You will have anelectrocardiogram (ECG).

e We will use aneedle totake yourblood andtestfor:

o Safetylabsthattell us how healthyyouare

e Ifyou can get pregnant, we will take your urine to conduct a pregnancy test.

Enrollment Visit/Day 1:
e We will gooveryourmedical history and medicines.
e You will have aphysical exam.
e We will take yourvital signs such as oral temperature, pulse, and blood pressure.

e Ifyou can get pregnant, we will take your urine to conduct a pregnancy test before the infusion.
You must have a negative pregnancy test before the infusion.

e You will have an ECG before and after the infusion.
e We will take yourblood atotal of 5 times.
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You will receiveasingle infusion of the antibodyor placebo.

We will carefully monitoryou duringthe infusion. You will be on a heart/breathing monitor that
displaysyour pulse and breathingon ascreen.

You will be observedinthe clinicforabout five hoursto complete study procedures.
We will show you how to use your e-Memory Aid.

Visit2/Day 2:

We will review your e-Memory Aid.

We will go overyour medical history and medicines.

You will have a physical exam.

You will have an ECG.

We will use aneedle to take yourblood. We would like this blood draw to be as close as possible
to 24 hours from the start of the priorday’sinfusion.

Visit3/Day 3

We will review your e-Memory Aid

We will go overyour medical history and medicines.

You will have a physical exam.

We will use aneedle to take yourblood. We would like this blood draw to be as close as
possible to 48 hours from the start of the infusion.

Visit4/Day 8

We will review youre-Memory Aid

We will go overyour medical history and medicines.
You will have a physical exam.

We will use aneedle totake yourblood.

Visit5/Day 15

We will go overyour medical history and medicines.

You may have a physical exam.

We will measure yourtemperature, pulse and blood pressure.
We will use aneedle totake yourblood.

Visit 6/Day 29

We will go overyour medical history and medicines.
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e You may have a physical exam, if needed
e We will measure yourtemperature, pulse and blood pressure.
e We willuse aneedle totake yourblood.

Visit 7/Day 61 and Visit 8/Day 91
e We willaskyouaboutyour healthsince the lasttime we saw you.
e You may have a physical exam, if needed.
e We will use aneedle totake yourblood.

Visit9/Final Study Visit/Day 121
e We willaskyouaboutyour health since the last time we saw you.
e You may have a physical exam, if needed.
e We willuse aneedletotake yourblood.

Screening | Enrollment | Visit 2 Visit3 | Visit4 | Visit5 Visit 6 Visit 7 Visit 8 Final
Visit Visit Visit
Day1l Day2 Day3 Day8 Day15 Day29 Day61 Day91 Day121
Infusion X
Review X X X X X X X X X X
medical
history
Physical X X X X X If If If If If
exam needed | needed | needed | needed | needed
Blood draw 1TB 3TB 1TB 1TB 1TB 1TB 1TB 1TB 1TB 1TB
ECG X Xa X
Pregnancy X X
test

a) Two ECGs will be done on Day 1 about 15 minutes before infusion and one hour afterinfusion.

Early Termination & Unscheduled Visits

If you decide to stop taking part in the study or the study clinician withdraws you, we may ask you to
come to the clinicfor a final visitand a final blood draw. If you miss a study visitor youdon’tfeel well
between study visits, let us know. We may ask youto come to the clinicfor an unscheduled study visit.
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Other Options

Your participationinthis research studyis up to you. Take all the time you need to make yourchoice. If
youdecide tobein thisstudy, you may change yourmind atany time. You can stop beinginthe study
and we will still take good care of you. You can ask questions atany time. Itis also okay to ask more
guestions afteryou decideto be inthe study. You will not be penalized or lose benefits you already had
if you refuse totake part in this study.

Stopping the Research Study Early:

If you choose to stop taking part inthe study, we will ask you to come to the clinicforone more visit.
We will review yourinformation and the study clinician may want to give you a physical exam. Your
study clinician may also wantto perform othertests such as a blood draw or ECG to ensure you are
healthy.

If you stop early, no added information will be collected from you. However, information already
collected fromyou will be saved and may be included in the study report. Your personal information will
remain private and will not be sharedin the study reportor any publications related to this study.

If we find out new information about the infusion, we willtell you. You can then choose if you want to
stay inthe study.

Duringthe study, it is also possible that:
e You are removed fromthe study foryoursafety.
e Thestudy may be stopped.

Reasons why the study clinician may take you out of this study:
e You become pregnant priorto studyinfusion
e You nolongermeeteligibility criteria
e You meetindividual halting criteria
e You are unabletoadhere tothe study schedule
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e You developamedical disease orcondition, or new clinical finding(s) for which continued
participation, in the opinion of the study clinician might threaten yoursafety, prevent your
successful completion of this study, orinterfere with your evaluation of responses

e We areunableto reachyou

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 and privacy

Certificate of Confidentiality:

To help us protect your privacy, we have a Certificate of Confidentiality (Certificate) from the NIH. Study
staff cannot provide to any person not connected with the research your name, or any materials that
containidentifiable, sensitive information about you, unless permitted by alegal exception, such as
state laws that require reporting of some contagious diseases. The most important protection provided
by the Certificate is that the study staff cannot be forced to provide any of your identifiable, sensitive
information, inany Federal, State, orlocal civil, criminal, administrative, legislative, or other proceeding,
such as ifthereisa court subpoena, without your permission.

The study team will use the Certificate to resistany demand for information that would identify you.
Your information protected by the Certificate may stillbe disclosed or used when the information:

1. Is disclosed to people connected with the research; forexample, information may be used for
auditing or program evaluation internally by the NIH; or

2. Isrequired to be disclosed by Federal, State, orlocal laws, forexample, when information must be
disclosed to meetthe legal requirements of the FDA. This does notinclude disclosure foruse
during legal proceedings as noted above;

3. Is necessary foryour medical treatment and you have consented to this disclosure;

4. Is for otherscientificresearch as allowed by applicable federal regulations;

5. Is disclosed with your consent.
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The Certificate will not be used to prevent disclosure to state orlocal authorities of harm to self or
othersincluding, forexample, child abuse and neglect, and by signing and dating below you consentto
those disclosures.

Disclosures thatyou consenttoin this documentare not protected. Thisincludes putting research data
inthe medical record or sharing research data for this study or future research. The Certificate does not
preventyoufromsharinganyinformation you wantto with someone else.

Privacy

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

No genetictests willbe performed on samples/specimens. Each sample/specimen willbe encoded
(labeled) only with abarcode and a unique tracking numberthat connectsto a code key at the study
site. Restricted access tothe code key is maintained by the study clinician to protect your
confidentiality. Reports from future research studies performed using your samples/specimens wil[NOT
be keptin yourhealth records.

Secondary Research

After all tests required for this study are done, we will save leftover samples for possible secondary
research instead of throwing them away. Secondary researchis research thatis not part of this study but
will be performed in the future. You will not be told about the secondary research, and you will not be
notified of any results from future research.

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, there are no plans to provide money to you.

Samplessaved forsecondary research will be stored indefinitely at a central clinical storage facility with
IRB oversight. Samples willonly be labeled with abarcode and an ID (not with yourname, initials, orany
otherinformation that could readily identify you). These samples saved forsecondary research could be
used for secondary research studies or distributed to anotherinvestigator for secondary research
studies without additionalinformed consent. If these samples are tested in the future, the results may
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be published. You willnot be identified in such publication. In other words, the publication will not have
any information about you that would enable someoneto determine youridentity.

There are no benefitstoyouinthe collection, storage and secondary research use of yoursamples. The
results of any future research testing will be kept confidentialin the same way as the results of other
testingdone forthis study. The results of any future research will not be available to you oryour regular
clinician and will not be placed in your medical record.

Study Results:
Recordsidentifying you will be kept confidential, and, to the extent permitted by the applicablelaws

and/orregulations, will not be made publicly available. If the results of the research study are published,
your identity will remain confidential. Youwill not be contacted toinformyou of the research results
unlessthere are any safetyissues.
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