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SEVERE ASTHMA CONSENT    

This consent form may contain words that you do not understand.  Please ask the study doctor or the study staff to explain any words or information that you do not clearly understand. 
Why is this research being done?
You are being invited to take part in a research study that will extensively evaluate severe asthma, which may lead to the development of  severe disease.  We will also study some of the genes that control allergies, as well as  the production of mucus and inflammation in asthma airways.  

In addition, you are being asked to allow us to share samples and information with 3 other sites (Cleveland Clinics, University of Wisconsin and Wake Forest University).   These data and samples will be shared with these other sites to better characterize

severe asthma and to allow the other sites to use your samples for their research.  In all cases, however, your samples will not be identifiable to the other investigators in any way; they will be de-identified (without any identifiable information such as name, initials, birth date, social security number).  
You are being asked to participate in these studies because you are a severe asthmatic subject. It is hoped that the information obtained from this study may help determine why you do not respond in the usual way to  regular asthma medications.

If you participate in this study, then it is likely you have been asked to participate in corresponding studies of severe asthma. If you decide to participate in these studies, please be aware that we will ask you to undergo each procedure only one time. All procedures that we will ask you undergo are outlined in this consent. 

Who is being asked to take part in this research study?
Subjects with asthma of varying severity and subjects without asthma will be asked to participate in this study. Participation will be for approximately 1 month, however, this time may vary depending on scheduling conflicts.  People invited to participate in this study must be between 18-65 years of age and, if female, cannot be pregnant.  The study is being performed on approximately of 250 individuals over 5 years at UPMC.  
What procedures will be performed for research purposes?
As you are a severe asthmatic in whom some of these procedures are done to clinically evaluate your disease, two of the procedures will be done for BOTH clinical AND research purposes.   Those tests are specifically identified below.    In those cases either additional research evaluation or additional samples will be taken as part of that test that will be used for research only.   You will only be reimbursed for the research portion of these studies.   If you decide to take part in this research study, you will undergo the following procedures:

Screening Procedures

Procedures to determine if you are eligible to take part in a research study are called “screening procedures”.   For this research study, the screening procedures include:

1. We may wish to do a medical record review. We are asking your permission to review your UPMC Medical Records Chart to obtain the results of clinical procedures that you have undergone. 

2. For women who could possibly be pregnant, a urine pregnancy test will be performed at visit 1.  A small sample (about 1 teaspoonful) of blood will be taken from a vein in your arm for a pregnancy test at visit 6.  Pregnant women, or women who are currently breast-feeding an infant, will not be allowed to take part in this study.

3. Simple breathing test that measures the amount of air you have in your lungs and how well you can move that air by forcefully blowing 3 or more times into a mouthpiece that is attached to a computer. 
4. One of the investigators will do a physical examination.  

There will only be one screening evaluation.  It will take up to 2 hrs.

Experimental Procedures

If you qualify to take part in this research study, you will undergo the experimental procedures listed below.

1.
Questionnaires

A series of questionnaires will ask you a wide range of questions including, but not limited to, information about your asthma, medication history, smoking history, socioeconomic status, healthcare, emergency room visits, immunotherapy, family history, environmental living conditions, your quality of life and your emotional well being.  

2.
Allergy Skin Tests 

One drop of 14 common allergens (for example: house dust mite, grass pollen, mold) will be put on the underside of your forearm or on your back. Your skin will be lightly pricked with a needle. Fifteen minutes later a study coordinator will look for redness and or swelling (like a mosquito bite) where the tests were done. 

3.
Spirometry (Simple Breathing Tests) 

Spirometry tests are breathing tests that measure the amount of air you have in your lungs and how well you can move that air by forcefully blowing into a spirometer. 

4.  Urine collection

You will be asked to provide a urine sample for measurements of oxidants and tobacco smoke exposure in the urine.  Women of childbearing potential will also have a urine pregnancy test performed 2 times during the course of the study (at screening and prior to the methacholine challenge testing).

5. 
Blood draw

A total of approximately 1-2 Tablespoons of blood will be removed by putting a needle into your vein. This is the standard method used to obtain blood samples. The samples will be used for genetic studies (see next section), and for analysis of factors believed to be important in asthma. We will also check your immunoglobulin E levels (antibodies found in higher amounts in people with allergies/asthma), cortisol levels(a chemical in your blood that may increase during physical stress or changes in the body such as inflammation), inflammatory markers and oxidants, clotting factors, and blood counts. In addition, you may later be asked to provide extra blood (150 ml or about 10 Tablespoons) to isolate cells called eosinophils, which are potentially involved in asthma.    Serum pregnancy test will also be performed prior to the bronchoscopy.  .

6.  Genetic studies.  A portion of your blood will be used to evaluate genes that may be related to the development of asthmatic inflammation.   No other genes will be studied. The samples will be collected and coded in such a way that only the primary investigators will be able to link your genes to you, the individual. These coded samples will be sent to Wake Forest University and one sample will be kept here at the University of Pittsburgh for analysis.  These specimens may be stored up to 30 years to research scientific questions related to asthma inflammation and the wound repair process.  

7. 
Sputum Induction

 A sputum induction will be performed for determination of inflammatory cells (called eosinophils, neutrophils, lymphocytes and macrophages) and related biochemical markers (substances involved in the inflammatory process that make asthma worse) in the sputum.  Prior to the induced sputum procedure (and if your breathing test is good enough), you will be given 4 puffs of an inhaled bronchodilator (albuterol) to open the airways. For this procedure you will be asked to inhale aerosolized saline (salt-water) solution (3%) for up to 12 minutes through a mouthpiece.   Every 4 minutes you will be asked to spit your saliva into a cup. This will help keep your sputum from being contaminated with saliva. Then you will be asked to take 2 additional breaths of the salt solution and cough into a collection cup.  During the procedure, lung function (peak flows) will also be monitored every 4 minutes to be sure your asthma has not worsened.  If you experience wheezing or shortness of breath, you will be given a bronchodilator (albuterol).  Prior to leaving the hospital, lung functions will be performed to ensure your breathing has returned to baseline.    

8.   Maximum Post Bronchodilator Value of Lung Function

You will do spirometry and then take 2 puffs of albuterol, an inhaler medicine to relax the airways. 15 minutes later you will do spirometry again and take another 2 puffs of albuterol.  15 minutes later you will do spirometry again and take another 2 puffs of albuterol. 15 minutes later you will repeat spirometry. If there is little or no difference between the last 2 sets of spirometry values, the test will stop. If comparison of the last 2 sets of spirometry values shows a continued improvement in your breathing, you will take 2 more puffs of albuterol, and spirometry will be repeated one last time. For this test you will receive no more than 8 puffs of albuterol.  

9.
Methacholine Challenge Test. 

A methacholine challenge is a common test often used to diagnose asthma. Methacholine is a chemical that causes the airways to narrow. The challenge test consists of inhaling increasing doses (0.000, 0.078, 0.156, 0.3125, 0.625, 1.25, 2.50, 5.00 10, then 25 milligrams/milliliters) of methacholine through a nebulizer to assess how quickly your airways narrow. Your airways will tighten slightly as the test proceeds. As you have asthma, we are doing the test to see how quickly your airways narrow. We will start with very small doses, gradually increasing the dose of methacholine. Spirometry (breathing tests) will be performed 3 minutes after each dose to look for changes in your lung function. The procedure will be terminated if you demonstrate a significant change in your pulmonary function test or you reach the highest concentration of methacholine.  Prior to this test, a urine pregnancy test will be performed on women of childbearing potential.  The test should take 30-60 minutes.  You will receive albuterol (an inhaler medicine that relaxes the airways) after the test is done to reverse any asthma symptoms.

10.
Complete pulmonary function tests (PFTs) with pressure volume curve
PFTs are breathing tests that measure the amount of air you have in your lungs during quiet breathing and how well you can move that air by forcefully blowing the air out.    These studies will be done in a "body plethysmograph", a standard piece of equipment that looks like a telephone booth.  You will sit inside the booth for these tests, but will be able to communicate with the person performing the test through a microphone and speaker. The tests will be done without any breathing medicines (baseline), and after you inhale a bronchodilator (albuterol).   The bronchodilator will be inhaled as 2 to 4 puffs of albuterol or in a nebulizer.    This test should take about 1 1/2 to 2 hours.

11.
Exhaled Nitric Oxide

We will also ask you to perform exhaled nitric oxide testing to measure concentrations of a gas called nitric oxide (NO, for short) present in the breath of every person. The levels of NO in the breath may rise or fall in certain diseases, like asthma.  If you agree to take part in this study you will be asked to inhale deeply and then exhale very slowly into a mouthpiece for between 10-15 seconds. This test may last for 10 to 15 minutes. 

12. 
Multi-detector CT Scan

Multi-detector (a form of a “spiral” CT scan) CT scans are a type of x-ray to look in more detail at your lung structure. You will need to lie flat and still for about 15 minutes while the scan is performed. It will be performed twice, at two levels of inspiration and expiration.  You will be asked to inhale 2 puffs of albuterol, a medication that opens up (bronchodilates) airways in asthmatics 15-30 minutes prior to the test.

Your CT Scan image will be generated and transferred to Dr. Eric Hoffman's Physiologic Imaging Center at the University of Iowa for detailed computer analysis. Your image will be sent without any identifiers (no name, birth date, social security number) but with a special number specific to the study.  Only the study team can link your CT Scan to you.  

CT scans are routinely done to improve your clinical care.  However, we will also do additional tests as part of these procedures for research purposes.  If you have already had a CT scan, it will be done for only research purposes.  

CT Ancillary Study:  

In addition to the computer analysis performed at the Imaging Center at the University of Iowa, some subjects will be eligible for additional imaging studies.  For eligible subjects the CT analysis will include the creation of a 3 dimensional image of your airways.  This image will be used to pinpoint the locations to collect biopsies from when the bronchoscopy is performed.  This will help the researchers compare the results of the CT airway measurements with the results of the biopsy measurements.

CT Reliability study:

Some subjects will be eligible to have a second multi-detector CT scan as part of a sub-study to double check that the CT results are the same when they are repeated.  This second CT scan will take place 3-5 days after the first CT scan.  For subjects participating in this sub-study only inspiration scans will be performed at the initial and second procedure so no additional radiation exposure will be received if you participate in this reliability sub-study.

Bronchoscopies are routinely done to improve your clinical care.  However, we will also do additional tests as part of this procedure for research purposes.  If you have already had a bronchoscopy done, it will be done only for research purposes.

13. 
Bronchoscopy with endobronchial biopsy, transbronchial biopsy and lavage 

Bronchoscopy is the passage of a thin flexible tube about the diameter of a pencil with a light on the end through the nose or mouth into the windpipe and then into the bronchial tubes.  This procedure consists of 3 stages and will take approximately 45 minutes.  First, you will be asked to inhale a medicine (albuterol 2 milliliters) to open up your airways.  Then, you will be given an intramuscular injection of a mild sedative (a drug that will make you sleepy or will make you not remember the procedure and reduce your cough) and a medication to dry secretions (Codeine 45mg and Atropine 0.6mg). Then, an intravenous needle (IV) will be put into a vein in your arm and left in to give you medications during the bronchoscopy.  Next your nose, throat, and vocal cords will be sprayed with lidocaine 600mg total dose (a numbing medication or anesthetic) so you will not feel the tube and will not cough as much.  You will then be given some medication (Versed-not to exceed 10mg and/or Fentanyl-not to exceed 200 micrograms) in the IV to make you more drowsy.   Finally, the bronchoscope will be passed into your windpipe.  The tube is small enough that you can breathe around it, and is designed so that the study doctor can look through it into your lungs.  Secretions can be removed by suction through it.  

While the tube is in your lung, up to 3 additional procedures may be done specifically for this study. 
· Endobronchial biopsy.  While the bronchoscope is inserted into your lungs, another small instrument will be passed through the bronchoscope to take small samples (biopsies) of tissue from the walls of the airways.  These samples are examined under a microscope.  Up to 8 samples will be taken during this procedure, with 4-6 being taken for RESEARCH PURPOSES ONLY.

· Transbronchial biopsy. As part of the bronchoscopy described above, small pieces of tissue can also be removed from the parts of your lung beyond the visual limits of the bronchoscope. THIS PORTION OF THE PROCEDURE IS DONE FOR RESEARCH PURPOSES ONLY.  This procedure enables small pieces of tissue to be gathered from the smaller airways and the alveolar sacs (distal lung). To obtain biopsy tissue from the distal lung, the study has to be done using x-ray guidance so that the instrument used to do the biopsies can be seen. When the bronchoscopist determines that the instrument is in the distal part of your lungs, a small piece of tissue is removed. This will be done 4-6 times. 
In addition, you may have the following procedure performed. 

· Pulmonary Lavage.  During pulmonary lavage, five 50 ml (a little over 3 Tablespoons) washes of sterile salt-water solution will be injected through the bronchoscope and then immediately sucked out. This allows the doctor to remove some lung cells and secretions for research study.
The bronchoscopy procedure will take about 30-45 minutes, but the preparation and recovery time will usually make the visit about 4-8 hours total.   If you have very severe asthma, we will ask you before the procedure begins to spend the night after the procedure in the hospital to make certain that your breathing remains in good control.  However, even if you do not have very severe asthma, your asthma may worsen during or after the procedure.  In those cases, you will be monitored overnight in the Clinical Translational Research Center.   

Monitoring/Follow-up Procedures:
Procedures performed to evaluate the how well you recovered from the bronchoscopy are called “monitoring“ or “follow-up” procedures.  For this research study, the monitoring/follow-up procedures include:

1.  You will be monitored at UPMC until the sedation has worn off. After the bronchoscopy is completed, you will be asked to wait in the bronchoscopy recovery area or the clinical research unit for at least 1 hour (but commonly 4-6 hrs) following the bronchoscopy to make sure your breathing has not been affected by the procedure and to be sure that the anesthesia has worn off. Breathing tests (spirometry) will be done when are awake enough to perform the test and then every 1-2 hrs after to make certain your breathing capacity is returning to your normal level. If you are not able to breathe as well as you could before the bronchoscopy we will give you some more albuterol and check you spirometry again. If your breathing does not return to your normal level after about 6 hrs, you will be asked to spend the night in the hospital for observation.   You will not be allowed to leave the clinic until your breathing is back to your normal level. 

2.  You will not be allowed to drive yourself home after the bronchoscopy. This is because the sedatives used during the procedure may decrease your driving ability. We will ask for the contact name and number of the person that will pick you up after the bronchoscopy.

3.  If you have very severe asthma, we will observe you overnight in the hospital to monitor for any worsening of your asthma or other complications. This will be done in Clinical Translational Research Center. If you have severe worsening of your asthma, we will observe you overnight in the hospital to monitor until you are better. This will also be done in the Clinical Translational Research Center. 

We ask that all samples and data collected as part of this study be allowed to be used for this and additional studies for up to 30 years.   You may withdraw your permission to use these samples or data at anytime.  

Study Visits.  

The time in between each study visit and/or the order of these visits (Visits 1-5) may vary depending on your availability and schedule.

At the following visits, you will have the described procedures performed.   

Visit #1: Screening Visit with informed consent and initial description (i.e. non-asthmatic, asthmatic, or severe asthmatic).  You will be informed about the study and your responsibilities as a subject.   We will obtain your informed consent to participate.   Once informed consent is obtained, you will be asked to have allergy skin testing performed and to fill out questionnaires.   

Blood will be drawn for IgE (allergy), cortisol, complete blood count, and genetic testing.   Additional blood will also be drawn in order to look at inflammatory markers and oxidants in serum and plasma.  For those subjects who may undergo a transbronchial biopsy at Visit 6 (asthmatics and severe asthmatics), a blood sample is drawn to check that the blood clots appropriately.  A total of 1-2 Tablespoons will be drawn for all of these tests. 

A urine sample will be collected from all participants in order to measure oxidants and tobacco smoke exposure in the urine.   Women of childbearing potential will also provide a urine sample for pregnancy testing. This visit should take about 2 hrs.   This visit will take place in the Asthma Clinical Research Unit. 

Visit #2

Complete pulmonary function testing (lung volumes/plethysmography or measuring the size of your lungs) will be performed at this visit along with the Maximum Post Bronchodilator Value of Lung Function test.  This visit should take about 1.5 hrs and will take place in the Asthma & Allergic Diseases Clinical Research Center. 

Visit #3.  A methacholine challenge test will be performed to evaluate if you have any asthma tendencies, or twitchiness in your airways. This visit should take about 1-2 hrs and will take place in the Asthma Clinical Research Unit. 

Visit #4

Sputum induction will be performed at this visit.   This visit should take about 1-1.5 hrs.     This visit will take place in the Asthma & Allergic Diseases Clinical Research Center. 

Visit #5  At this visit you will undergo 2 CT scans of your chest at two levels of inspiration and expiration.   This visit should take about 1 hr and take place in the CT scan area of radiology.   

Visit #6  Bronchoscopy.  Following spirometry serum pregnancy testing (for women of childbearing potential), and measurement of exhaled nitric oxide, bronchoscopy with endobronchial biopsies, transbronchial biopsy and bronchoalveolar lavage or airway brushing will be performed. This visit should take 4-8 hrs in most cases. This visit will occur in the clinical bronchoscopy suite and the clinical research unit.  

Visit #7    We will ask you to come back to donate additional blood (about 150 ml or 10 tablespoons) to isolate particular cells called eosinophils that are of interest in asthma.  

At the discretion of the investigator, coordinator and subject each visit can be rescheduled if your pulmonary function measurement is not in the acceptable range at this visit.   Similarly, visits with exclusionary pulmonary function measurement criteria may be rescheduled.  However, if you do not meet criteria after 3 tries, no further attempts will be made.  

What are the possible risks, side effects, and discomforts of this research study?

As with any experimentally procedure, there may be adverse events or side effects that are currently unknown and certain of these unknown risks could be permanent, severe, or even life-threatening.  
It is not expected that study participants will have all of these side effects.  The study may include risks that are unknown at this time.
1.
Risks of Questionnaires

Commonly, some of the questions may make you feel uncomfortable (15-20% of the time).  In addition, you commonly may feel fatigue from answering the questions (20% of the time).

2.
Risks of Allergy Skin Testing 
Temporary itching, swelling at the site of the prick is likely to occur in at least 50% of the participants. You may experience hives and wheezing.  Symptoms such as itching all over the body, sneezing, and eyelid swelling occur very rarely (in 1 per 10,000 people).  In extremely rare cases (<1%) a person may develop an allergic reaction which causes an asthmatic or anaphylactic reaction to occur.  The reaction could include severe wheezing, shortness of breath, facial/tongue swelling and decreased blood pressure.  However, life-threatening anaphylaxis limited to a panel of allergens, none of which we use.  Emergency medications are available at all times.  

3.
Risks of Spirometry/PFTs/ Maximum Post Bronchodilator Value of Lung Function  

Spirometry infrequently (5% of the time) makes your chest tight or makes you short of breath. Albuterol will be available if this occurs. Rarely (less than 1% of the time) you may have coughing or lightheadedness with spirometry. You will get up to 8 puffs of albuterol with these tests. Taking up to 8 puffs of albuterol commonly (5-10% of the time) makes your heart race, makes you feel jittery or nervous, increase your blood pressure, causes nausea, or headache. These feelings are temporary and should be gone within 15-30 minutes.  During the pulmonary function tests, which are done in the plethysmograph there is an infrequent chance (less than 10%) that you will have a feeling of claustrophobia (feeling uncomfortable in closed spaces). 

4.
Risks of blood draws  

You are likely (nearly 100% of the time) to have mild pain while blood is drawn from your arm.  There is an occasional risk of bruising and rarely (less than 1% of the time) infection at the place where the needle entered your arm. Infrequently (5% of the time) people may experience lightheadedness, nausea or fainting.

5.
Risks of Sputum Induction   

You may infrequently (5% of the time) become short of breath or experience chest tightness and wheezing while doing the sputum induction.  However, treatment with albuterol before the test usually prevents this. The procedure will be stopped and treatment will be available if these symptoms do occur.

6.
Risks of Methacholine Challenge Test 

In asthma patients, the procedure almost always (100% of the time) produces a reaction that might be similar to a mild asthma attack such as cough, chest tightness and/or wheezing.  This will be reversed promptly with an inhaled bronchodilator (albuterol).  

7. Risks of CT scan 

The risks from the CT scan include exposure to x-ray radiation. The amount of radiation exposure that you will receive from these two multidetector CT scans is 2  rem  (a unit of radiation exposure) (or less) to your chest, with minimum exposure of other areas of your body.  For comparison, radiation workers are permitted, by federal regulation, a maximum radiation exposure of 50 rems per year to any single body organ.  There is no minimum amount of radiation exposure that is recognized as being totally free of the risk of causing genetic mutations (abnormal cells) or cancer.  However, the risk associated with the amount of radiation exposure that you will receive from taking part in this study is felt to be low and comparable to everyday risks. 
8.
Risks of Nitric Oxide Measurement

There are no known side effects or complications to the test. 

9.   Risks of Bronchoscopy, Lavage and Biopsy  

Temporary coughing, gagging, soreness of nose and throat are likely (25-50% of the time) to be seen when your airway is being number prior to inserting the bronchoscopy.  Vocal cord spasms, vomiting, and/or nosebleed, aspiration, minor trauma to the airway are infrequently observed (less than 10% of the time) once the bronchoscope has been inserted.  Fever and collapse of small lung segments are commonly seen (up to 18% of the time) in asthma subjects when lavage is performed. Transient and minor chest pain is likely up to 30% of the time in asthmatics, especially when lavage is performed. Pneumothorax (collapsed lung) and pneumonia are extremely rare (less than 1%) from endobronchial biopsy alone and have not been seen in our population.   Death has been reported on one occasion in relation to a research bronchoscopy (never in our studies) and not in any asthmatic subjects. 

The most important risk of bronchoscopy in asthmatics is temporary worsening of asthma.  This occurs infrequently (less than 10% of the time) in mild-moderate asthma but is likely to occur in up to 25% of severe asthmatics and includes a 25% risk of receiving a prednisone burst (treatment with a high dose of steroids) for worsening asthma if you are a severe asthmatic. Related risks occurring more frequently in severe asthmatics included shortness of breath (commonly seen 23% of the time) and more albuterol use (frequently (30%) seen). The risk of a prednisone burst is infrequent (5% of the time) in milder asthma patients. 

10.   Risks of Transbronchial Biopsy

The risks of transbronchial biopsies are different from those of the other bronchoscopy studies. Significant bleeding or collapsed lung are each infrequently seen, occurring about 1-3% of the time. If a collapsed lung occurs, there is a likely (25-50%) chance that you would need to be hospitalized for 1-3 days and the air removed from around your lung by placing a large needle into your chest and keeping it there until your lung was re-inflated.    In addition, you are exposed to radiation during fluoroscopy. The amount of radiation you will be exposed to will be between 0.7 and 1.5 REM, such that the total radiation dose (including your CT scan) will be no more than 3.5 rem.  For comparison, radiation workers are permitted, by federal regulation, a maximum radiation exposure of 50 rems per year to any single body organ.  There is no minimum amount of radiation exposure that is recognized as being totally free of the risk of causing genetic mutations (abnormal cells) or cancer.  However, the risk associated with the amount of radiation exposure that you will receive from taking part in this study is felt to be low and comparable to everyday risks. 
11.  Risks of IV needle  

Insertion of the intravenous catheter (IV needle) in your arm involves the same risks as drawing blood, but you will also likely (25-50% of the time) experience mild discomfort from having the catheter taped to your arm.  Infrequently (<10% of the time), a small amount of bleeding under the skin will produce a bruise (hematoma).  Rarely (<1% of the time), temporary clotting of the vein (from the IV) occurs, while the risk of infection of a hematoma, severe infection of the blood stream or heart valves or significant blood loss is extremely rare (less than 1 in 1000). Your catheter will be in place for 2-8 hours.

12.  Risks of Medications used during Bronchoscopy

Infrequent side effects (occurring in 1-10% of people, 1-10 out of 100) of Codeine include; dizziness, lightheadedness, drowsiness, upset stomach, vomiting, constipation, stomach pain, and difficulty urinating.  
A likely side effect of lidocaine (occurring in more that 25% of people, 25 out of 100) is dry mouth and a bad taste in mouth.  Common (occurring in 10-25% of people, 10-25 out of 100) side effects associated with lidocaine administered on the back of the throat are spasm of the throat and tremors.  

Fentanyl is used for sedation of the participants.  

Common side effects (occurring in 10- 25% of people, 10-25 out of 100) include:  decrease in amount of urine or in the frequency of urination and hallucinations (seeing, hearing, or feeling things that are not there)  

Infrequent side effects (occurring in 1-10% of people, 1-10 out of 100) include: chest pain, difficulty in speaking, fainting, irregular heartbeat, mood or mental changes, problems with walking, redness, swelling, itching, or bumps on the skin at place of application, and spitting blood.

Rare side effects (occurring in less than 1% of people, less than 1 out of 100) include; change in vision, bladder pain, difficulty in speaking, fever with or without chills; fluid-filled blisters on skin; frequent urge to urinate; noisy breathing, shortness of breath, tightness in chest, or wheezing; red, thickened, or scaly skin, swelling of abdomen or stomach area, swollen and/or painful glands,  and unusual bruising.

Versed is used for minor sedation of participants. A likely side effect (occurring in more than 25% of people, 25 out of 100) associated with versed is pain at the injection site.   Headaches are a common side effect (occurring in 10- 25% of people, 10-25 out of 100). Redness and stiffness are rare (experienced by less than 1% of patients, 1 out of 100).  

Rare side effects (occurring in less than 1% of people, less than 1 out of 100) of Atropine are bloating, constipation, loss of appetite, and stomach pain (severe) with nausea and vomiting.  Infrequent side effects (occurring in 1-10% of people, 1-10 out of 100) include blurred vision, confusion, difficult urination, dizziness or lightheadedness, drowsiness, dryness of skin and mouth, fever, headache, trouble in sleeping, unusual tiredness or weakness.  These side effects typically occur when Atropine is taken over a longer period of time.  

Nebulized Albuterol risks include: tremors (trembling/shaking) and nervousness.  These risks are considered likely (occurring in more than 25% of people, 25 out of 100).  

Infrequent – occurs in 1-10% of people (1 to 10 out of 100 people) side effects include palpitations (awareness of heart beating), increased heart rate, nausea, headache, muscle cramps, dizziness, sleeplessness, weakness, fine muscle tremor (trembling), particularly in the hands, and peripheral vasodilation (increased blood flow to the arms and legs).  

Rare – occurs in less than 1% of people (less than 1 out of 100 people) side effects include immediate hypersensitivity allergic reactions including angiodema (swelling under the skin, usually localized to the face) hives, bronchospasm (narrowing of the airways), reduced blood pressure, rash, oropharyngeal edema (swelling around the back of the mouth and throat), and anaphylaxis (severe, whole body allergic reaction) and collapse.  Chest pain, chest discomfort, increased blood pressure, vomiting, central nervous system stimulation, restlessness, irritability, drowsiness, flushing, and unusual taste and drying or irritation of the oropharynx (back of mouth and throat) are also rare side effects of albuterol.
13.  Breach of confidentiality

That is, in very rare cases people not associated with this research study may inadvertently see your identifiable research results.  We will do everything in our power to prevent this from happening by keeping research records in locked files, and identify all specimens and medical information by a research record number, rather than your name or social security number.  The codebook containing your name and number will be kept secure by the study coordinator.  

Breach of confidentiality of genetic testing could impact future insurability, employability, or reproduction plans, or have a negative impact on family relationships, and/or result in paternity suits or stigmatization.    

What are possible benefits from taking part in this study?
You will likely receive no direct benefit from taking part in this research study.  This study is not designed to treat any illness or to improve your health.

What treatments or procedures are available if I decide not to take part in this research study?
If you decide not to take part in this research study, no procedures will be performed. 
If I agree to take part in this research study, will I be told of any new risks that may be found during the course of the study?
You will be promptly notified if, during the conduct of this research study, any new information develops which may cause you to change your mind about continuing to participate.

Will my insurance provider or I be charged for the costs of any procedures performed as part of this research study?
Some of the services you will receive during this study are research only services that are being done only because you are in the study. Examples are (allergy skin testing, sputum induction, methacholine challenge, and CTRC services).   These services will be paid for by the study and will not be billed to your health insurance company or you.     

Some of the services you will receive during this study are considered to be routine clinical services that you would have even if you were not in the study.  Examples are (bronchoscopy, complete pulmonary function testing and CT Scan).  These services will be billed to your health insurance company or you, if you do not have health insurance.

You will be responsible for paying any deductibles, co-payments or co-insurance that are a normal part of your health insurance plan. 

You may want to get more detailed information about what routine clinical services your health insurance is likely to pay for.  Talk to a member of the study staff and/or a UPMC financial counselor to get more information.  

 Will I be paid if I take part in this research study?

You will receive compensation for each completed procedure that is performed for research purposes, according to the following schedule:

You will not be reimbursed for those tests done as part of your clinical care (i.e. bronchoscopy, pulmonary function test, and CT scan).

	Procedure
	

	Screening evaluation
	35.00

	Allergy Testing
	20.00

	Blood Draw-Genetic Testing, A.M. cortisol,

CBC, IgE PT/PTT
	25.00

	Sputum Induction
	50.00

	Methacholine Challenge Testing
	50.00

	Pulmonary Function Testing
	50.00

	CT Scan
	40.00

	Exhaled Nitric Oxide
	10.00

	Bronchoscopy (endobronchial biopsy, lavage, 

brush)         
	185.00

	Transbronchial Biopsy
	75.00

	Total
	$540.00


Your biological sample or genetic material may lead, in the future, to new inventions or products. If the research investigators are able to develop new products from the use of your biological sample or genetic material, there are currently no plans to share with you any money or other rewards that may result from the development of the new product

Who will pay if I am injured as a result of taking part in this study?
University of Pittsburgh researchers and their associates who provide services at University of Pittsburgh Medical Center (UPMC) recognize the importance of your voluntary participation in their research studies.  These individuals and their staffs will make reasonable efforts to minimize, control, and treat any injuries that may arise as a result of this research.  If you believe that you are injured as a result of the research procedures being performed, please contact immediately the Principal Investigator or one of the co-investigators listed on the first page of this form.

Emergency medical treatment for injuries solely and directly related to your participation in this research study will be provided to you by the hospitals of UPMC.  It is possible that UPMC may bill your insurance provider for the costs of this emergency treatment, but none of these costs will be charged directly to you.  If your research-related injury requires medical care beyond this emergency treatment, you will be responsible for the costs of this follow-up care unless otherwise specifically stated below.  There is no plan for monetary compensation. You do not, however, waive any legal rights by signing this form.

Who will know about my participation in this research study?
Any information about you obtained from this research will be kept as confidential (private) as possible.  All records related to your involvement in this research study will be stored in a locked file cabinet.  Your identity on these records will be indicated by a case number rather than by your name, the information linking these case numbers with your identity will be kept separate from the research records.  You will not be identified by name in any publication of the research results unless you sign a separate consent form giving your permission (release).
Will this research study involve the use or disclosure of my identifiable medical information?

This research study will involve the recording of current and/or future identifiable medical information from your hospital and/or other (e.g., physician office) records.  The information that will be recorded will be limited to information concerning your disease (asthma).   

This research study will result in identifiable information that will be placed into your medical records held at UPMC Presbyterian. The nature of the identifiable information resulting from your participation in this research study that will be recorded in your medical record includes the results of the pulmonary function test, CT Scan, and bronchoscopy performed for research purposes.  Identifiable information is also placed in your records held at the CTRC.  

Who will have access to identifiable information related to my participation in this research study?

In addition to the investigators listed on the first page of this authorization (consent) form and their research staff, other individuals/entities will or may have access to identifiable information (which may include your identifiable medical information) related to your participation in this research study.  If you participate in this study, then most likely you have been asked to participate in the corresponding study called the Severe Asthma Research Program. If you decided to participate in that study also, then results from this study may be shared with the three other sites participating in the Severe Asthma Research Program. These sites are: Wake Forest University, Cleveland Clinic, and University of Wisconsin.  However, your information will not be identifiable to the other sites. Only a numeric identifier will identify your genetic samples, and no genetic analysis will be performed other than that associated with asthma and airway diseases. One genetic sample, serum, lavages, and biopsies will be maintained at the University of Pittsburgh but data will be shared amongst the other sites.  Urine, sputum, and serum samples may be shared with the other sites.  The genetic samples sent to wake Forest will be stored for 30 years.  De-identified samples and/or data are also shared with our collaborators at the University of Iowa and Washington University of St. Louis.  Any identifying data is kept in a locked drawer or in a password protected computer file.  Only the Principal Investigator of this study and his/her designated data manager will have access to the numeric code, which identifies you by name.
Authorized representatives of the University of Pittsburgh Research Conduct and Compliance Office may review your identifiable research information (which may include your identifiable medical information) for the purpose of monitoring the appropriate conduct of this research study. 

In unusual cases, the investigators may be required to release identifiable information (which may include your identifiable medical information) related to your participation in this research study in response to an order from a court of law.  If the investigators learn that you or someone with whom you are involved is in serious danger or potential harm, they will need to inform, as required by Pennsylvania law, the appropriate agencies.

Authorized representatives of the National Institutes of Health may review and/or obtain identifiable information (which may include your identifiable medical information) related to your participation in this research study for the purpose of monitoring the accuracy and completeness of the research data and for performing required scientific analyses of the research data.  
The UPMC and University of Pittsburgh cannot guarantee the confidentiality of this information after the study sponsor has obtained it.  The investigators involved in the conduct of this research study may receive funding from the sponsor to perform the research procedures and to provide the sponsor with identifiable research and medical information related to your participation in the study. 

Authorized representatives of the UPMC hospitals or other affiliated health care providers may have access to identifiable information (which may include your identifiable medical information) related to your participation in this research study for the purpose of (1) fulfilling orders, made by the investigators, for hospital and health care services (e.g., laboratory tests, diagnostic procedures) associated with research study participation; (2) addressing correct payment for tests and procedures ordered by the investigators; and/or (3) for internal hospital operations (i.e. quality assurance).

Results from research using your samples may be presented in publications and meetings but individual names will not be identified.

The U.S. Department of Health and Human Services has the right to inspect your medical records relating to this research for the purposes of verifying data.  Demographic information on the subjects is released only to characterize our populations for the National Institutes of Health.

The records collected in this study will be subject to the Privacy Act.  Records will not be disclosed to any person or agency, unless the individual who the records are about provides a written request or prior consent. In order to safeguard records, 1) only authorized users will have access to records, 2) the records will be maintained in offices that are locked when not in use, and 3) access is strictly controlled.
For how long will the investigators be permitted to use and disclose identifiable information related to my participation in this research study?
The investigators may continue to use and disclose, for the purposes described above, identifiable information (which may include your identifiable medical information) related to your participation in this research study for a minimum of five years after final reporting or publication of a project. 

May I have access to my medical information that results from my participation in this research study?
In accordance with the UPMC Notices of Privacy Practices document that you have been provided, you are permitted access to information (including information resulting from your participation in this research study) contained within your medical records filed with your health care provider. The results of the genetic studies will not be disclosed to you.

Is my participation in this research study voluntary?
Your participation in this research study, to include the use and disclosure of your identifiable information for the purposes described above, is completely voluntary.  (Note, however, that if you do not provide your consent for the use and disclosure of your identifiable information for the purposes described above, you will not be allowed to participate in the research study.)  Whether or not you provide your consent for participation in this research study will have no effect on your current or future relationship with the University of Pittsburgh.  Whether or not you provide your consent for participation in this research study will have no effect on your current or future medical care at a UPMC hospital or affiliated health care provider or your current or future relationship with a health care insurance provider.

Your doctor may be involved as an investigator in this research study.  As both your doctor and a research investigator, s/he is interested both in your medical care and the conduct of this research study.  Before agreeing to participate in this research study, or at any time during your study participation, you may discuss your care with another doctor who is not associated with this research study.  You are not under any obligation to participate in any research study offered by your doctor.
May I withdraw, at a future date, my consent for participation in this research study?
You may withdraw, at any time, your consent for participation in this research study, to include the use and disclosure of your identifiable information for the purposes described above.  (Note, however, that if you withdraw your consent for the use and disclosure of your identifiable medical record information for the purposes described above, you will also be withdrawn, in general, from further participation in this research study.)  Any identifiable research or medical information recorded for, or resulting from, your participation in this research study prior to the date that you formally withdrew your consent may continue to be used and disclosed by the investigators for the purposes described above.  

If you voluntarily withdraw from this study, we will continue to use the data collected and analyze the biological and genetic samples for the purposes of this research.  All data and samples will continue to be de-identified.  However, you can request for your samples to be destroyed.  
To formally withdraw your consent for participation in this research study you should provide a written and dated notice of this decision to the principal investigator of this research study at the address listed on the first page of this form.
Your decision to withdraw your consent for participation in this research study will have no effect on your current or future relationship with the University of Pittsburgh.  Your decision to withdraw your consent for participation in this research study will have no effect on your current or future medical care at a UPMC hospital or affiliated health care provider or your current or future relationship with a health care insurance provider.

If I agree to take part in this research study, can I be removed from the study without my consent?
It is possible that you may be removed from the research study by the researchers for any reason. If you are a clinic patient you will continue to receive the same care by UMPC staff. 

VOLUNTARY CONSENT

The above information has been explained to me and all of my current questions have been answered.  I understand that I am encouraged to ask questions about any aspect of this research study during the course of this study, and that such future questions will be answered by a qualified individual or by the investigator(s) listed on the first page of this consent document at the telephone number(s) given. I understand that I may always request that a listed investigator address my questions, concerns or complaints.  

I understand that I may contact the Human Subjects Protection Advocate of the IRB Office, University of Pittsburgh (1-866-212-2668) to discuss problems, concerns, and questions; obtain information; offer input; or discuss situations in the event that the research team is unavailable.  

If you are eligible for the Ancillary CT Sub-study, do you agree to participate in this additional imaging?

                         Yes______        No _____

If you are eligible for the CT Reliability Sub-study, do you agree to participate in this additional imaging?

                         Yes______     No _____

By signing this form, I agree to participate in this research study.  A copy of this consent form will be given to me.

____________________________
____________________________  






Participant’s Signature


Printed Name of Participant
     Date

CERTIFICATION of INFORMED CONSENT

I certify that I have explained the nature and purpose of this research study to the above-named individual(s), and I have discussed the potential benefits and possible risks of study participation.  Any questions the individual(s) have about this study have been answered, and we will always be available to address future questions as they arise.  I further certify that no research component of this protocol was begun until after this consent form was signed.  

___________________________________

________________________

Printed Name of Person Obtaining Consent

Role in Research Study

_________________________________

____________

Signature of Person Obtaining Consent


Date
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