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UNIVERSITY OF UTAH NICOTINE GENETICS STUDY

Mark Leppert, Ph.D.

CONSENT FORM  (August 2009)

BACKGROUND

We are studying genetic (inherited) and non-genetic factors that may increase or decrease risk for nicotine addiction (heavy smoking of cigarettes).  We ask that you consider joining our research study.  Please read the following and ask questions about anything that is not clear to you.   

Nicotine addiction may have many causes, but genetics appears to be important in at least some families.  We aim to discover which genes (portions of DNA) increase risk, as well as those that protect against nicotine addiction.  This will be a step toward better understanding of nicotine addiction and its role in altering brain function. Our ultimate goal is better treatment and prevention of nicotine addiction.  By volunteering for our study, you can help in this effort. Because our method requires us to compare genes in those who smoke with those who do not smoke, we are asking for volunteers from both groups. 

Signing this document means you allow us, the researchers in this study, and others working with us to use information about your health for this research study.  You can choose whether or not you will participate in this research study.  However, in order to participate you have to sign this consent / authorization form.

STUDY PROCEDURES

The information about your health that we will use includes

· Name
-   Current and past medications or therapies
· Address
-   Medical history / questionnaire as detailed below
· Telephone number
-   Information from a physical examination outlined below
· Family medical history
Here is how we will obtain this information.  First, you will answer many questions about yourself. We will use computer questionnaires and personal interviews to learn about your use of tobacco or other substances and whether you have ever had any emotional or behavioral problems. The questionnaires will also ask all about your breathing.  You will be asked questions about your mood, unusual thoughts or experiences you may have had, your use of alcohol and drugs, problems with anxiety and fears, and problems you may have had getting along with others.  We are asking these questions because we want to know whether these kinds of problems affect how much a person smokes or whether a person smokes at all.  As with all of the other information you provide, your answers to these questions will be kept completely confidential.

The second part of our study will consist of describing your family tree and the use of tobacco or other substances in your family.   We will have you breathe into a machine that tests your breathing capacity (pulmonary function test).  This test will be carried out before and after use of a bronchodilator, which is a medicine (albuterol) that opens up your breathing tubes. If you have COPD (also known as chronic obstructive pulmonary disease, which is lung disease that you can get from smoking cigarettes), we might also want to obtain a picture of your lungs by doing a high resolution CT scan of your chest, but this will depend on the characteristics of your disease. If we obtain a CT scan, this will be for study purposes only, and should not be considered a diagnosis of any lung disease. The other test to measure how your lungs work is called the Carbon Monoxide Diffusing Capacity or DLCO.  For this test you will breathe a special gas containing a small amount of carbon monoxide and then you will hold your breath.  The technician will measure the carbon monoxide that you breathe out and use this to tell us how well your lungs can pass oxygen to your blood.  The risks to this procedure could include a small amount of lightheadedness or headache from holding your breath. The amount of carbon monoxide you will actually breathe is even less than what is in half of a cigarette.   We will schedule you for these tests at your convenience.   Finally, at the time we conduct the breathing test, we will draw a sample of your blood and obtain a sample of your urine. The amount of blood we will take is less than 10 tablespoons. We will test your blood for cotinine (a chemical associated with smoking), for your hemoglobin level (provides information about how many red blood cells are in your blood) and we will test DNA from your blood for changes (mutations) related to possible risk or protection from nicotine addiction and from chronic obstructive pulmonary disease (COPD) which is also known as chronic bronchitis or emphysema. In addition, we will perform a complete blood count test (CBC) to determine the kind, and number of red blood cells, white blood cells, and platelets in your blood. The differences in any of these types of cells can indicate the presence of important phenotypic differences in inflammation.

The appointments for the study can be completed in approximately 4-6 hours. You can choose to do it in one, two, or three days.  The interview, pulmonary function test and blood draw occurs in the Lung Health Study offices at the University of Utah.  In some cases, blood may be drawn at the Veteran’s Administration Hospital or the General Clinical Research Center at the University of Utah Hospital.

Optional Procedure for COPD subjects: Sputum Induction

Sputum is a secretion that is produced in the lungs and the bronchi. Sputum may become infected, bloodstained, or contain abnormal cells that may lead to a direct reflection of the disease process that led to its production in the bronchopulmonary system.

The objectives of sputum collection are: 


1. To better define genetic targets by identifying positive signals from sputum biomarkers.


2. To analyse associations with sputum biomarkers and genetic biomarkers. 


3. To identify biomarkers that may predict COPD progression for diagnostic procedures

A biomarker is a biochemical characteristic that can be used to measure the progress of disease or the effects of treatment.

In order to study the features of airway inflammation in Chronic Obstructive Pulmonary Disease, a sample of sputum from your lower airways will be collected by induction. The aim of sputum induction is to collect a sample secretion if you are unable to produce sputum spontaneously. 

Inhalation of hypertonic saline may cause airway constriction; to prevent this, we will use a bronchodilator (albuterol) to open your airways before administering the saline solution.

You will inhale with a nebulizer the hypertonic saline solution in an escalating manner to induce sufficient amounts of sputum. The concentration of saline solution will increase at intervals of 10 minutes from 3% to 4% to 5% for up to 30 minutes.

Furthermore, to monitor airway constriction, we’ll measure your FEV1 and Forced Vital Capacity ten minutes after albuterol inhalation (2 puffs) to create a baseline reading, and then every five minutes during inhalation of the hypertonic saline solution. If your FEV1 drops by >20 % from your baseline reading or if bronchoconstriction symptoms occur, nebulization of the hypertonic saline solution will be discontinued, and a bronchodilator will be administered.

Procedures:

1. You will inhale 2 puffs of a bronchodilator (albuterol) to open your airways.

2. A breathing test will be administered to determine your baseline FEV1 and Forced Vital Capacity

3. You will inhale 3% of the hypertonic saline solution through a nebulizer (mouthpiece) for 5 minutes.  After the nebulization period, you will be instructed to blow your nose and rinse your mouth with water to avoid contaminating the sample with postnasal drip and saliva. Then, you will be instructed to cough sputum into a sterile container. If you have an immediate urge to cough, the nose clearing and mouth rinsing may be skipped.

4. Your FEV1 and Forced Vital Capacity are measured again. If the FEV1 falls by >10% from the Post Bronchodilator value, the concentration of saline will not increase, but will continue nebulization with 3% of saline for 5 minutes.  If the FEV1 falls by >20, we’ll stop the test and administer a bronchodilator.

5. If a sputum sample is not obtained, we’ll proceed by administering two puffs of a bronchodilator. The concentration of saline solution will increase at intervals of 10 minutes from 4% to 5% for up to 30 minutes or earlier until a sputum sample of good quality is obtained as described on steps 3 and 4.

6. The sputum will be manually separated from contaminating saliva, and stored in a freezer with an un-identified number, and shipped to Merck & CO, for the measurement of biomarker levels. 

RISKS

There are few risks associated with this study. The blood sample will be drawn by needle, and may cause some discomfort and slight risk of bruising or subsequent infection. The amount of blood we will take is less than 10 tablespoons. The average 18-year-old boy has over 300 tablespoons of blood, and would not notice a loss of 5 tablespoons. The breathing tests may cause light-headedness and/or coughing.  The medicine in the bronchodilator, albuterol, has been reported to result in pounding of the heart (10%), increased blood pressure (5%), or tremor (10%).  These symptoms will not last long.  Rashes have rarely been reported. It is possible that discrimination for health insurance or employment could occur when people have genetic diseases.  For this reason, all clinical records will be kept in a locked file and will be accessed only by the researchers conducting this study.  If you receive a CT scan in this study you will be exposed to radiation that is approximately one and a half times the amount of radiation that you receive annually from environmental sources or 10% of the amount a radiation worker, like the operators of the CT scanner, may be authorized to receive in a year.
BENEFITS

Participation in this study provides no personal benefit to you; however, you may contribute new information which may benefit other patients and provide the medical community with information about treatment for nicotine addiction.  If you wish help for smoking or a related problem, we will assist you by giving you information about the appropriate health care professionals.
ALTERNATIVE PROCEDURES

This study is of the genetic and non-genetic factors in nicotine addiction, not of any treatment or diagnosis. Therefore, there are no alternative treatments or procedures. You have the option of not participating.

CONFIDENTIALITY

Your records will not be released to any person or institution without your written consent.  Paper and computer files will be stored in secure systems in the Department of Human Genetics and the Clinical Research Center.  Published accounts of research results will not reveal your identity.  Agreeing to participate in this study means that the National Repository will receive DNA and some information from your questionnaires, but no information that will personally identify you
PERSON TO CONTACT

If you have questions, complaints or concerns about this study, you can contact Dr. Mark Leppert at 801-581-7805.  If you think you may have been injured from being in this study, please call Dr. Mary Beth Scholand at 581-5864.  After business hours, voicemail is available
Institutional Review Board: Contact the Institutional Review Board (IRB) if you have questions regarding your rights as a research participant. Also, contact the IRB if you have questions, complaints or concerns which you do not feel you can discuss with the investigator. The University of Utah IRB may be reached by phone at (801) 581-3655 or by e-mail at irb@hsc.utah.edu.  

Research Participant Advocate:  You may also contact the Research Participant Advocate (RPA) by phone at (801) 581-3803 or by email at participant.advocate@hsc.utah.edu. 

RESEARCH-RELATED INJURY
If you are injured from being in this study, medical care is available to you at the University of Utah as it is to all sick or injured people. The University of Utah does not have a program to pay you if you are hurt or have other bad results from being in the study. The costs for any treatment or hospital care would be charged to you or your insurance company (if you have insurance), to the study sponsor or other third party (if applicable), to the extent those parties are responsible for paying for medical care you receive. Since this is a research study, some health insurance plans may not pay for the costs. 

The University of Utah is a part of the government. If you are injured in this study, and want to sue the University or the doctors, nurses, students, or other people who work for the University, special laws may apply. The Utah Governmental Immunity Act is a law that controls when a person needs to bring a claim against the government, and limits the amount of money a person may recover. See Section 63G -7-101 to -904 of the Utah Code.

VOLUNTARY PARTICIPATION

It is up to you to decide whether or not to take part in this study. If you decide to take part you are still free to withdraw at any time and without giving a reason. Refusal to participate or the decision to withdraw from this study will involve no penalty or loss of benefits to which you are otherwise entitled. If you don’t take part, you can still receive all standard care that is available to you. This will not affect the relationship you have with your doctor or other staff, nor decrease the standard of care that you receive as a patient.

If you want to stop being in this study, please let the research doctor know. That way you can find out what should be done about your routine care outside of the study.

UNFORESEEABLE RISKS

There may be risks associated with this study that are not currently known
RIGHT OF INVESTIGATOR TO WITHDRAW

You may be withdrawn from this study if we feel that you are not appropriate for the study, that the study poses some risk for you, or if  you are unable to provide a blood sample.
COSTS AND COMPENSATION TO PARTICIPANTS

There will be no charge to you for any of the study procedures or materials
Reimbursement of Subjects  You will be reimbursed for your time /expenses related to this study  up to $50.  If you also receive a CT scan of your lungs, you will receive an additional $50.  Approximately three weeks after completing the study, you will receive a check from the University of Utah.

NEW INFORMATION

Any significant findings that develop during this study and that may influence your willingness to continue in the study will be communicated to you. Please assist us by providing new information if you move or change phone numbers. Molecular genetics results (information about agents that pass information from generation to generation) will not be provided to you
NUMBER OF PARTICIPANTS
We expect to enroll approximately 1600 subjects from Utah during the course of this study.  This number includes heavy smokers, non-smokers, and light smokers.  In addition to the Utah subjects, we will analyze DNA from 1,120 subjects collected by scientists at the University of Wisconsin Transdisciplinary Tobacco Use Research Center.
AUTHORIZATION FOR USE OF YOUR PROTECTED HEALTH INFORMATION 

Signing this document means you allow us, the researchers in this 

study, and others working with us to use information about your health for this research study.  You can choose whether or not you will participate in this research study.  However, in order to participate you have to sign this consent / authorization form. The information about your health that we will use includes

· Name
· Address
· Telephone number
· Family medical history
· Current and past medications or therapies
· Medical history / questionnaire as detailed below
· Information from a physical examination described in STUDY PROCEDURE

Others who will have access to your information for this research project are the University of Utah’s  Institutional Review Board (the committee that oversees research studying people) and authorized members of the University of Utah workforce who need the information to perform their duties (for example: to provide treatment, to ensure integrity of the research.).  Also, your urine and some of your blood will be analyzed on machines that are run by Batelle corporation in Richland, Washington.  The samples that are sent there will not have any information that personally identifies you.  Personal information that could be used to identify you will not be given out.  In records and information disclosed outside of the University of Utah Health Care System, your information will be assigned a unique code number. We will keep the key to the code in a locked file.  If we share your information with anyone outside the University of Utah Health Sciences Center, you will not be identified by name, social security number, address, telephone number, or any other information that would directly identify you, unless required by law.

Qualified research groups now, or in the future, may include investigators from private companies.  Scientists who have access to your biological materials and clinical data may form collaborations with private companies to study in detail (by using the last available technology) DNA collected from families.  You should understand that such companies have an economic interest in using the genetic information found from testing your DNA, along with DNA from other participants, for the eventual development of commercial products that may later help others by improving the diagnosis and treatment of various medical problems.  These companies may patent products or sell discoveries based on this research.  Some of the investigators involved in the analysis of your DNA and information that you provide may get some financial benefit from this work.  There are no plans to provide any compensation to you or your heirs should this occur.
You may revoke this authorization. This must be done in writing. You must either give your revocation in person to the Principal Investigator or the Principal Investigator’s staff, or mail it to Dr. Mark Leppert, Department of Human Genetics, 15 N 2030 E, Salt Lake City, UT 84112-5330. If you revoke this authorization, we will not be able to collect new information about you, and you will be withdrawn from the research study. However, we can continue to use information we have already started to use in our research, as needed to maintain the integrity of the research.

You have a right to information used to make decisions about your health care. However, your information from this study will not be available during the study; it will be available after the study is finished.

This authorization lasts until this study is finished.

CONSENT

I agree to participate in this study and I understand that my participation is completely voluntary.  I have read the above information and discussed any questions I may have had with Dr. Leppert or one of the other research staff. I have received a copy of this consent form. My name or other information that could identify my family or me will not be released. The researchers have no potential for economic gain. I further agree to allow the investigators contact me if further questions arise.  

TISSUE BANKING CHECK BOXES

Please read each sentence below, think about your choice, and mark “YES” or “NO”. No matter what you decide to do, your decision will not affect your medical care
· May the University of Utah or its research partners retain your blood sample(s) after the end of this research project for use in future research relating to nicotine addiction or chronic obstructive pulmonary disease (COPD)?

  YES, 
my sample(s) may be saved for future nicotine or COP research

  NO, 
my sample(s) must be destroyed at the end of this research project

· If yes, may the University of Utah or its research partners keep your name and other identifying information with your sample(s)?  (No identifiers will be kept with DNA sent to the National Repository.)

  YES,
my personal identifiers and medical information can be kept with my sample(s). All information will be kept secure and confidential.  Some of my blood sample will be stored in a repository designated by the National Institutes of Health for the purposes of this study.
  NO,
my name and identifiers must be removed from my sample(s).

If the above stated sample(s) are used in any future research by the University of Utah or its research partners, the Institutional Review Board may require that you be contacted for your permission prior to the use of the sample(s) in a new project if it determines new consent is required for your protection.

· I understand that I reserve the right to withdraw my consent in the future and that I would need to notify the investigator of my decision.

· This authorization does not have an expiration date.  You will be given a copy of your signed form.

	I authorize you to use and disclose health information about me for this study, as explained in this document.

	______________________________

Participant’s Name
	______________________________

Participant’s Signature
	____________

Date

	_____________________________

Name of person obtaining authorization
	____________________________________

Signature of person obtaining authorization
	______________

Date


The National Institutes of Health (NIH) requires the following information on each research subject. Please check here ______ if you respectfully decline to provide this information.

Gender:    Male ____
   Female ____
Ethnicity:
__American Indian or Alaskan Native



__Asian or Pacific Islander

Date of Birth: __

__Black


__Hispanic


__White

SUPPLEMENTAL CONSENT FORM

The Utah Population Database (UPDB) contains computerized genealogies of the founders of Utah and their Utah descendants. These individuals have been linked to other data sets, including cancer records, birth and death certificates, census records, driver’s license and HCFA data. The extensive family histories available allow the identification of familial clustering of disease or outcomes. These diseases may include cancers diagnosed through the Utah or Idaho state registries, causes of death identified through death certificates, and other disease identified through clinical records .

We wish to link your name with the Utah Population Database to obtain extended pedigrees that will assist us in identifying new families with potential genetic tendencies to lung disease and nicotine addiction. 

Procedures for linkage:

1. We will send hundreds of names from The Nicotine Addiction Study to the Utah Population Database (UPDB). Your name will be included.

2. The UPDB will try to match these names with their genealogy database. Once they find a match, they will create a map of your family, called a pedigree.   This specific map or pedigree will be de-identified. It will contain no names or any personal information about you or your family. 
3. The UPDB will send de-identified pedigrees with all data set information from each individual to the Nicotine Addiction Study personnel. 
4. We will analyze these pedigrees without names and select the ones with interest to our study..  If your pedigree is selected, someone from the University of Utah will contact you to ask if you are interested in participating in the pedigree part of our study.  You and your family will only be contacted by us only if you agree.  If you do not want your family to be involved, this does not change anything about your medical care or your participation in the rest of the study.  

By signing the following, you agree to have The University of Utah Nicotine Addiction Study submit your name to the Utah Population Database and link your name to their genealogy database for the purposes of this study. The names submitted to the Utah Population Database (UPDB) will be kept in a research file within the UPDB. The investigators involved in this study will use the information throughout the duration of the study and then the names will be deleted from the UPDB files once the study is completed.  

_____________________________                                     ________________________

Print full name






Date

__________________________________________

Signature

___________________________________________          _______________________

Name of person obtaining consent                                         Date

___________________________________

Signature of person obtaining consent
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