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Thisassentdocumentappliesto 12-yearold children.

Name of participant Age

Below are the answers to some of the questions you may have. If you have any questions about what is written below
or have any other questions about this research, please ask them. You will be given a copy of this consent form.

Thisassentwill either be done in-person orremotely (by phoneorvideo conference call). We will follow the same
procedures and guidelines regardless of the method used to obtain yourassent.

What is aresearch study?
Research studies help uslearn new things. We can test new ideas. First, we aska question. Thenwe tryto find the
answer. This papertalksabout our research (called PreclISE) and the choice that you have to take partinit. You can
ask questions any time.

Important things to know...
> You getto decideif youwantto take part.
» Noonewill be upsetifyousay ‘No’.
> Ifyousay ‘Yes’, you can always say ‘No’ later.

Why are we doing this research?
We are doingthisresearchto learn about new ways to treat severe asthma. One of the ways we are doingthisis by
using precision medicine. In precision medicine we try to figure out what treatments are best for certain patients
based on some of their characteristics; we call these characteristics biomarkers. Biomarkers are bits of information
aboutyou. We will collect these biomarkersin PreclSE using different tests, including blood tests and studying your
breath.

What would happen if | join this research?
In PrecISEwe are studying different treatments forsevere asthma. Youare beingasked to join because you have
beendiagnosed with severeasthma. If you choose totake part inthe study, you will receive between 1-3different
treatments. Rightnow the studyis starting with two treatments. The table below shows the current treatment
available, and we will talk more aboutitatthe end of this form. If new treatments are added tothe study lateron,
we will give youinformation about them at that time and will ask you to consentto receivingthem. Whenyouturn
18 you will have achoice to receive information about our study treatments available foradults and consent to
receivingthem. Yourtotal time in the study will be atleast 14 months.

Possible treatments:
Treatment Brief Description
medium chain triglyceride (MCT) Food Supplement, powder, similarto protein powder, that
can be mixedwithfood orwater
Broncho-Vaxom Drug given asoral capsules

Ifyou are eligible (qualified) forthe study, you will be randomly assigned to eitherthe MCT active treatment, the
MCT placebo, the Broncho-Vaxom active treatment orthe Broncho-Vaxom placebo. Random assignmentis like
rollingadice to assignyou eitherthe active or placebo. A placebolookslike the treatment but doesn’t contain
active ingredients (like a sugar pill).
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The things you will do on this study are listed below, and you can find more information on the different visitsin the
Schedule of Study Visits at the end of this document. Duringthe first 1-4 study visits, we will make sure you are
eligible forthe study. If you qualify, you will begin treatment visits. Thisis where we randomly assignyoutoa
treatmentand give you the treatmentto take home. These visits will be once amonth for 4 months. You will take a
2 to 4 month break before startinganothertreatment, but we will ask you to come in for visits during thistime.
Most visits will be between 2-4hours. The study activities will be conducted during visits to the clinic, but some
things, such as spirometry may also be done at home. Due to the COVID-19 pandemic, notall procedures will be
done at all clinicvisits.

Study visits will be completed at the UW-Madison University Hospital.

Study Activities:

Consent: You will review and sign this assentform, if you agree to participate. Your parentor guardian will review

and sign the parent permission form, if they give permission foryou to participate.

Eligibility: We will make sure you qualify forthe study at the beginning then will continueto make sure youstill

qualify all through the study.

Physical Exam: You will receive an examto see how healthy youare. We will look atyour health, skin, eyes,

ear/nose/throat, heart, chest, abdomen, arms and legs. Your blood pressure, heartrate, breathing rate, and

temperature willbe taken.

Questionnaires: With yourparentor guardian’s help, we will ask you to both read questions onacomputerand to

answer questions from a study coordinator (people helping us with this study).

Pulmonary Function Testing: These are teststhat show how well yourlungs are working

» Spirometry: This will testhow well yourlungs work by measuringhow much airyouinhale, how muchyou
exhale and how quickly you exhale.

» Holding off on your medications: Before you dothe spirometry, you will be asked to briefly stop taking some of
the medications you currently take for your asthma, however, even though the test works betterif you follow
theinstructions, you should take your medicationsif you need to.

» Maximum Bronchodilator Response Test: During this test, you will take puffs of albuterol (thisis used to treat
asthma) to openyourairways then do spirometry again to test how well yourlungs work. These two things
(puffs of albuterol and then spirometry) may be repeated more than once.

» Methacholine Challenge (if necessary): The methacholine challengewillbe used to measure yourasthma status
if the maximum bronchodilator response test cannottell us thisinformation. Methacholine is achemical that
can cause the airway tubestotighten and can bringon asthmasymptoms. Duringthe test, you will be asked to
inhale low amounts of methacholine. These amounts will slowly be increased so that we can monitoryou. A
breathingtestwill be done after each time you take methacholine in orderto measure yourairways. We will
monitoryou closely and give you medication, if needed.

Safety Labs: Differenttests willbe done toensure yoursafety, including:

» Ifyou have had yourfirst menstrual cycle we will test your urine for pregnancy. This will be done throughout the
study. We ask you to do this because there is not enough information about the treatments we are testing to be
absolutely sure that they are safe fora growing baby. A positive pregnancy test will be disclosed to you and your
parent/guardian unless disclosure is prohibited by local regulations. It may not be possible to keep the results of
pregnancy testing confidential. Youwill notbe enrolledif you are pregnant or breastfeeding. If you become
pregnantduring the study, we will ask thatyou let us know. If youare a female who can get pregnant you will
needtouse regularand highly effective birth control while in this study.

» Bloodand urine will be taken to make sure you’re healthy.

o Pleasesee Table 3inthe Master Consentpart 1 forinformation onthe amount of blood we will collect.

o Your parentor guardian will be informed of te H H : ‘ollow-up
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with yourdoctor.
o Thebloodand urine will also be used to help us figure out yourbiomarkers.
Measuring Asthma symptoms at home: You will be givenadevice touse at home duringyour participationin the
study. Thisdevice will be used to check on how you are usingyour controllerand rescue medications. You will also
be given a device called ahome spirometer to check on yourasthma at home.

You may also be asked to complete apaperor online survey twice a day to answersome questions about your
asthma. Theonline survey will be on a website called Qualtrics. If you are asked to complete questions usinga
Qualtrics survey, you will receive the survey link in a text message.

Please indicate your response below:

| understand that| may receive text messages from Qualtrics twice adayin orderto complete questions about
my asthma.

Participant’s Initials

Controller and Rescue Medication: As part of this study, you can receive asthma controller and rescue medication if
you choose to. The controller medication we will offer willbe the Advair Diskus inhaler and the rescue medication
will be Ventolin (albuterol sulfate). The study coordinator willgo over how you use these and will answer questions.
You will be asked to bring back these inhalers to each visit, evenif they are empty, and you will receive more if you
choose to continue usingthem. Itisimportant thatyou adhere to your controller medication throughout the study.

Do you agree to receive the optional, study supplied, controller medication (Advair Diskus) ?

Circle one: Yes No

Participant’s Initials

Do you agree to receive the optional, study supplied, rescue medication (Ventolin)?

Circle one: Yes No

Participant’s Initials

Lifestyle Considerations: Inorderto qualify forthe study, we will ask that you do the following, throughout the
duration of the study:

Do not use tobacco products and nicotine containing products (including e-cigarettes, patches).

Do not use inhaled marijuana.

Do not use any illegal drugs including abuse of prescription drugs.

For females who can become pregnant: you mustuse a highly effective form of birth control. Thisis described
inmore detail inthe Parent Permission Form.

Males, who are sexually active with afemale who can get pregnant, must agree to use a medically acceptable
form of birth control, such as barrier protection, asdetermined by the study doctor
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» Contraceptionshould be usedforatleast 1 month prior to screening, throughout study participation and for an
additional 16 weeks afterthe end of the final test treatment.
Biomarkers: We will collect yourunique characteristics (biomarkers) by blood, urine, and by a breathing test called
fractional exhaled nitricoxide (FeNO)
o PleaseseeTable3inthe Master Consentpart 1 forinformation onthe amount of blood we will collect.
o Asample of urine will be collected.
o ForFeNO, youwill gently blow airoutintoa machine for 10 seconds so that the study team can measure
the amount of nitricoxide inyourbreath. Nitricoxide helps ustestyourasthma.
Nasal swab: We will collect samples from inside your nose.
Induced Sputum: To dothis test, we will needto get mucus (phlegm)from your airways. This will allow us totest
samples frominside yourbody. You will be asked to breathe in asalty mistforup to 12 minutes and to cough
deeplyandvigorously every two minutesin orderto bringup a sample of sputum (mucus) from yourlungs.
CT Scan: The CT scanneruses x-rays to make pictures. Youwill be asked tolie on a table with yourarms resting
above your head. You will needtoremainstill and hold your breath for about 10-20 seconds duringeach scan. You
will then be asked to breathe outand hold your breath again and the scan will be repeated. If youare a female who
can get pregnant, you will have a pregnancy testto make sure that you are not pregnant before having the CT scan.
The maximum amount of radiation you will be exposed to from the 2 CT scans duringthis studyis between 3-
9mSv. Anotherway of understandingthisisto compare the exposure fromthe CT scans to the radiation exposure
you receive from natural sources. The maximum radiation exposurefromthe 2 CT scans is equal to the amount of
natural background radiation that the average personinthe United States receivesin about 1to 2 years.

Do you agree to receive a CT scan?

Circle one: Yes No

Participant’s Initials

Randomization: You will be randomized to Medium Chain Triglycerides (MCT), Broncho-Vaxom, or their placebos.
You and the study staff will not know whetheryou are receiving active treatment or placebo.

Dispense Study Treatment: Duringthe first4 treatmentvisits, you will receive study treatment. MCT will come as
packets of powderina box. Broncho-Vaxom will come in blistersinabox.

Do | have to be in this research study and can | stop if | want to?
Taking part in thisresearch study is completely voluntary. You may choose not to take part at all or stop
participatingatany time. If you decide notto beinthis study, orif you stop participatingatany time, noone will be
mad at you.

Could bad things happen if I join this research?
We will try to make sure that no bad things happen. Some of the tests can make you feel uncomfortable. For
example, taking your blood can hurt and sometimes the needle can leave a bruise on yourskin. During othertests
you might feel dizzy, nauseous or short of breath or you might get a headache. Youcan say ‘no’ to what we ask you
to do forthe research at any time and we will stop.

Could it make me sick [or sicker]?
Some people who take MCT (the first treatment) experience stomach aches, diarrhea, vomiting, nausea, and gas. If
youtell usthat you are experiencing thesesside effects, we will change the amount of treatment you are taking to

try and make you feel better. . . .
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Will anyone know that | am in this research study?
Protecting your privacy is a top priority for PrecISE. To make sure the information we collectaboutyou is private, we
will assign a code numberto you. We will use this code number onthe documents with your medical information
and will keep your name separate from thisinformation. Only people who are authorized canview thesefiles.

How will this research help me or other people?
We think beinginthis research may help youbecause itis possible that the treatments we are studying will help
people with severe asthma. If we learn thatthey do, they may also help otherpeople inthe future.

Will you get any money or gifts for being in this research study?
You will get money foryour participationin PrecISE. The amount you receive depends on which parts of the study
you complete. If you stop participating before the end of the study orif the study is discontinued through no fault of
yours, you will receive a partial payment based upon your participationin the study.

We askyou to do certain study tasks at home twice a day, every day during the study. We will pay you extra at each
visitbased on how often you completed these hometasks. Thisis called acompliance bonus. If you complete your
daily study tasks most of the time you will earn the full bonus (S50 pervisit). If you complete your daily study tasks
some of the time, you will earn $25/visit. You will not get any bonus if you complete yourdaily study tasks less than
half of the time. You should talk with your parents about how you would like to use the money you earninthe
study.

At longervisits, you may also receive vouchers forfood in the UWHC Cafeteria. Additionally, if you (oryour parent)
don’town a device that meets the requirements for this study, we can lend you a device for the duration of the
study. You mustreturnthe device at the end of the study. More details are inthe Master Consent, Part 2.

What else should | know about this research?
Ifyou don’twantto be inthe study, you don’thave to be. It is also OK to say yesand change your mind later. You
can stop beinginthe research at anytime. If youwantto stop, please tell the research doctors.

You can ask questions any time. You can talk to any of the study coordinators or study doctors. Ask us any
guestionsyou have. Take the time you need to make your choice.

Can | do something else instead of this research?
Your otherchoicesinclude getting regular treatments from your doctor foryour severe asthma without beingina
study. There may also be other studies that you could participate in. You and your doctor can decide on the best
treatmentforyou.

What happens when | turn 18?
We will ask you to sign an adult consent.
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Schedule of Study Visits***:

Study Visit: Sc.r ce Run-in
ning
1-3
Visits
Timing: | -8to - 2
(week number) 10

What happens /What you need to do:
Your study doctor or coordinator will
checkthat you are suitable to take partin X X
the study
Your studydoct.or or coordinator will X X X X X X X X
perform a physical exam
Your study doctor or coordinator will
dispense more controller medication to X X X X X X X X
you, if you choose toreceive it
You will be randomized to atreatmentor X
placebo
You will getstudy drug X X X X
You will fill out surveys onyour medical, X
asthmaand allergy history****
You will fill out surveys about how you
are feeling, and about any other X X X X X X X X
medicinesyou are taking****
You will fill out surveys about your X
household****
You lellgothrough Pulmonary Function X X X X X X X X
Testing**
-?LZ?::ZS*U””G will be taken for Safety X X X X X X
Biospecimens (blood, urine, sputum) will
be taken to determine your biomarkers X X X X
and to assessyour progress
You will be asked to have an CT scan X
You will be asked to produce a sputum X
sample

**pulmonary function tests may be conducted in the home in addition to in the clinic at the Screening, Run-In, V1 and V6 visits.
*** please note that it is possible that some procedures could be performed at time points that are different than what is noted inthe table.

****These could be donein-person or remotely.
***x*Safety tests will eitherbe conducted in clinic or at patient services centers (ex. LabCorp)
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TREATMENT INFORMATION DOCUMENT - MEDIUM CHAIN TRIGLYCERIDES (MCT)

Information about the treatment:
Medium chain triglycerides (MCT) is something you add to your food. It that has nutrients thoughtto help severe
asthma.

How will | take the treatment?
The treatment will come in packets of powderthat you can mixindifferent foodsand drinks. Itis best to take the
treatmentbefore orwith meals. We will letyou know how many packets you need to take.

Are there special things I'll need to do while I’'m on this treatment?
You'll let us know aboutthe foods you have eaten, any side effects you’ve experiences and we’ll check your urine and
blood to monitor yoursafety.

Are there risks of this treatment?
Most people cantake MCT without many problems.

Risksinclude:
Likely: Stomach aches
Less Likely: Diarrhea, vomiting, irritability, nausea and gas
Rare: Urgentneed to passa bowel movement, severe short-term diarrheaand dehydration

What are possible benefits?
Studies suggest MCT might be good for your heart. MCT could help make you feel full which would decreasethe

amount of food you eat.
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TREATMENT INFORMATION DOCUMENT - BRONCHO-VAXOM

Information about the treatment:

Broncho-Vaxomisan oral medication thought toimprove asthma control by the reduction of asthma exacerbationsand
respiratory infections in affected patients. Broncho-Vaxom has been shown to potentially modify the gut microbiome,
which leads toregulating airway inflammation in animal models of asthma.

How will the treatment be administered?

The treatmentwill come in capsules and should be consumed inthe morning on an empty stomach. The capsules(2x
3.5mg once daily) can be swallowed with water orthe contents mixed with beverages. Participants will consume the
Broncho-Vaxom capsules daily for the 4-month treatment period.

Are there treatment specificprocedures?
Duringtreatmentvisits, participants will perform the study-related procedures and provide stool samples to monitor
biological markers.

What are the risks of this treatment?
Broncho-Vaxomiswelltolerated by most people.

Risksinclude:

Possible: Diarrhea or headache

Less Likely: Abdominal pain, nausea, vomiting, a skin rash accompanying a disease orfever, hives, difficult orlabored
breathing, cough, asthma, and tiredness.

Rare: Feverandallergicreactions.

What are possible benefits?

Broncho-Vaxom studies have shown to improve symptoms in adult patients with chronicobstructive pulmonary disease
(COPD). Oral lyophilized extracts of bacteria have been shown to prevent moderate and severe asthma exacerbationsin
children aged 6-16 years.
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CONTROLLER MEDICATION INFORMATION DOCUMENT — ADVAIR DISKUS

Version Date: 01/25/2022

Information about the medication:
A controller medicationis medicine that works overa period of time to ease inflammation inyourairways and help
preventasthmasymptoms.

How will the drug be administered?
It will be administered viaaninhaler.

What are possible side effects of Advair Diskus?

upperrespiratory tractinfections
headaches

dizziness

nausea

vomiting

stomach upset

diarrhea

yeastinfections of the mouth orthroat (oral thrush)
sore throat

dry mouth/nose/throat

stuffy nose

sinus pain

cough

sore throat

hoarseness ordeepened voice
musculoskeletal pain

Date of IRB Approval: 07/26/2023
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What Drugs, Substances, or Supplements Interact with Advair Diskus?
Advair Diskus may interact with amiodarone, diuretics (water pills), HIV medicines, MAO inhibitors, antidepressants,
antibiotics, antifungal medications, or beta-blockers. Tellyour doctor all medications and supplements you use.
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RESCUE MEDICATION INFORMATION DOCUMENT - VENTOLIN

Information about the medication:
A rescue medicineis afast-acting medicinethat works immediately to relieve asthma symptoms when they happen.

How will the drug be administered?
It will be administered viaaninhaler.

What are possible side effects of Ventolin HFA?

e worseningtrouble breathing, coughing, and wheezing (paradoxical bronchospasm). If this happens, stop using
Ventolin HFA and call your healthcare providerorgetemergency help right away. Thisis more likely to happen
with yourfirst use of a new canister of medicine

e heartproblems, includingfaster heartrate and higherblood pressure

e possible deathin people with asthmawho use too much Ventolin HFA

e seriousallergicreactions. Call your healthcare provider or get emergency medical care if you getany of the
following symptoms of aserious allergicreaction:

e rash
e hives
e swellingofyourface, mouth, and tongue
e breathing problems
e changesinlaboratory blood values (sugar, potassium).
e Commonside effects of Ventolin HFA include:
e sorethroat
e upperrespiratorytractinfection, includingviral infection
e cough
e muscle pain
e vyourheartfeelslikeitis poundingorracing (palpitations)
e chestpain
e fastheartrate
e shakiness
® nervousness
e dizziness

Get medical helprightawayif Ventolin HFA no longer helps your symptoms (like wheezing and trouble breathing), if
your symptoms get worse, orif you need to use yourinhaler more often.
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NEW TREATMENTS

This study involves multiple potentialtreatments. Detailed information about these treatmentsisincluded below. If new
treatments are added to the study later on, you will be asked to review information about the new treatmentsand
consentto those separately. If you choose not to consent to the new treatments when they are added to the study,
your participation with the current treatments will not be affected.

Please indicate your response below:

NEW PARTICIPANTS ONLY
| agree to all treatments currently approved for PrecISE (medium chain triglycerides (MCT) and Broncho-Vaxom).

Circle one: Yes No

Participant’s Initials
CURRENT PARTICIPANTS ONLY
| agree to receive Broncho-Vaxom. lunderstand thatif | do not agree to receive Broncho-Vaxom,then | will

continueinthe study on MCT.

Circle one: Yes No

Participant’s Initials

Is there anything else?
If you want to be in the research after we talk, please write your name below. This shows we talked about the
research and that you want to take part.

Name of Participant:

(To be written by child/adolescent)

Consent Obtained by:

Signature Printed Name and Title

Date Time
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