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AsthMatic Inflammation and Neurocircuitry Activation (MINA)

Principal Investigator:

William Busse, M.D.
University of Wisconsin School of Medicine and Public Health
Madison, Wisconsin

This consent form may contain words that you do not understand. Please ask the study
physician or the study staff to explain any words or information that you do not clearly
understand.
The purpose of this form is to give you information about the study, and by signing it you
will give your permission to be in the study. You should join in this study only if you want
to do so. You may refuse to join or stop being in this study at any time. If you decide not
to participate, any relationship you have with the University of Wisconsin-Madison (UWMadison) or the University of Wisconsin Hospitals and Clinics (UWHC) will not be
affected in any way. This study is voluntary.
Invitation
You are invited to participate in a research study to gain a better understanding of how
asthma influences brain function related to stress and emotion. One of the characteristics
of asthma is airway inflammation. Airway inflammation in asthma may occur when an
allergen is inhaled and sets up an allergic reaction in the bronchial tubes. This reaction
may lead to chest tightness, cough and wheeze. We are doing this study to better
understand the relationship between airway inflammation and stress.
You are invited because you are 18 to 50 years old and have allergies to house dust mite,
ragweed or cat allergen with mild asthma. Approximately 50 subjects will participate in
this study at our study center. We are the only study center conducting this study.
What is the Purpose of this Research Study?
The purpose of this study is to gain a better understanding of how asthma influences
brain function related to stress and emotion and vice versa.
What will my participation involve?
The following is a list of procedures that you may undergo if you decide to participate in
this study, including how many times you may undergo them. There is a table (Table 1)
attached at the end of this document showing what procedures are done during each visit
and in which phase. Please look at this table to help you better understand when certain
procedures will occur.
The visits will last from 1-8 hours. You will be in the study for approximately 4 months and
visit the research clinic up to 12 times if you complete the entire study.
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Medical history: We will ask you detailed questions about your past and present
medical, surgical and medication history, asthma and allergy history, and smoking
history.
Vital signs: We will measure your temperature, blood pressure, how fast your heart is
beating, and how fast you are breathing. We will put a clip on your finger that will
measure your oxygen level in your blood, called pulse oximetry. We will measure your
height and weight.
Asthma and psychological questionnaires: There will be several questionnaires
that you will complete. One of these questionnaires will have to do with your asthma
symptoms and the rest of the questionnaires will have to do with your experience of
occurrences in your everyday life, both related and unrelated to asthma. There are no
right or wrong answers. You do not have to answer a question that makes you
uncomfortable.
Urine pregnancy test: You will provide a small amount of urine for urine pregnancy
testing if you are a female.
Allergy skin test: Allergy skin testing is a common test to determine what allergies
you may have. The skin on the underside of your forearm will be lightly scratched
where the drops of extract are placed. After 10-15 minutes we will look for redness
and/or swelling (like a mosquito bite) where the tests were done. You may have
localized itching at the site, and it may last for several hours. You will only have this
procedure done if you haven’t done this test with our research group within the last
five years.
Physical exam: The study doctor will listen to your heart and lungs, look at your eyes,
ears, nose and throat and do a general physical exam to ensure you are healthy.
Spirometry and reversibility: This test measures how well your lungs are working.
You will be asked to hold your albuterol for 6 hours, if possible, before each visit
where spirometry will be measured. You will be asked to take a deep breath in and
blow your breath out as hard and fast as you can into a machine for at least 6
seconds. This machine measures the amount of air you have in your lungs and how
well you can blow the air out. We have you do this eight times so we can get an
accurate measure of your lung function. After spirometry you may be given 2 -4 puffs
from an albuterol inhaler. We will wait 15-30 minutes and recheck your breathing to
see how much it improves with medication. This is called reversibility.
Methacholine challenge: This is a diagnostic test for asthma. If you have had one in
the past five years you will not need to repeat the challenge. Methacholine is a
chemical that can cause the airway tubes to constrict and can stimulate asthma
symptoms. People who have asthma have airways that are sensitive to smaller
concentrations of methacholine than people without asthma. This test measures how
sensitive your airway tubes are to the methacholine. You will be asked to hold your
albuterol for six hours before the challenge, if possible. We will measure your lung
function. You will be asked to breathe in five puffs of methacholine, starting at a very
low concentration. This will be given through a mouthpiece on a nebulizer. A nebulizer
is a small machine that makes a mist you breathe in. Your lung function will be
measured three minutes after each concentration of methacholine. If your lung
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function has not decreased by 20% the concentration of the next dose doubles. The
challenge will be stopped when your lung function measurements have decreased
20% from your baseline or you receive the highest concentration we are using.
Blood tests: We will do routine blood tests to check your health and make sure your
blood clots normally. We will measure your eosinophil level and do blood studies in
the research laboratory. You may have your blood drawn at each study visit (V2a and
V2b as needed). We will draw approximately 18 tablespoons of blood over the course
of the whole study. The amount of blood drawn over the course of this study is less
than one American Red Cross donation.
Exhaled nitric oxide (ENO): Nitric oxide is a gas that is released from inflammatory
cells in the lung. We will have you gently blow air out into a machine for a 10 second
period of time. ENO will be measured at several times before and after the inhaled
and segmental allergen challenge.
Sputum Induction: This is a procedure for obtaining some mucus or phlegm from
your lower airways. Before the procedure you will be given two puffs of an albuterol
inhaler to protect against bronchospasm (tightening of the bronchial tubes). You will
inhale a mist of concentrated salt water through a mouthpiece for approximately 12
minutes. You will be asked to stop every four minutes, blow your nose, and rinse,
gargle, and spit with water. Then you will be asked to cough up some of the mucus
from your lower airways and spit it into a collection cup. We will check your lung
function after every four minutes to make sure it hasn’t decreased. This is called
spirometry (and is described above). Briefly, you will be asked to take a deep breath in
and blow your breath out as hard and fast as you can into a machine for at least six
seconds. This machine measures the amount of air you have in your lungs and how
well you can blow the air out.
Saliva Sample Collection: We will collect several samples of your saliva at different
times during the study. We will also ask you to collect some (about nine times across
three days) of these samples while you are at home and bring them back to the lab at
a future visit. To provide a sample, you will hold a cotton roll in your mouth for about
one minute, until it becomes saturated with saliva. After which, you will place the swab
in a plastic tube that we will provide for you. We will measure substances in your
saliva that are related to stress and health.
Whole Lung Allergen Challenge: You will be asked to hold your albuterol for six
hours if possible. We will measure your lung function. You will be asked to breathe in
five puffs of allergen, starting at a very low concentration. This will be given through a
mouthpiece on a nebulizer. A nebulizer is a small machine that makes a mist you
breathe in. Your lung function will be measured 10 minutes after each concentration
of allergen. If your lung function has not decreased by 20% the concentration of the
next dose increases. The challenge will be stopped when your lung function
measurements have decreased 20% from your baseline or you receive the highest
concentration we are using. This takes up to two hours. Your lung function will be
measured at least every hour for up to four hours after the challenge is complete. You
will be discharged when your lung function recovers, and after you have been
observed for a minimum of 2 hours. You will be asked to measure your lung function
after you leave the clinic with a hand held peak flow meter and record it on a diary
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form. You will be asked to do this every two hours until you go to bed, and again when
you get up in the morning. You will also receive a follow-up safety phone call from the
research team the next morning to check on how you are doing.
Fasting: You will be asked to fast (food and caffeine) for up to 12 hours before the
bronchoscopy. You will also be asked to fast for four hours before visits 7 and 10 for
the PET scan. You may feel lightheaded, hungry or thirsty and might have low blood
sugar. If this is not possible for you, please let your study staff know.
Bronchoscopy: This is an outpatient procedure to obtain lower airway fluid, tissue
and cells. At this visit you will have lung washings, bronchial brushings and biopsies.
You will come to the research clinic after having had nothing to eat or drink for 12
hours. We will check your vital signs (blood pressure, pulse, breathing rate, and
temperature). You will be asked to hold your albuterol for six hours if possible. We will
measure your lung function. You will have breathing tests before and after two puffs of
an albuterol inhaler. You will have a brief physical examination. You will get a shot in
your arm of a medication (midazolam) that will help dry up your saliva, prevent your
airway tubes from spasms, and relax you. We will numb your nasal passages, throat
and gag reflex with numbing medication called lidocaine. You will gargle this
medication like mouthwash, inhale a mist of it, and have a gel that contains it placed in
your nose. You will then have a small flexible tube introduced into your nose or mouth
and passed through your vocal cords. We will use numbing medicine as we pass the
tube into your lung. The tube will be wedged in one airway tube segment of your lung
and we will put in 1⅓ ounces of salt water and suction it back out again. We will
repeat the washing up to three additional times. This is called a washing or a lavage.
This is how we obtain the lung fluid and cells to study. Bronchial brushing (removing
cells from the lining of your lung with a soft brush) will also be done. We will then take
up to five biopsies by pinching a piece of the lining of your airways with a wire called
forceps. The bronchoscopy doctor may need to attempt the biopsy procedure up to six
times in order to obtain five pieces that are usable. The bronchoscope tube will then
be removed. We may videotape or take pictures through the scope when it is in your
lungs. We will have you remain in the clinic until the medication we gave to relax you
is worn off, your gag reflex has returned, your lung function is safe, and you have
eaten a meal. This procedure will take approximately four hours.
Some home monitoring will be required the evening after you leave the clinic. You will
be given instructions on home monitoring for the rest of the day. You will be asked to
blow into a peak flow meter every two hours and complete a diary. You will get written
instructions on what to do if the peak flow measurements decrease or your asthma
symptoms worsen. You will get an asthma inhaler (albuterol) and prednisone tablets
(a steroid anti-inflammatory medicine). You can use the albuterol as needed but you
should not take the prednisone tablets without permission and instructions from the
allergy doctor. You will receive after-hours phone numbers so you can call the study
nurse or the doctor if you have questions. We also call you 12 and 24 hours after your
procedure for follow up. We require that you remain in the Madison area for 24 hours
after the bronchoscopy.
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Segmental Allergen Challenge: This procedure will be done during a bronchoscopy.
One of your airway tubes will have about one teaspoon of allergen put in it while the
scope is wedged in an airway tube segment. The allergen will stimulate this portion of
your airway tube to produce eosinophils. The results of the whole lung inhaled
allergen challenge will determine the dose given during this segmental allergen
challenge. The scope will then be removed. Two days later you will return to the clinic.
The bronchoscopy will be repeated to collect lung fluid and biopsy samples from the
part of the lung where the allergen solution was placed.
Use of allergen extracts in Segmental Allergen Challenge: The antigens that we
use for the Segmental Allergen Challenge are commercially available and are FDA
approved for use in allergy skin testing and allergy shots (immunotherapy). The use of
these antigens in bronchoscopy is considered investigational. When making the
antigen solutions to be used for challenge, we follow standard guidelines that have
been published by asthma researchers.
Life Events Interview: Participating in this study involves an interview about how
things have been going in your life over the past six months. This interview asks about
your family and social relationships, your work life, finances, and health of yourself
and family members. Because of the material covered in the interview, personal
and/or private information may come up. Although we want to hear as much about
your experiences as possible, you may skip any question or topic that you are
uncomfortable discussing. If you wish to skip a topic or question during your interview,
please let the study staff know. We would like to record these interviews for the
purpose of training future staff in conducting these interviews, both for this research
and in training interviewers for future research. However, you can choose (below) to
allow the use of your interview for the purposes of training for this research alone or
for its additional use in future research. If you choose to allow us to use your interview
for training in future research, the recording will be kept indefinitely. We will revisit
your decision to allow use of your interview for training purposes after the interview is
completed. You will be able to change your mind at this point. Moreover, you can
revoke permission to use your interview for training purposes at any point by
contacting the Principle Investigator, William Busse at 608-263-6183. Your decision as
to whether to allow us to record your interview or not will not affect your eligibility to
enroll in this study.
Please indicate your preference by placing your initials in one of the following choices:
______ My interview may be recorded for use in training for this and any future research
OR
______ My interview may be recorded for use in training for this research only
This interview can take place at the Waisman Center (the same building where your imaging
will be done), the pulmonary clinic, or at the Center for Healthy Minds offices located at 625
W. Washington Ave., Madison, WI. You can choose whichever location is more convenient for
this interview.
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Stress Test and Control Test: You will take part in a stress test and a control test.
The stress test is a standard and widely-used way of creating psychological stress. It
consists of four, five-minute challenges. During two of the challenges, you will be
asked to speak to a panel of two people on a given topic. During the other two, you
will be asked to perform math tasks. The control test involves similar activities but will
not involve any evaluation. The stress test, but not the control test, will be recorded
with a video camera. Only the Principal Investigator and limited research staff will be
able to view the recordings. These recordings will be retained for seven years. You
will be randomized to do either the stress test first or the control test first.
fMRI: For the fMRI scan, you will be placed in the center of a large metal doughnutshaped magnet. The MR machine produces a magnetic field that passes through your
body without disturbing any of its parts. Radio signals will be sent into your body. A
small proportion of the water in your body will send back radio signals that the
machine receives. The MR machine uses a computer to determine where these radio
signals came from to make a picture
showing us what the inside of your
brain looks like. You will be able to use
an MRI simulator during your screening
visit. The simulator is very much like an
MRI scanner so you will be able to
experience what a real scan will be like
and make sure that you can be
comfortable in it.
For this study, words will be presented on a
screen with a camera that can track where
your eyes are looking. These words are
either generically emotional (e.g., love; war,
etc.) or are asthma-related (e.g., breathe,
sneeze, etc.). You will be asked to make simple judgments about these words such as
indicating the color in which they are printed or counting the number of repetitions of
each word presented. The purpose of this task is to look at the brain’s responses to
the positive and negative words and to asthma-relevant words to tell if changes in
brain function are influenced by changes in lung function. While you are in the MRI
scanner, we may also measure your breathing using a belt that goes around your
chest, and the amount of oxygen in your blood using a small sensor in your finger.
The scanning procedure for this study will include several MR scans. Individual scans
require from a few seconds to as long as 20 minutes to complete. You will have to lie
still during the individual scans. To help you lie still, special pads will be placed around
your head. We may also tape a capsule containing vitamin E to the side of your head.
The capsule will show up on the MR image and will help us to know which side of your
head is right vs. left. The entire scanning session may last as long as 90 minutes but
in most cases, the scanning procedure should last about an hour. Support will be
provided to keep you from becoming uncomfortable, and you will be able to stop at
any time.
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PET scans and FDG IV placement: This procedure will use very small amounts of
radioactive compounds that allow researchers to measure processes in the brain such
as energy use and blood flow. In this study, FDG (a
tracer) is a sugar-like chemical that will be used to
temporarily label portions of the brain that use sugar
for energy. You may not eat for four hours before
this procedure. A glucose test will be performed to
confirm that you did not eat. Right before the PET
scanning procedure, an IV will be inserted in your
arm through which the FDG will be injected. When
you are ready for the PET scan, you will be placed in
the scanner, lying on your back. Your head will be
gently restrained with a piece of surgical tape to limit
movement. The scan will last about 45 minutes.
During this time, you should relax and keep as still
as possible.
If you are absent from the study for a period of time, your health status changes (such as
you get a cold), or you need to wash out from or stabilize on a medication you are taking,
you may repeat some study procedures..
What are the risks of the study?
Please note that the study team is aware of all risks listed below. Your safety is our first
priority, and we will monitor your symptoms closely during each procedure. A study
physician will be available at all visits in case emergency medical care is needed.
Risks of Albuterol: Common side effects are headache, increased pulse rate,
shakiness of hands. Uncommon side effects are awareness of heart pounding or
racing, mouth and throat irritation and muscle cramps. Rare side effects are low blood
potassium, irregular heartbeat or heart rhythm, hyperactivity and an immediate
increase in wheeze after dosing. Very rare side effects include an allergic reaction
(hives, swelling of the face, mouth, tongue, and breathing problems). These are the
most common side effects of these medications, but there are other less common
events that are not listed. There may be side effects or risks that are unknown at this
time.
Risks of Prednisone: You may experience side effects with the short term use of
prednisone. Those may include stomach irritation, headache, insomnia (not being able
to sleep well), or mood changes such as irritability or aggression. These side effects
are not expected to be severe with the short term use of prednisone.
Holding asthma medication: For some visits, the study staff may ask you to not take
your asthma medication before the visit. If your asthma symptoms get worse and you
feel that you need to take your medication, please take your asthma medicine and call
the study staff to let them know.
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Asthma and psychological questionnaires: The questionnaires are not tests; there
are no ‘right’ or ‘wrong’ answers. There are no known risks to answering the
questionnaires. The questionnaires might be considered long with repeating
questions. You can skip any question you feel uncomfortable answering.
Risk of potentially identifying depressive symptoms: There is a risk of identifying
depressive symptoms during the psychological questionnaires. Should we identify
moderate depression scores, you will receive a list of community resources for
psychological support. Should we identify severe depression scores, you will receive a
list of community resources for psychological support, in addition to a follow-up
consultation with a licensed clinical psychologist within three days.
Allergy skin test: You may itch at the puncture site, and it may last for several hours.
In very rare situations skin testing can cause a severe allergic reaction. Should this
occur, you will be treated with medication to reverse the reaction. You will need to
remain in the office 20 minutes after the skin test is performed to make sure that no
severe reaction is taking place.
Spirometry: During spirometry you may feel short of breath during the 6-second
exhalation measurement. If this occurs and does not go away on its own you may be
given two puffs of an albuterol inhaler.
ENO: There is no known risk associated with the exhaled nitric oxide procedure.
Sputum induction is associated with chest tightness and a salty taste. You will be
given two puffs from an albuterol inhaler before the sputum induction in order to
prevent excessive chest tightness.
Methacholine challenge: During this procedure you may experience asthma-like
symptoms such as shortness of breath, wheezing, tightness or cough. You will be
given two puffs of albuterol inhaler for relief of symptoms. The symptoms are usually
gone within a few minutes after using the medication.
Blood draw and FDG IV catheter placement: You may experience some pain or
bruising where the needle enters the skin. You may also feel faint or sick to your
stomach while having your blood drawn or having a needle stick. There is a rare risk
of infection where the needle enters the skin.
Saliva sample collection: There is no known risk to performing this procedure.
Whole Lung Allergen Challenge: During the whole lung inhaled allergen challenge
you are expected to have at least a 20% decrease in your lung function. You may
experience asthma-like symptoms such as chest tightness, shortness of breath,
wheezing, and cough. These symptoms should be tolerable at rest. They are
expected to last 30 to 60 minutes and resolve on their own. If the response is
significantly higher than expected, or you are reporting more symptoms than
expected, we may give you inhaled albuterol to reverse the symptoms. You may have
a second decrease in your lung function during the 7-8-hour observation period after
the challenge. This is called a late phase reaction. During the late phase reaction, you
may have a return of the asthma-like symptoms. In rare cases, the symptoms during
the late phase reaction don’t respond to the albuterol inhaler. If this happens, the
study doctor will give you a dose of prednisone to take. Prednisone is a pill you
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swallow. The study doctor will talk to you about how much and how often to take the
prednisone, usually only for a few days. The study doctor will also give you
information on any side effects to expect at that time. The prednisone will be provided
by the research clinic. If you have this rare response during the late phase you will not
be eligible to continue in the study.
Fasting: You will be asked to fast for 12 hours prior to the bronchoscopy, and for four
hours prior to the PET scans. After the bronchoscopy and after the PET scans, you will
be allowed to eat as soon as it is medically safe to do so. This will be approximately 45
minutes after the procedure. Also, both procedures will be scheduled in the morning
hours to limit the amount of time you have to fast.
Bronchoscopy with washing, bronchial brushing and biopsy: Under controlled
situations (like in the clinic), the medical risks of a serious complication from
bronchoscopy are low. In approximately 1 in 1,000 procedures, a severe complication
may occur that requires immediate medical attention or may result in death. This
includes severe bleeding, lung collapse, a severe allergic reaction to the anesthetic
(numbing medicine), or a reaction to the medicine used to relax you.
In approximately 1 in 100 procedures, a moderate complication can occur. This can
be a temporary worsening of your asthma symptoms, a high fever that develops after
the bronchoscopy and lasts 24-48 hours. Midazolam, the medication given to relax
you, may cause temporary side effects such as sleepiness, dizziness, unsteadiness
and forgetfulness.
In approximately 1 in 10 procedures, a minor complication can occur such as sore
throat from the tube for a day or two, short bouts of coughing which last 10-15
seconds as the numbing medication takes effect. Over the past 10 years there was
one incidence of vocal cord irritation and swelling. This irritation can make it difficult to
take a deep breath in, resulting in a feeling of shortness of breath. The symptoms may
last for several days and are more likely to occur in subjects with acid reflux. Mild
tiredness is common after the procedure. Brushing and biopsy adds little to the risk of
bronchoscopy, except for a remote chance of increased bleeding. You may not feel
the brushing, as your bronchial tube will be numb.
When given in large doses the anesthetic used to numb your airways (lidocaine) may
cause tingling, irregular heartbeats, allergic reaction or death. These reactions,
however, are extremely rare. If you have a history of allergy to lidocaine, this
procedure will not be done. The study staff will monitor the amount of lidocaine used
during the bronchoscopy procedure very closely to insure that you do not receive too
large of a dose.
Segmental Allergen Challenge: Instilling antigen in the lungs can be associated with
an acute asthma attack. This is a rare occurrence in our studies (less than 1 in 20
people) because we give all subjects an inhaled medicine, albuterol MDI, before the
procedure, which is very effective in preventing these attacks. If you do get an asthma
attack during the bronchoscopy, the procedure will be terminated and you will be
given additional albuterol to relieve your symptoms. There is a very remote chance
you could experience a severe allergic reaction (anaphylaxis), a complication that
could lead to death. There is also a very small chance (less than 1 in 100 people) that
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you could experience worsening asthma from the segmental allergen challenge after
you leave the clinic. Using two puffs of your albuterol does not always relieve the
worsening asthma symptoms. This is called a late phase response. You will be
provided with a safety pack of prednisone with 24-hour phone number to call if you
experience worsening asthma symptoms after you leave the clinic. The study doctor
will at that time instruct you on how to take the prednisone tablets and what to expect.
If you experience these late phase symptoms, or have other symptoms that persist 24
hours after the segmental allergen challenge, you will be asked to return to the clinic
the next morning to be examined by the study doctor. You must return the prednisone
safety pack at your next visit. The antigens that we use for the segmental allergen
challenge are commercially available and are FDA approved for use in allergy skin
testing and allergy shots (immunotherapy). The use of these antigens for segmental
allergen challenge in bronchoscopy is considered investigational. We have done
hundreds of segmental allergen challenges with these antigens over the last 25 years
with no side effects other than what has been mentioned above.
Worsening asthma: If you have asthma, your asthma may become worse during the
study. The study staff will be reviewing how well your symptoms are controlled at
every visit. If you are using more than eight puffs per day of the albuterol inhaler, or
have an increase in breathlessness with your usual activities, or have new symptoms
during the study please call the study staff at (608) 263-0524 to speak with the
research nurse. If your asthma becomes worse during the study you may require
other medications. If this happens you will not be able to continue in the study.
Stress or Control test: Participation in the stress test will be stressful. If it becomes
too uncomfortable, you are free to terminate the stress test before the 30-minute task
is completed. If you feel any tightness in your chest, wheezing, or other symptoms
during the stress test, treatment with Albuterol will be available.
Life Events Interview: The disclosure of personal information, associated with the
interview, may be uncomfortable or upsetting. You may worry that someone may hear
the recording, who wasn’t meant to hear it, or that someone hearing the interview may
identify you in the recording. To minimize this worry, we have several layers of
protection in place to prevent the disclosure of your personal information (see the next
paragraph below).
Risk of disclosure: Your research samples and data will not be labeled with your
name or other personal identifiers. All data will be stored in a password protected,
study specific database and will be labeled with a code number. Samples will be
stored in one of Dr. Busse’s research laboratories, labeled with a unique study code.
There will be very limited access to the link between your name or other personal
information and the study code. Because this link will exist, there is a remote risk that
your name may become known in association with this research study.
Pregnancy risks: The risks from the allergens used for the whole lung and segmental
allergen challenge, as well as the radiation exposure to an unborn child or nursing
infant are unknown. If you are a woman of child-bearing potential, to be in this study
you must be agree not to become pregnant or nurse a baby. If you do become
pregnant, you must contact the study site right away. You will be asked to provide
information about your pregnancy, the delivery and the health of your baby.
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Risk of PET-FDG: Each FDG scan is equivalent to less than one year of background
radiation from living on the planet. The federal government has set regulations on the
amount of radiation exposure that is considered safe, and these procedures are within
those regulations. FDG has been approved by the FDA and has been judged to be
safe. There is a slight risk of discomfort, bruising, fainting or infection with the
placement or removal of the needle used for injecting the solution. There is also a rare
risk of developing hypersensitivity reactions with pruritus (itching), edema (swelling)
and rash. If you have had any major radiation exposure in the past year from other
research studies, such as x-rays, CT scans, or nuclear medicine scans, you should let
one of the researchers know as it may affect whether you are eligible for this study.
Risk of fMRI: Some subjects should not have MR scans. These include persons with
metallic implants, such as prostheses or aneurysm clips, or persons with electronic
implants such as cardiac pacemakers. The magnetic field generated by the MR
machine can cause a displacement or malfunctioning of these devices. We know of no
risks or adverse effects from the radio signals used in this study. Some subjects report
some anxiety or claustrophobia in the MR scanner since the head must be placed fully
inside the scanner tube. If anxiety or claustrophobia occurs, you are free to stop the
scan and will be brought out. Some people have also reported tingling or tapping
sensations, or muscle twitches in different parts of their body during the imaging
procedure. These sensations are not hazardous and should not cause you any
discomfort. Occasionally, people who have clasped their hands tightly together during
the study have reported a feeling of electrical shock in their hands and arms. This is
also not hazardous; however, to avoid any possible discomfort, you should not clasp
your hands together during the study.
The MR scanner produces loud tapping sounds during operation, which may reach
somewhat uncomfortable levels. To minimize any discomfort, you will be provided with
disposable earplugs or headphones to wear during the procedure. These earplugs will
lessen the noise levels but do not entirely eliminate them, so that communication with
the MRI technician is still possible. For those studies using headphones, care will be
taken to properly position the headphones such that adequate hearing protection is
ensured.
Possible Discovery of Findings Related to Medical Imaging:
Whenever imaging of the brain is done, there is the chance of finding something
unexpected. Unexpected findings can have clear clinical significance or uncertain clinical
significance. Clear clinical significance means that the imaging shows a problem that may
be treatable and we generally know what the risks are of not treating the problem.
Uncertain clinical significance means that the imaging shows something unusual in the
brain, but we do not know if it might affect your health, and treatment may not be
appropriate or possible. On this study, you will be informed of any findings of clear clinical
significance that may be discovered during the imaging procedure, but you will not be
informed if there are findings of uncertain clinical significance. In order to assist us in
interpreting the results of your imaging, we are also seeking your permission to review
your medical records if you are or have been a patient at this hospital. The imaging and
report from this research study will not be placed in your medical record.
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There may be benefits to learning such results (such as early detection and treatment of
a medical condition), but there are risks as well (such as problems with getting insurance
or a job, or feeling worried about a finding for which no treatment is required or
appropriate). The MRI we are using in this research study is not the same quality as a
MRI that you may have as part of your health care. If you believe you are having
symptoms that may require clinical imaging, you should contact your primary care
physician.
You may also choose to have your physician informed of any findings of clear clinical
significance that we report to you by checking the box below. Please note, however, that
if you choose to have your physician informed of findings of clinical significance, that
report will likely be placed in your medical record.
Please indicate your preference by placing your initials by one of the following
choices:
______ Please inform my doctor of findings of clinical significance
OR
______ Please do not inform my doctor of findings of clinical significance
Name of physician to contact
If you do wish us to report any findings to your physician, you must provide us with the
name and location of your primary physician, prior to your [MRI, CT, X-ray, etc.].
Name of primary physician______________________________________
City or clinic__________________________________________________
Study Phases:
This study has two phases (see Table 1):
o Phase 1 consists of the MRI scan and bronchoscopy.
o Phase 2 consists of the PET/MRI scan and whole lung antigen challenge.
All subjects will undergo screening procedures. You can decide how many phases of the
study you wish to participate in. After the screening procedures, you can complete BOTH
Phase 1 and Phase 2, OR, you may complete ONLY Phase 1 or ONLY Phase 2. You can
change your mind at any time and participate in more or less of the study even after you
have made your choice.
Please indicate your preference by placing your initials by ONE of the following choices:
______ I will participate in BOTH Phase 1 and Phase 2 –OR–
______ I will participate in ONLY Phase 1 –OR–
______ I will participate in ONLY Phase 2
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Text Message Reminders:
You have the option to allow text message appointment reminders and general health
notices. A text message appointment reminder or notice will be sent prior to your
scheduled appointment. Standard message and data rates may apply. You can opt out of
text message reminders at any time.
Please indicate your preference by placing your initials by ONE of the following:
________: Please send me text message appointment reminders/health notices
Preferred number for texts: __ __ __-__ __ __- __ __ __ __
OR
________: Please DO NOT send me text message appointment reminders
What are the benefits of the study?
You are not expected to benefit from participation in this study. The information gained
from this study may provide information to help us better understand allergic disease and
asthma and may also lead to new treatments.
Are there any costs?
The procedures done during the study are for research and are not standard medical
care. The study medication and materials, study procedures, and study visits will be
provided at no charge. All other aspects of your asthma care will be charged in the usual
fashion.
Are there any alternatives?
You do not have to participate in this study to receive treatment for your asthma or
allergic disease.
Will I be paid for my participation in the study?
Your participation in this study is voluntary and you will be paid up to $1,440 if you
complete the study procedures as below for the entire study. You will receive an
additional $30 if you need to repeat screening procedures for a safety update. You will be
paid for the visits you complete. For subjects who complete phase 2 only, an additional
$50 will be paid for the fMRI when completed.
Visit
Payment
Screening V1
$75
Screening V2a
$25
Screening V2b
$100
Repeat screening for safety
$30
Phase 1 V3
Phase 1 V4
Phase 1 V5
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Visit
Payment Time involved
Phase 2 V6
$35
1.5 hours
Phase 2 V7
$250
8.5 hours
Phase 2 V8
$35
1.5 hours
Phase 2 V9
$35
1.5 hours
Phase 2 V10
$250
8.5 hours
Phase 2 V11
$35
1.5 hours
Will there be compensation for injury?
In the event that you are physically injured as a result of participating in this research,
emergency care will be available. You will, however, be responsible for the charges for
the emergency care. There is no commitment to provide any compensation for researchrelated injury. You should realize, however, that you have not released this institution
from liability for negligence. Please contact Dr. Busse at (608) 263-6183 if you are injured
or for further information.
If I decide to start the study, can I change my mind?
If you choose not to participate in this study, your doctor will continue to treat your
asthma. Your participation is voluntary. You are free to refuse to participate in the study
and may stop participating in the study at any time without any change in the quality of
medical care you may receive. Your physician may also end your participation in the
study if he/she judges it to be in your best interest. Your participation in the study may be
stopped for any of the following reasons:
A. Failure to follow the investigator’s instructions
B. A serious adverse reaction, which may require evaluation
C. If the investigator feels it is in the best interest of your health and welfare
In addition, the investigator, FDA or the NIH may end your participation in the study at
any time with or without your consent.
Residual Samples
We will use the samples collected in this study for the scientific investigations described
above. Occasionally, the planned experiments do not consume the entire sample
collected. Let us know whether the study investigator, Dr. William Busse, may use the
residual samples of your lung fluid and lung cells, tissue from the bronchoscopy or blood
along with data collected for this study for future research related to respiratory disease
and inflammation by placing your initials by one of the following choices:
______ We may use your sample and the clinical study data associated with this sample for
other research in our laboratory or share it with other investigators conducting approved
research after removing all direct identifying information.
______ We may not use your sample and the clinical study data associated with this sample for
any future research in our laboratory or share it with other investigators conducting
approved research.

Data collected throughout this research study, including your health history, your family
health history, medications, pulmonary function testing, allergy test response, and results
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of tests that were conducted during the study will be stored with the samples. Primary
future use of these samples and data will be for research related to allergies, asthma,
pulmonary and immunology studies. Additionally, future unspecified research is possible
and is unknown at this time. We do not know exactly what research will be conducted at
this time.
If you agree to have your residual samples and data used for future research, your
samples will be stored until they are gone. This may take several months or several
years. Your samples will not be used for future genetic studies. Your stored samples and
data will not contain any identifiable information, so there will be no way for researchers
to link your samples and data to you and no way for you to withdraw your sample if you
agree to this future use. If you do not agree to the future use of your residual samples
they will be destroyed.
Will my confidentiality be protected?
To the extent possible, your participation in this study will remain private. The principal
investigator as well as people from the NIH (National Institute of Health) or FDA (Food
and Drug Administration) may review your medical records about this study. The
investigators will have access to the information that you have agreed to share. The
results of this study may be published in scientific journals or be presented at medical
meetings; however, individual patients will not be identified by name. The data will be
coded with a number. Only the Investigator and his study staff at this site have access to
the code that links your name with your study number and data. Paper copies are kept in
a locked file cabinet in locked rooms, electronic data is password protected.
However, we cannot promise complete confidentiality. Federal or state laws may permit or
require us to show information to university or government officials [and to study
sponsors] responsible for monitoring this study. We may also have to tell the police or
other authorities if we learn during the study that you or others are at risk of harm (for
example, due to child or elder abuse, or suicidal thoughts).
During the course of this study, the study investigator Dr. William Busse, or a member of
the study team will collect bronchoalveolar cells/fluid. Some of these samples will be used
here at UW. Some of these samples will be used at our collaborator at University of
California-San Diego (Xin Sun, PhD). The samples will be used to look at scientific
questions proposed in this protocol. The samples will be handled in a manner that
protects your privacy; before being sent to San Diego, the samples will be coded,
meaning there is a link between your sample and your identity. However, we will not
provide the University of California-San Diego with this link. The sharing of the samples is
not optional. If you do not want to have your samples shared or stored with our
collaborator the University of California-San Diego, you will not be allowed to join this
study.
A description of this clinical trial will be available on http://www.ClinicalTrials.gov, as
required by U.S. Law. This Web site will not include information that can identify you. At
most, the Web site will include a summary of the results. You can search this Web site at
any time.
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What if I have questions?
Please feel free to ask questions at any time. You may take as long as you need to decide
whether you wish to participate in this study. In addition, if you have any questions about
your rights as a research subject, you may call one of the UW Hospital Patient Relations
representatives at (608) 263-8009. You will be kept informed of any important new
findings that may affect your interest in participating in this study. In some cases, you may
be asked to sign a new consent form. If you have any questions about this research
please contact: Dr. William Busse, at (608) 263-6183.
Future Contact
Occasionally, we may want to contact subjects who did our studies in the past to see if
they are interested in new projects. Your name and contact information will be kept in a
database at the University of Wisconsin Asthma, Allergy and Pulmonary Research Unit. If
you agree to be in this database, you may be contacted in the future to see if you are
interested in participating in more studies. The results of your breathing tests will be
included in this database, and this information may be used to see whether you qualify for
future research studies. The database is password protected, and only immediate
research staff will have access to the information. There is a very small chance that your
name, contact information and your screening information could, in error, be made public.
Please let us know whether you would like to be called or not by putting your initials in
one of the spaces below.
________ I would like to be contacted for future research studies.
________ I DO NOT want to be contacted for future research studies.
Authorization
I have read the above and decided to participate in the research project described above. My
signature also indicates that I have received a copy of this consent.

Signature of Subject

Date

Printed name of Subject

Signature of Person Obtaining Consent

Date

Printed Name of Person Obtaining Consent
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Visit 1
3 hrs

Visit 2a*
1.5 hrs

Visit 2b*
4-6 hrs

X+

X

X

X

X
X

X

Time frame
Consent/Eligibility
Life Events Interview
Pregnancy Test
Medical History
Vital Signs
Allergy skin test
Spirometry
Methacholine
WLAC
Physical exam
Blood draw
Sputum induction
Exhaled NO
Social Stress or Control Test
MRI simulator
PET scan
MRI2
Bronchoscopy w/ SBP
Questionnaires
Follow-up safety phone call

X
X^
X
X
X
X*
X4

X
X
X3

X*, 3

X*, 3

X^

X

Visit 3
3 hrs

Visit 4
4 hrs
≤ 72
hrs V3

Visit 5
6 hrs
<48hrs
V4

X

X+

X

X

X

X

X4

X4

X*, 3

X
X

X
X

X

2X

2X

X
X
X
2X

X
X
X
2X

PHASE 25
PET-WLAC
Visit 6
1.5 hrs

Visit 7
8.5 hrs
≤ 72 hrs
V6

X

X+

X

X

X

X4

X

X4

X
X

X
X
X
7X
X

Visit 8
1.5 hrs
<48hrs
V7

X
X
X

Visit 9
1.5 hrs

Visit 10
8.5 hrs
≤ 72 hrs
V9

X

X+

X

X

X

X

X4

X4

X
X

X
X
X
7X
X

X

X

X

X

Visit 11
1.5 hrs
<48hrs
V10

X
X
X

X2

1

Visit #
Duration (hrs)

PHASE 15
MRI-Bronch

≥ 4 weeks1 between V7 and V10

Screening#
Procedures

weeks1 V2b
between
Phase2 2antigen
antigenvisit
visits
≥ 4 weeks≥1 4between
and Phase 1 and
or Phase
(V4 or V7)

Visit Grid

≥ 4 weeks1 between V2b and Phase 1 or Phase 2 antigen visit (V4 or V7)

Table 1:

* If needed for screening eligibility.
# If you get sick or need to do a medication wash out or stabilization, part of the screening procedures may be repeated to make sure you are still eligible to continue in the
study. Those procedures may include: medical history update, vital signs, medication and symptom review, spirometry, and a blood draw for safety labs (if previously
done).
+ Pregnancy test needed if it has been > 48 hours since the previous test.
^ Life Events Interview and MRI Simulation may happen on a different day after V1 (but after informed consent) if needed due to scheduling.
1 The ideal visit window is 4-6 weeks between consecutive administrations of antigen; however, the visits can go beyond 6 weeks due to illness, medication change,
scheduling or at the discretion of the PI.
2 Subject who only complete phase 2 can have the fMRI done at any time with the exception of a 2 week washout after administration of antigen.
3 Screening blood draws may occur at V1, V2 , V2 , and/or V3.
a
b
4 Spirometry with reversibility.
5 If you get sick or need to do a medication wash out or stabilization or there are any technical difficulties, visit procedures may be repeated for data accuracy reasons.
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