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UNIVERSITY OF CALIFORNIA, SAN DIEGO
CONSENT TO ACT AS A RESEARCH SUBJECT
MIA Study:  Macrolides in Asthma (MIA)

Stephen Wasserman, M.D., Joe Ramsdell, M.D., and their associates are conducting a research study to find out more about the effects of the oral antibiotic clarithromycin on asthma symptoms in people whose asthma is not completely controlled by inhaled corticosteroids alone.  The Asthma Clinical Research Network (ACRN) will perform this study, which is funded by the United States National Institutes of Health (NIH). There will be approximately 28 subjects enrolling in this study at UCSD Clinical Trials Center (CTC). The ACRN estimates that it might have to screen as many as 280 people in order to enroll 224 in this study.  There are 8 centers participating.
Why is this study being done?

The purpose of this study is to find out more about asthma.  Asthma is a complex syndrome that is not fully understood.  There is increasing evidence that chronic infection with certain bacteria may play a role in asthma, either by increasing the chance of having asthma or changing its severity and/or how well it responds to treatment with medications.  Recent research has shown that the antibiotic clarithromycin may improve lung function in people with asthma who also have evidence of a lung infection with either mycoplasma or chlamydia (two different bacteria). This study will enroll asthma patients both with and without mycoplasma or chlamydia airway infection. This study will first determine who has mycoplasma and/or chlamydia in their airways through testing as outlined below. Then, participants will be randomized (like the flip of a coin) to a treatment with either placebo (inactive pill with no effect) or clarithromycin. After treatment, asthma control and other measures of asthma severity will be measured to see if there is a difference between antibiotic and placebo.

Please ask the study doctor or staff to explain any words or information that you do not clearly understand.
You are being asked to be in the study because you are an adult with asthma.

What is involved in the study?

If you agree to be in this study, the following will happen to you:

ACRN registration.  Before you may be screened for participation in any ACRN study, you must first be entered into the ACRN Registry.  This Registry has been set up to collect basic background information that, for the most part, should not change over time.  Collected information is limited to: your initials, date of birth, gender, racial/ethnic identification, and the last four digits of your Social Security Number.  Like all study data, your Registry information will be coded with a unique ACRN identification number.  No information that directly identifies you will be entered into the ACRN database or sent to the Data Coordinating Center (at Penn State University, Hershey, PA).  Registry data help us track your participation in multiple ACRN studies over time so that this can be accounted for in certain data analyses.

Your agreement to provide the information required for the ACRN Registry is completely voluntary.  However, if you do not agree to provide all of the necessary information, you cannot be screened for, or enrolled in, any ACRN studies.  Once you consent to be entered into the Registry, your data cannot be removed and will be maintained in the ACRN database into the future.  You will only be asked to supply Registry information one time during your participation in ACRN studies.

Study phase. You will have 13 study visits over 33 weeks (about 9 months total).  Study visits vary in length from 30 minutes to 4 hours. Please see procedure details below and the procedure table at the end of the document for a description of what is involved at each visit.  You will be given study pills to take by mouth along with an inhaled steroid (study inhaler).  These pills might be clarithromycin 500 mg or placebo.  A placebo looks real but contains no active medication.  Neither the study doctor, the study coordinator, nor you will know if your study pills are placebo or not.  In case of an emergency, that information can be obtained if needed to ensure your safety or allow doctors to treat you properly. You will also be provided with and use albuterol for your rescue medication.  

One of the main risks of participating is that your asthma might worsen during the study.  You will have a home rescue plan in place and will be closely monitored.

Study visit procedures (see Visit table at end of consent)
This 33 week study will include 11 visits.  Procedures and time for each visit are shown at the Visit Table at the end of the document. Descriptions of each procedure are alphabetically listed below along with their frequency.  See the tables at the end of this document to find out which of the following procedures will be done at each visit as well as the length of the visit. Study visits 1, 3, 7, 9 and 11 need to occur at approximately 7 am to ensure a blood draw for a morning cortisol level.  Randomization will occur at Visit 5. Study pill will be used from Visits 1 through 9 and study Flovent will be used throughout the study.
ACTH stimulation test (possibly 5 times). An ACTH stimulation test may be performed to verify your cortisol (important hormone made by the adrenal glands that affects metabolism and mineral balance) levels.  ACTH is a hormone produced by the pituitary gland that stimulates the release of cortisol from the adrenal gland.  An intravenous catheter (IV) will be inserted into a vein in your arm.  The 250 micrograms of ACTH will then be infused by way of the IV.  By giving you ACTH, we can test how your adrenal gland responds by measuring the cortisol with baseline, 30 minute post-ACTH and 60 minute post-ACTH blood draws through the IV. A total of approximately 2 teaspoons of blood will be drawn for this test.

Allergy skin testing (1 time). A skin-prick allergy skin test will be performed on your forearm to determine whether you are allergic to various allergens (allergy substances). There will be 12 to 16 allergens total.  This testing involves introducing a small amount of allergen solution under the surface of the skin and observing for redness and swelling 15 minutes later at the skin prick site. 

Asthma questionnaires (9 times).  Answering questionnaires will help us see how you feel about your asthma and how asthma affects your life.  
Blood draw (7 times).  Approximately 2 teaspoons to 5 tablespoons will be removed by putting a needle into your vein. This is the standard method used to obtain blood for tests.  Approximately 20 tablespoons will be taken for research purposes over the course of this study.  These samples will be used to look at your IgE level (an allergy indicator), serology (an infection indicator), complete blood count and PT/PTT {to determine if bronchoscopy [a procedure to look into the lungs] see additional description below) will be safe for you}, liver function (to evaluate for possible side effects of clarithromycin, the antibiotic), BUN/Creatinine (to evaluate for possible side effects of clarithromycin), magnesium and potassium levels (to evaluate for possible side effects of clarithromycin), fluticasone (inhaled steroid) and clarithromycin levels, a.m. cortisol (to determine if fluticasone is inhibiting the function of your adrenal gland) and a P2X7 pore assay (infection fighting cells have a protein that helps boost the immune response and we will measure the strength of this boost).  Two tablespoons will be reserved for genetic testing as discussed later.

Bronchoscopy (1 time).  This procedure is not optional.  If you do not want to participate in this procedure, you cannot be a part of this study.  Please refer to the separate section on bronchoscopy procedure below.

Electrocardiogram (ECG) (6 times).  An ECG measures the electricity produced by the heart.  You will be asked to remove your shirt so that the ECG leads may be placed in the appropriate areas for good measurements. The results of this test will be used to evaluate for a potential side effect of clarithromycin.

Exhaled breath condensate collection (3 times).  You will breathe in and out of a tube for 10 minutes.  The tube will collect the moisture from your breath.  This test is being done as an additional potential measure of infection.  

Exhaled nitric oxide collection (8 times).  You will be asked to slowly blow air into a mouthpiece attached to a machine that measures nitric oxide.  The amount of nitric oxide in the air coming from the lungs is thought to increase when the lungs are irritated or inflamed.  This test will measure the amount of nitric oxide in your lungs.

Genetics screening (1 time).  You will give about 2 tablespoons of blood.  Your blood sample will be labeled with a unique study identification number and sent to a lab affiliated with the Brigham and Women’s Hospital (Boston, MA).  The lab will replace your study number with a different barcode number to code the sample so that it cannot be linked to you except with your permission. Please see the genetics testing section of this consent for further information about genetics testing, the handling of your specimens, and the use of genetic testing in this and other studies.  

The Boston lab and Data Coordinating Center will not know your name or other personal identifying information. 

Intravenous Catheter (possibly 6 times).   When you come in for the bronchoscopy (1 time), an intravenous catheter (IV) will be placed in your arm and will be used to administer the appropriate medications for the bronchoscopy procedure. If ACTH stimulation test will be performed (possibly 5 times), IV will be used to administer ACTH.

Maximal Bronchodilator Response (3 times).  Spirometry (see description below) will be performed before and 15 minutes after you are given 4 puffs of albuterol to open your airways.  You will then be given 2 additional puffs of albuterol and after an additional 15 minutes, your spirometry will be checked again to see if your airways have opened as much as possible.  If not, 2 more puffs of albuterol will be given followed by spirometry after an additional 15 minutes.  You will receive at least 6 but no more than 8 total puffs of albuterol.

Medical history (1 time).  You will be asked questions about your current and past general health status.  You will be asked about all of the prescription and over-the-counter medications and supplements you use.  

Methacholine challenge (3 times).  Methacholine challenge may take 30-75 minutes to complete.  The procedure consists of inhaling increasing doses of methacholine (a chemical used to check irritability of the airways).  After each dose of methacholine, a breathing test is performed.  This consists of taking a deep breath and blowing out hard into a tube while your nose is clipped.  The procedure will be stopped either after you have a significant change in your pulmonary function or there is no response to the highest dose of methacholine. 

If you are a female of childbearing age, a pregnancy test will be conducted before any research methacholine challenge will be done.

Nasal and Throat Swab (3 times).  A Dacron swab (similar to a Q-Tip) will be used to culture your throat and the tip of a thin plastic probe (Rhinoprobe) will be gently inserted into each nostril of the nose to collect a sample of your cells for analysis.

Physical examination (7 times).  The study doctor will listen to your lungs and heart, examine your ears, nose and throat and measure your blood pressure and heart rate. The extent of evaluation done each time will depend on the study visit, with a comprehensive evaluation being performed at the beginning of the study to insure that it is safe for you to participate.

Pregnancy test (9 times).  Females must not be pregnant or plan to become pregnant during the study.  If you are a female and can become pregnant you will give a urine sample for a pregnancy test.  You will know the pregnancy test results within minutes of starting the test.  You cannot continue in the study if the pregnancy test is ever positive.  If you are able to get pregnant (not surgically sterile or post-menopausal), you must use two acceptable forms of birth control during the entire study.  Acceptable birth control methods include:  abstinence, birth control pills, intra-uterine device (IUD), Norplant, Depo-Provera, NuvaRing, birth control patches (e.g. Ortho Evra), diaphragm, condom and contraceptive foam/jelly. 

P2X7 pore assay test (1 time). This blood test evaluates the activity of a protein on your white blood cells that may control your body’s immune response. This test will be performed on the blood drawn as described above.
Review diary cards and medication use (10 times).  Your study coordinator will review your diary cards and medication use after your enrollment in the study to check on your asthma symptoms, asthma control and general health, and to ensure that you are compliant with at-home study procedures.

Spirometry (at every visit).  Spirometry is a 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 spirometer (lung function machine).  Your asthma must be within a certain range in order to join the study.  At seven visits during the study, you will be given 2 puffs of an inhaled bronchodilator (albuterol) to open the airways.  Spirometry will be repeated after 15 minutes. 
Sputum induction (3 times).  A sputum induction will be performed to measure the number of inflammatory (swelling) cells and certain chemicals involved in the inflammatory process that make asthma worse.  It will also be done to check for infection.

Prior to the induced sputum procedure, you will be given 4 puffs of an inhaled bronchodilator (albuterol) to open the airways. You will then be asked to inhale a concentrated saltwater solution for up to 12 minutes.  Every 2 minutes you will be asked to cough and spit into a cup.  Then you will be asked to take 2 additional breaths of the saltwater and cough mucus into a collection cup.  During the procedure, lung function will also be monitored every 2 minutes to be sure your asthma has not worsened.

Telephone contact (4 times).  Over the course of the study, your study coordinator will call you to check on your asthma symptoms, asthma control and general health.

Study Drug.  You will get an inhaled corticosteroid and must take the prescribed number of inhalations every morning and every evening of the study. You will also be given study pills to take by mouth along with the inhaler.  These pills might be clarithromycin or placebo.  A placebo looks real but contains no active drug. You must take one of the study pills every morning and evening.  The study coordinator will talk with you about how long you should withhold certain medications before each study visit.  

The inhaled corticosteroid (study inhaler) will be fluticasone (Flovent®) at a dose of 2 puffs (88 micrograms) twice a day.  This medication reduces airway inflammation.  It is FDA (US Food and Drug Administration) approved for the treatment of asthma.
Clarithromycin (study pill) is FDA approved macrolide antibiotic used to treat atypical bacterial infections. It has not been previously used for the duration of 16 weeks, so for this reason, our use of Clarithromycin is considered investigational. The FDA is aware of this and has provided us permission to use Clarithromycin for 16 weeks during this trial. You will be asked to take one pill (500 mg) twice daily.

The placebo will look like Clarithromycin described above but will not contain active drug.

Rescue drug.  You will use albuterol to relieve asthma symptoms.  It is an FDA-approved drug which relaxes the muscle in the airways.

Home procedures.  Completing all of the home procedures should take about 10 minutes a day.  Try to do the home procedures about the same time each day.  Please bring your peak flow meter, diary cards, study pills and study inhaler with you to all study visits.

It is VERY important that you understand how to measure your peak flow rate, how to complete the diary cards and how to take the study inhalers.  Please ask questions until these procedures are CLEAR to you. If you don’t do the home procedures, you might be asked to leave the study.

Peak flow monitoring. You must check your peak flow rate twice every day during the study.  You will use a hand-held, electronic peak flow meter.  The peak flow meter must be returned at the end of the study.

Diary cards. On these cards you will record your peak flow rate, asthma symptoms, the number of puffs from your study inhaler, number of study pills, the number of puffs of rescue inhaler you have taken, any changes in your health, and any other prescription or over the counter medications you are using.

Study Drugs. You will take 2 puffs of inhaled corticosteroid and 1 study pill twice each day – once in the morning and once in the evening.
Prednisone ‘Rescue’ Pills (for emergency use only).  You will be given the oral steroid prednisone.  This will only be used if you experience a significant asthma exacerbation (worsen) and are instructed by study personnel.

Use of Other Medications during the Study.  The study coordinator will review with you a list of medications you can use during the study.  There will also be a list of medications and foods (grapefruit) that should not be used.  Because medications and foods can interfere with the study, it will be important that you inform the study coordinator of any new medication you are taking, including prescribed medication from your health care provider or medication you purchase over the counter.

RISKS
Participation in this study may involve some added risks or discomforts.  These include:

ACTH stimulation test. ACTH has been associated with rare allergic reactions such as eye swelling, skin rash, wheezing and dizziness.  Serious or fatal reactions are extremely rare.  You will be well-monitored during and after this stimulation. 

Allergy skin testing. You may experience discomfort from the skin testing procedures.  The discomfort may result from being pricked with a needle and/or from the itching or swelling that may occur at the site of the skin test.  This usually goes away within 30 to 60 minutes after the skin test, although it sometimes lasts 24-48 hours. Hives and wheezing may occur.  Symptoms such as itching all over the body, sneezing, and eyelid swelling occur in 1 per 10,000 people.  Any such reaction will be treated if necessary.

Asthma questionnaires. The questionnaires are not tests.  There are no right or wrong answers.  You may skip any question that you feel uncomfortable answering. 
Blood draw. Risks associated with drawing blood from your arm include some pain when the needle is inserted and there is a small risk of bruising and/or infection at the place where the needle entered your arm.  Some people may experience lightheadedness, nausea or fainting.

Bronchoscopy. Please see the separate section on bronchoscopy procedure. 

Electrocardiogram (ECG). There are no known risks associated with this test.

Exhaled breath condensate collection.  There are no known risks involved with breathing into the collection system.  

Exhaled nitric oxide collection.  There are no known risks involved with this procedure.  

Genetic testing.  Please see the separate section on genetics testing.

Intravenous Catheter.  Insertion of the IV catheter (needle) in your arm involves the same risks as drawing blood, but you may also experience discomfort from having the catheter taped to your arm.  In about 10% of cases, a small amount of bleeding under the skin will produce a hematoma (bruise).  The risk of temporary clotting of the vein (from the IV) is about 1%, while the risk of infection of a hematoma or significant blood loss is less than 1 in 1000.  Rarely there can be a severe infection of the blood stream or the heart valves or the formation of a blood clot that could go to your lungs. Complications are unlikely but treatment could require hospitalization. Your catheter will be in place for approximately 3-4 hours.

Maximal Bronchodilator Response.  Taking 6 to 8 puffs of albuterol that are required for this test can increase your heart rate or make you feel jittery.  Less often it can increase your blood pressure, or cause nausea or headache.  These feelings are temporary.

Medical History.  There are no risks associated with this study procedure. 

Methacholine challenge. The procedure 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). 

Nasal and Throat Swab.  A minor nosebleed is rare, but may occur.

Physical Examination. There are no risks associated with this study procedure. 

Pregnancy Test.  There may be unknown risks to the fetus/unborn child if you become pregnant while in this study.  Although there is the requirement for birth control, you should notify your study doctor or study personnel immediately if you become pregnant during the study.  You must stop the study if you become pregnant.  There are no risks associated with the act of taking a pregnancy test.

Review Diary Cards and Medication Use.  There are no risks associated with this study procedure.

Spirometry. You may cough or become short of breath or experience chest tightness while doing the pulmonary function tests. Treatment will be available if this occurs. On visits where albuterol will be administered, it can make your heart race or make you feel jittery.  Less often it can increase your blood pressure, or cause nausea or headache.  These feelings are temporary. 

Sputum induction. You may get an unpleasant salty taste in your mouth and coughing may irritate your airways.  You may become short of breath or experience chest tightness while doing the sputum induction.  Treatment will be available if this occurs.
Telephone Contact.  There are no risks associated with this study procedure.

Risks with study drugs
Changing your asthma medications.  When you participate in this study your asthma treatment might change.  You will be put on a steady dose of an inhaled corticosteroid and antibiotic or placebo pills (the pill type you receive is determined at random).  The dose of inhaled corticosteroid might be more or less than what you were on before you entered the study.  If you are taking other asthma medications, you may not be eligible to enter the study, depending on the medication.  It is possible that changing your asthma medications may worsen your asthma.  You will be evaluated prior to the study to make sure it will be safe for you to enter the study.  We will monitor you closely during the study to make sure your asthma is not getting worse.  It is important that you perform your peak flows and complete your diary as instructed and call the center if you feel that your asthma is getting worse or if your peak flow falls below a predetermined safety level that will be specified at your first study visit. 

Fluticasone.  Flovent® (88 mcg fluticasone) is an FDA-approved medication that is an inhaled corticosteroid.  Inhaled corticosteroids are the most common medications used for the long-term control of asthma. They can produce hoarseness, sore throat, and yeast infections of the mouth or throat in up to 5% of people taking the medication.  Less often, usually only when taken at high doses for long periods, inhaled corticosteroids can cause adrenal gland suppression (a change in some of the hormones your body makes), weight gain, bruising and elevated blood sugar.
Clarithromycin.  Clarithromycin (500 mg) is generally well tolerated.  In clinical studies, most side effects were mild and temporary; only about 1% of reported effects were described as severe. The common adverse effects of oral clarithromycin include metallic taste, abdominal pain, nausea, vomiting and diarrhea.  Rare side effects of clarithromycin, each occurring in less than 1% of cases, are cardiac (abnormal heart rhythm), liver and kidney toxicities, and toxicity to the white blood cells.  

Where possible, you should avoid taking any additional medications while participating in this study. While you are participating in this study, it is extremely important that you inform your personal physician that you are taking clarithromycin and that you immediately inform study personnel if you begin taking any potentially-interacting medications. There are certain medications and foods that you should not take while taking clarithromycin because they might interact with clarithromycin and change your cardiac risk. You will be given a list of foods and medications that might interact with clarithromycin to share with your physician. 

Placebo.  Placebo is an inactive medication that is unlikely to be associated with any side effects.  Only the pill used in this study will be active (clarithromycin) or placebo. You will take the active inhaled corticosteroid (Flovent®) twice every day and will have active albuterol to use as needed.

Albuterol. You most likely already use this medication, or one like it, as it is typically part of usual asthma care.  Albuterol might cause tremors, nervousness, dizziness, difficulty sleeping, headache, rapid or irregular heart beats, drying and irritation of your mouth, sore throat, upset stomach, and coughing.  If such symptoms occur, they usually go away within a short time and do not require treatment.  

It is important for you to do two things: 1) take all the study drugs according to our directions and 2) call us if your asthma or general health worsens at any time. 

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.

Special Procedures

Bronchoscopy Procedure:

Bronchoscopy is the passage of a thin flexible tube through the mouth, into the windpipe and then into the bronchial tubes.  There are several steps to the procedure that will take about 4 hours (including preparation, procedure and recovery time).  In preparation for the procedure, you will be asked not to eat or drink anything (including water) for at least 6 hours prior to the bronchoscopy.

Your nose, throat, and vocal cords will be sprayed with lidocaine (a numbing medicine) so you will not feel the tube and will not cough as much.  You will be given sedatives such as Versed and Fentanyl, which will help you relax and reduce cough or discomfort, immediately before and during the bronchoscopy. 

After this, 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. While the bronchoscope is in your lung, endobronchial biopsies will be performed. 

Endobronchial biopsy.  While the bronchoscope is in your lungs, a small instrument called a forceps will be passed through the bronchoscope to take small samples (biopsies) of tissue from the walls of the airways.  These samples will each be about the size of the head of a pin and will be tested for bacterial infection.  Between four and eight samples will be taken during this procedure.

Aftercare.  You will be asked to wait at least 2 hours following the bronchoscopy to make sure your breathing has not been affected by the procedure and to be sure that the lidocaine, Versed and Fentanyl have worn off.  You must have someone drive you home after this period of observation.

Risks Related to Bronchoscopy
Minor risks: You may experience temporary coughing and gagging during the procedure, although the medications described above will help reduce this. Vocal cord or bronchial spasms, soreness of your nose and throat, and/or nosebleed may occur as a result of the bronchoscopy.   Major risks: There is a possibility that your asthma symptoms could temporarily worsen because of this procedure.  If this is the case, appropriate treatment will be given.  There is also a risk of aspiration (getting food or fluid in your lungs) if you eat or drink before the effects of the lidocaine have worn off. More serious complications resulting in death can occur, but are extremely rare.
Reports of the complication rate from bronchoscopy vary and have been as high as 2% of the patients at some sites.  At UCSD, the most common problem was windpipe spasm (2% out of 5,000 cases or less than 100 cases) which was reversed with appropriate oral drug therapy.  The estimated risk of respiratory failure from bronchoscopy is < 0.5 % (less than 1 in every 200 cases) and the estimated risk of death from bronchoscopy is < 0.01 % (less than 1 in every 10,000 cases).
Risk of endobronchial biopsy.  

Minor risks: There is a risk of minor bleeding from the biopsy site.  This may occur in up to 10% of the cases. However, if necessary, methods will be used at the time of bronchoscopy to reduce bleeding, and visual inspection is used to insure that bleeding has discontinued prior to ending the procedure. You may cough up small amounts (streaks in mucus, for example) of blood for 24 hours after the procedure.  

Major risks:  Major complications of endobronchial biopsy include major bleeding, lung collapse (pneumothorax) or severe bronchial spasm/asthma attack. These complications are very rare. Blood tests will be obtained prior to the bronchoscopy to make sure your blood clots normally, and albuterol treatment will be given immediately after the bronchoscopy to reduce the likelihood of bronchospasm/asthma attack.

Risk of sedation. The administration of sedative medications like Versed and Fentanyl may pose risks. 

Minor risks: include temporary side effects such as drowsiness, shaking, chills, dizziness, unsteadiness or forgetfulness. You should not drive or make important decisions for 24 hours following the sedative medications.  You will need to have someone drive you home or we will arrange for a cab to take you home.

Major risks: include suppression of breathing, low blood pressure, heart rate, allergic reactions or, rarely, death. Your heart rate, respirations and oxygen levels will be monitored to allow medications to be dosed such that these complications are less likely to occur, and to help promptly identify and treat complications if they occur.  

By signing at the end of this consent you are agreeing that you were informed about the bronchoscopy procedure and its related risks. At the time of the procedure (visit 4) you will also sign a standard bronchoscopy clinical procedure consent form.

Do you agree to undergo the bronchoscopy procedure as part of this study?

(Please initial)



YES___________
NO_________________

Genetics Testing:  

What is the purpose of genetics testing?

You are being asked to give blood for genetic testing (DNA analysis).  Deoxyribonucleic acid (abbreviated DNA) is the genetic material found in all cells of your body, including blood cells.  It is the material that determines, among other things, your physical characteristics such as height, and the color of your hair and eyes.  Genetic testing can also be used to determine if you are more likely to develop a particular disease, and how you respond to different medications.  If you agree to genetic testing, about 2 tablespoons of blood will be collected to look for genetic markers that might predict how you react to certain asthma medications.  If you do not agree to the genetic testing you may still participate in this study.  

How will my blood be handled? 

Your blood sample taken for genetics testing will be assigned a code number and will be saved.  Only the code number, your initials and year of birth (not complete date of birth) will be used in identifying your sample to the centers performing the genetic testing. The genetics blood sample will be sent to the Channing Laboratory at Brigham and Women’s Hospital in Boston, MA.  In the future, with the permission of the ACRN Steering Committee, the samples may be transferred to other ACRN-affiliated laboratories for analysis related to this study.  In each case, only the code number, initials and birth year will be transferred with your sample.
How will the genetic information be handled?

The coded results (that do not identify you) of the genetics testing will be sent to our central Data Coordinating Center in Hershey, Pennsylvania. The coded results will only be released to other scientists working on this study.  The scientists will only use the code number and the bar code to correlate genetics with important clinical information like the results of your breathing tests done during study visits.   The data center has information about your results in the study but does not receive information about your name, address, or complete social security number.  Thus, it is almost impossible for the genetics results to be associated to you.  

We may want to perform studies where it would be necessary to get in touch with you based on your genetic information.  Only your specific study center will have enough information to do this.  Your specific study center will only be provided with enough information to contact you based on your genetic information if both the Steering Committee of the ACRN approves and the Human Research Protections Program (HRPP) at UCSD agrees that doing such testing and contacting you are appropriate. 

What tests will be performed on blood samples?

A purpose of genetic testing is to identify genes and/or variations in genes related to asthma, allergies, and related diseases.  Identifying genes related to asthma may help develop a potential new treatment for people with asthma who have certain genes. The ACRN is a group of doctors from across the country who as a group are funded by the NIH.  As long as the organization is active, the samples will be stored.  We will only perform these tests on your coded samples with the permission of the Steering Committee of the ACRN.

Who will see the results of the genetic testing? 

Coded (not identifiable to you) genetic information will be seen by the study investigators at your site and in the ACRN and by investigators that the ACRN agrees to share such information with.  

Currently, individual results will not be known and you cannot be notified of your results; therefore, your results cannot become part of your medical record.  However, the investigators at UCSD CTC, with the approval of the HRPP, as mentioned above, might undertake a study in which they do genetic analysis specific to you in order to contact you about a study based on your genes related to asthma or allergies or the response to drugs used to treat those conditions.  At that point, if approved by the Steering Committee of the ACRN and the HRPP, only the investigators at UCSD CTC would be aware of any results linked to you and would contact you to ascertain your interest in providing more information or participating in a study.
Will the genetics samples have commercial value? 

This genetic testing or other follow-up studies may lead to the development of a test that might tell in advance if a person will respond to certain asthma treatments, but you will not be able to share in the profits made by the company that sells it.
How long to do you plan to keep my sample?

Dr. Wasserman, his associates, or his successors in this study will keep your specimen and/or the information derived from it indefinitely.

What if I change my mind? 

Your agreement to provide a blood sample for DNA analysis is entirely voluntary. You may refuse to provide a blood sample without any loss of rights or privileges to which you are otherwise entitled. If you do not wish to provide a sample for DNA analysis, you can participate in this study.  It will be difficult to link your blood sample to you. It will be very difficult, but not impossible, to withdraw your sample after it has been sent for genetic analysis. Therefore, please think very carefully about your decision to provide a blood sample for DNA analysis.  If you do change your mind, you may contact Dr. Stephen Wasserman at UCSD Clinical Trials Center, 4094 Fourth Ave., Ste. 200, San Diego, CA  92103-8415 to notify him or the study coordinator of your decision to withdraw your blood sample for DNA analysis.

Risks and Discomforts Related to Genetics Testing:
Blood Draw: These risks have been described above in the risks section. The genetic blood sample will be taken when other blood samples are needed so you will not have an extra needle stick.

Confidentiality: Information about your participation in a genetic study may influence insurance and/or employers regarding your health status. To help prevent disclosure, information about your participation and the result of the research will not be placed in your medical records.  In addition, your sample will be coded and the key to the code kept in a separate locked physical or electronic file.  Not sharing information about your participation in this study with others will lower these risks.  Although every effort will be made to keep your participation confidential, the investigators cannot guarantee absolute confidentiality.  Even though we will remove identifying information and do not intend to tell you or anyone else the results of the genetic testing on your sample, there is a very small chance that this information could accidentally become known to you, your doctor, or others.  There might be other risks that we do not know about yet.  

As we learn more about asthma-related genetic testing, we may contact you to provide or request more information.  If you do not agree to participate in the Genetic Testing, you are still eligible to participate in this study.
Do you agree to genetics testing and the sharing of your coded genetic samples with NIH/NHLBI research centers/investigators for the purposes of identifying genes and/or variations in genes related to asthma, allergies, and related diseases (to be performed only with the agreement of the ACRN Steering Committee)?

(Please initial)



YES___________
NO_________________

In addition, do you agree to allow your center to identify and get in touch with you based on the results of genetics testing (to be performed only with the agreement of the ACRN Steering Committee and the HRPP)?

(Please initial)



YES___________
NO_________________

Since this is an experimental treatment there may be some unknown risks that are currently unforeseeable.  You will be informed of any significant new findings.

There may or may not be any direct benefit to you from these procedures.  The investigator, however, may learn more about asthma.

You will be paid up to $1250 for completing this study.  If you do not complete the study, you will be reimbursed for the visits you have completed.
Payment is as follows: 

Visit 1
$125

Visit 2
$75

Visit 3
$100

Visit 4
$250

Visit 5
$50

Visit 6
$50

Visit 7
$50

Visit 8
$50

Visit 9
$250

Visit 10
$50

Visit 11
$200

If you are injured as a direct result of participation in this research, the University of California will provide any medical care you need to treat those injuries.  The University will not provide any other form of compensation to you if you are injured.  You may call the UCSD HRPP office at (858) 455-5050 for more information about this, or to inquire about your rights as a research subject, or to report research-related problems.
________________ has explained this study to you and answered your questions.  If you have other questions or research-related problems, you may reach the study coordinator or Dr. Wasserman at (619) 294-6251 during regular business hours or (619) 543-6222 and have the study doctor on-call paged.
The antibiotic clarithromycin is investigational when used to treat asthma. It may improve lung function in people with asthma who also have evidence of a lung infection with either mycoplasma or chlamydia.  

ALTERNATIVES TO THIS STUDY

There may be other treatments for asthma which a doctor might prescribe but which will not be provided in this study. You should talk about other treatments with your doctor. You may also choose to get no treatment.  Please make sure that you understand all of your choices before you decide to take part in the study. Before entering this study, or at any time during the research, you may ask for an opinion about your care from another doctor who is not associated in any way with this study
Participation in research is entirely voluntary.  You may refuse to participate or withdraw at any time without jeopardy to the medical care you will receive at this institution
CONFIDENTIALTY

Study personnel will treat your identity with professional standards of confidentiality.  Study personnel, to confirm information related to deciding if you are eligible to join the study, may look at your medical records. Some aspects of the medical information gathered from this study may become part of your permanent medical record.  Your identity, medical records, and data related to this study will be kept confidential, except as required by the law.  Your records regarding this study may be subject to review by appropriate officials of the UCSD HRPP, the CTC, the National Institutes of Health (NIH) and their agents should the need arise. The results of this study may be published or presented at medical meetings.  However, you will not be identified by name.

To help protect your privacy, the ACRN is applying for a Certificate of Confidentiality from the NIH.  With this Certificate, the researchers cannot be forced to disclose information that may identify you, even by a court subpoena, in any federal, state, or local civil, criminal, administrative, legislative, or other proceedings. The researchers will use the Certificate to resist any demands for information that would identify you, except as explained below.

The Certificate cannot be used to resist a demand for information from personnel of the United States Government that is used for auditing or evaluation of federally funded projects or for information that must be disclosed in order to meet the requirements of the FDA.

You should understand that a Certificate of Confidentiality does not prevent you or a member of your family from voluntarily releasing information about yourself or your involvement in this research.  If an insurer, employer, or other person obtains your written consent to receive research information, then the researchers may not use the Certificate to withhold that information.

The Certificate of Confidentiality does not prevent the researchers from disclosing voluntarily, without your consent, information that would identify you as a participant in the research project in cases of suspected child abuse or intent to hurt self or others.

DISCONTINUATION FROM THE STUDY:
You may voluntarily withdraw from the study at any time.  Your decision to withdraw will involve no penalty or loss of benefits to which you would otherwise be entitled.  You should notify the study doctor or study personnel if you choose to discontinue from the study.

Your participation in the study may be terminated with or without your consent for any of the following reasons:

· Failure to follow the investigator’s instructions.

· A serious reaction, which may require evaluation.

· If the investigator feels it is in the best interest of your health and welfare.

· The sponsor, ACRN, terminates the study.
· Pregnancy.
You will be told if any important new information is found during the course of this study that may affect your wanting to continue

Authorization Statement

You have read and initialed each page of this paper about the study (or it was read to you).  You understand the possible risk and benefits of this study.  You know that being in this study is voluntary.  You choose to be in this study.  You know you can stop being in this study and you will still get the usual medical care.

You have received a copy of this consent document to keep and the Experimental Subject's Bill of Rights.

You agree to participate.

Participant’s Name (Printed)

Participant’s Name (Signature)
Date

Witness Name (Printed)

Witness Name (Signature)
Date

Study Procedure Table:  Study visits 1, 3, 7, 9 and 11 need to occur at approximately 7 am to ensure a blood draw for morning cortisol level.
	Visit
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11

	Week*
	0
	2
	4
	5
	9
	13
	17
	21
	25
	29
	33

	Length of visit (in hours)
	2
	1 ½
	1 ½
	4
	1
	1
	1
	1
	2 ½
	½
	2

	Characterize
	X
	X
	X
	
	
	
	
	
	
	
	

	Stratify
	
	
	
	X
	
	
	
	
	
	
	

	Randomize
	
	
	
	
	X
	
	
	
	
	
	

	Intervention
	
	
	
	
	
	X
	X
	X
	X
	
	

	Wash Out
	
	
	
	
	
	
	
	
	
	X
	X

	Clinical
	
	
	
	
	
	
	
	
	
	
	

	History
	X
	
	
	
	
	
	
	
	
	
	

	Long Physical Exam
	X
	
	
	
	
	
	
	
	
	
	X

	Short Physical Exam
	
	X
	
	X
	X
	
	X
	
	X
	
	

	Pregnancy test
	X
	X
	
	X
	X
	X
	X
	X
	X
	
	X

	Diary Card
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	

	ACQ
	X
	
	X
	
	X
	X†
	X†
	X†
	X†
	X
	X

	Quality of life & Symptom Index
	X
	
	X
	
	
	
	
	
	X
	
	X

	Sputum
	
	
	X
	
	
	
	
	
	X
	
	X

	IgE, skin test
	X
	
	
	
	
	
	
	
	
	
	

	Physiologic
	
	
	
	
	
	
	
	
	
	
	

	Spirometry1
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	Maximum2 reversibility
	
	
	X
	
	
	
	
	
	X
	
	X

	PC20
	
	X
	
	
	
	
	
	
	X
	
	X

	FENO
	X
	
	X
	
	
	X
	X
	X
	X
	X
	X

	Microbiologic
	
	
	
	
	
	
	
	
	
	
	

	Sputum & EBC, swabs
	
	
	X
	
	
	
	
	
	X
	
	X

	Bronchoscopy
	
	
	
	X
	
	
	
	
	
	
	

	Serology
	
	
	X
	
	
	
	
	
	X
	
	X

	Safety
	
	
	
	
	
	
	
	
	
	
	

	CBC
	X
	
	X
	
	
	X
	X
	X
	X
	
	

	PT/PTT
	
	
	X
	
	
	
	
	
	
	
	

	LFT, Mg++, K+ , & BUN/Creatinine
	X
	
	
	
	
	X
	X
	X
	X
	
	

	ECG
	X
	
	
	X
	
	X
	X
	X
	X
	
	

	Fluticasone
	X
	
	X
	
	
	
	X
	
	X
	
	X

	Clarithromycin
	
	
	
	
	
	
	X
	
	X
	
	

	a.m. cortisol
	X
	
	X
	
	
	
	X
	
	X
	
	X

	Genetic
	
	
	
	
	
	
	
	
	
	
	

	DNA
	X
	
	
	
	
	
	
	
	
	
	

	Adherence
	
	
	
	
	
	
	
	
	
	
	

	Diary Card
	
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	Dispense Meds
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	

	eDEM check & Doser check
	
	X
	X
	X
	X
	X
	X
	X
	X
	
	


*Actual visit times may vary slightly. ACQ: asthma control questionnaire, †mini-ACQ (ACQ without spirometry) will be administered via diary card at 2-week intervals between intervention period visits, IgE: immunoglobulin E, 1pre- and post-bronchodilator (no post-bronchodilator on V2, V3, V9 and V11), 2maximum reversibility: for visits 9 and 11, maximum reversibility will occur +/- 3 days around actual visit date, PC20: methacholine challenge, FENO: exhaled nitric oxide, EBC: exhaled breath condensate, CBC: complete blood count and differential, PT/PTT: prothrombin time and partial thromboplastin time, LFT: liver function panel, BUN: blood urea nitrogen, ECG: electrocardiogram, DNA: phlebotomy for genotype, eDEM: pill counting adherence system, Doser: monitoring inhaler adherence system. 
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