
APPENDIX III

AMERICAN COLLEGE OF RADIOLOGY IMAGING NETWORK 

ACRIN 6666:
SCREENING BREAST ULTRASOUND IN HIGH-RISK WOMEN

SAMPLE CONSENT FORM
[Note:  ACRIN does not monitor compliance with the Health Insurance Portability and Accountability Act (HIPAA); that is the responsibility of local IRBs.  Information on ACRIN’s HIPAA policy, as well as a template for HIPAA authorization, can be found at www.acrin.org.]
You are being asked to read this consent form because you are eligible to enroll in a clinical trial (a type of research study).  Clinical trials include only participants who choose to take part.  Please take time to make your decision.  You may want to discuss this with your friends, family, or doctor.

This trial, which is conducted through the American College of Radiology Imaging Network (ACRIN), is sponsored by the National Cancer Institute and The Avon Foundation.  The Avon Foundation (www.avoncompany.com/women/avonfoundation/) works to improve the lives of women and their families; one way they do this is by funding medical research on breast cancer.  

You are being asked to participate in this study because you have partially dense (non-fatty) breasts and are considered to be at increased risk of breast cancer.

WHY IS THE STUDY BEING DONE?

Finding breast cancer early has been shown to lower the chance of dying of breast cancer.  Mammography helps find breast cancer early.  Some breast cancers, however, are not seen on mammography.  A cancer’s chance of not being seen on mammography is higher when the tissue in a woman’s breasts is dense (not fatty).   It is possible that ultrasound may help to find breast cancers that are not seen on mammography in women with dense breasts.  This study is being done to see if screening whole breast ultrasound can find cancers not seen on mammography.  

We are also interested in women’s experience with the screening tests, and will measure this by asking women how much they might be willing to pay to get the same information about breast cancer without having to have the test.  

HOW MANY PEOPLE WILL TAKE PART IN THIS STUDY?

About 2808 women across the country will take part in this study.   About 140 women from this institution will take part.

WHAT IS INVOLVED IN THE STUDY?
· You will be “randomized” to have either a mammogram first or an ultrasound exam first.  Randomization means that you are put into a group by chance.  It is like flipping a coin.  Neither you nor the study doctor will be able to choose which exam you will have first.  No matter which you have first, you will have both a standard mammogram and a standard ultrasound exam within two weeks of each other.  They will be interpreted in the usual way, but you will not be told the results of either exam until both have been completed.

· In addition, you will be asked a series of questions about any lumps, abnormal nipple discharge, or skin changes in the breast or under your arm.  

If abnormalities are found with either ultrasound or mammography, additional tests, such as the following, may be required:

· additional mammographic views. 

· additional ultrasound imaging. 

· needle aspiration (removing a small amount of breast fluid through a needle). 

· biopsy (removing a small amount of breast tissue).  Any tissue removed will be analyzed in the usual way.  

You will return for additional mammograms and ultrasound exams at:

· One year after your first exams.

· Two years after your first exams.

Each year, for three years after your first exams, you will be asked questions about your breast health and any procedures you may have had on your breasts.

You will also be asked to complete some short surveys in person and by mail or telephone.  These surveys will take from 10 to 30 minutes to complete depending on which survey you are selected to receive.  If you are selected and do not respond to the mailed surveys, you may be interviewed by telephone.  
At 12, 24, and 36 months after your first exams, you will be asked questions about any other breast imaging or breast biopsies you may have had and their results.  If you undergo any procedures on your breasts over the next three years, you should send the results to the Research Associate at this facility.  Copies of your images and records will be stored at ACRIN headquarters for later review.  Pathology slides from any biopsies may be reviewed by ACRIN researchers at the University of Florida and/or the University of Maryland.  All results will be kept confidential.

HOW LONG WILL I BE IN THE STUDY?
You are being asked to participate in the study for at least 3 full years after your first exam.  If we find abnormalities in your breasts we may ask you to participate for up to 4 years so that we can continue to monitor your breasts.  The study doctor has the right to take you off the study at any time, especially if you become too ill to participate.  You can withdraw from the study at any time. If you decide to stop taking part in the study, we encourage you to talk to the study doctor or a member of the ACRIN staff and your regular doctor first.

WHAT ARE THE RISKS OF THE STUDY?
· Any screening test has the potential to identify areas of concern.  Most of these will not be cancer.  From 2 to 10 of every 100 women who have a screening breast ultrasound will need a biopsy (removing a small amount of breast tissue using a needle) or aspiration (removing a small amount of breast fluid through a needle).  Of those procedures, on average, 12 in 100 will show cancer and 88 will not.  From 2 to 10 in 100 women may also need more tests and follow-up beyond what would normally result from mammography alone.  

· There is also a risk that even after clinical breast examination, mammography, and ultrasound of your breast(s), that you will have a breast cancer that will not be found by these tests.  Even when breast cancer is found early, before it can be felt, some women will still die of the disease.

ARE THERE POTENTIAL BENEFITS TO TAKING PART IN THE STUDY?

If you agree to take part in this study, there may or may not be direct medical benefit to you.  The possible benefits of taking part in this study are the same as being screened with breast ultrasound in addition to mammography and clinical breast examination without being part of the study.  These benefits include the opportunity to have screening ultrasounds at no charge.  This may result in:  

· Providing you and your doctor with baseline readings of your normal breasts.

· The earlier diagnosis of any breast cancer, which could lead to:

· Prevention or delay of death from breast cancer;

· Prevention of, or reduction in, symptoms from breast cancer;

· Milder treatment, leading to fewer side effects, from treatment of breast cancer.

It is hoped that the information learned from this study will eventually help you and other women who are at risk for breast cancer.

WHAT OTHER OPTIONS ARE THERE?

You may choose not to take part in this study.  Other screening options you may consider include:  

· screening with mammography;  

· screening with clinical breast examination, with or without self breast examination;  

· screening with ultrasound at your own expense;  

· screening with a contrast-enhanced magnetic resonance imaging (MRI) study of the breast(s).

Please talk with your regular doctor about these and other options.

WILL MY RECORDS BE CONFIDENTIAL?

Although all efforts will be made to keep your personal information confidential, we cannot guarantee absolute confidentiality.  Your personal information may be disclosed if required by law.

All records, including any imaging on file, will be kept in a confidential form at this institution and in a computer file at the headquarters of the American College of Radiology Imaging Network (ACRIN) and the Center for Statistical Sciences at Brown University.  Your contact information will be sent to researchers from the Rhode Island Hospital at Brown University so that researchers working there can administer surveys to you by mail and telephone; this information will not be used for any other purpose and will not be entered into the main ACRIN database.

The screening exams performed in this study and representative images will be kept for at least 2 years after the study is over.  Pathology slides from any biopsies may be reviewed by ACRIN researchers at the University of Florida and/or the University of Maryland.  Images of the pathology tissue may be obtained and kept for at least two years after the study is over.  

Organizations that may inspect and/or copy your research records for quality assurance and data analysis include groups such as ACRIN, the National Cancer Institute (NCI), the Avon Foundation, the Food and Drug Administration (FDA), and the Institutional Review Board of [institution name].    

Information gathered from screening exams and pathological specimens in this study may be used by these or other researchers in the future for other studies of research questions related to breast cancer.  Your name or other identifying information about you will never be used in any reports of the results of these studies.

WHAT ARE THE COSTS OF THE STUDY?

The yearly screening ultrasound and clinical breast examination at the study site will be paid for by Avon/NCI through ACRIN.  You and your insurance company are responsible for the costs of your mammogram(s).  You and your insurance company are responsible for all costs associated with diagnostic tests, including additional mammographic views, ultrasound directed to areas of concern on the screening studies, and other follow-up tests and/or treatments that result from screening.  If you do not have adequate insurance coverage to pay for these procedures, we will try to find additional resources to help you.

In the case of injury or illness resulting from this study, emergency medical treatment is available, but it will be provided at the usual charge.  No funds have been set aside to compensate you in the event of injury.

WHAT ARE MY RIGHTS AS A PARTICIPANT?

Taking part in the study is voluntary.  You will not be paid for your participation.  If you choose not to take part in the study or to leave the study at any time, your medical care will not be affected.

A Data Safety and Monitoring Board, an independent group, will be reviewing the data from this research throughout the study.  We will tell you about the new information from this or other related studies that may affect your health, welfare, or willingness to stay in this study.

WHOM DO I CALL IF I HAVE QUESTIONS OR PROBLEMS?

(Individual sites must complete this information.)

For information about your screening or participation, or about the study, you may contact:

Name, Title, Site Principal Investigator
Phone number

For information about your rights as a research participant, you may contact the Institutional Review Board of 


:

Name





Phone number

WHERE CAN I GET MORE INFORMATION?
Visit the NCI’s Web sites for comprehensive clinical trials information http://cancertrials.nci.nih.gov, http://cancernet.nci.nih.gov, or the American College of Radiology Imaging Network’s website www.acrin.org.  The Avon Foundation’s Web site is http://www.avoncompany.com/women/avonfoundation.
PERMISSION TO REVIEW MEDICAL RECORDS

By agreeing to participate, I give permission for my health care providers and hospitals where I have been seen to release my medical records to the study doctors.

SIGNATURE

I have read all the above and/or had it explained to me.  I have had the opportunity to ask questions and have received satisfactory answers.  I willingly give my consent to participate in this study.  Upon signing this form I will receive a copy.  I may also request a copy of the protocol (full study plan).

______________________________________

______________________

Participant (or Legal Representative) Signature

Date 

Witnessed by:

Study Investigator/Research Associate


Date
APPENDIX IIIA
Supplemental Sample Informed Consent to ACRIN 6666 Study

Yield of MRI after combined screening with ULTRASOUND and mammography in high risk women: an amendment to ACRIN PROTOCOL 6666
You are being asked to be in this part of the study because you are a participant in the ACRIN 6666 Screening Breast Ultrasound Study.  This study involves a screening magnetic resonance imaging (MRI) scan to see if the images obtained during the MRI scan are able to find cancers that are not found by mammography and/or ultrasound.  This research study is managed by the American College of Radiology Imaging Network (ACRIN) and funded by the Avon Foundation and the National Cancer Institute (NCI).  

The purpose of this study is to investigate whether MRI can provide additional information above and beyond mammography and ultrasound.  An MRI uses powerful magnets and radio waves linked to a computer to create cross-sectional images of the breasts.  
This study involves an MRI scan and the collection and review of health care information including information from your medical records, MRI images, questions about your hormonal and family history, and any abnormal results from the removal of breast tissue or surgery.  

You are being asked to give your permission to have a breast MRI scan, to document your medical and family history, for review of your medical records, and to allow submission of computer images and reports from your MRI scan and to have any further biopsies if necessary.  If you agree to participate in this trial, you will have the MRI scan within 8 weeks of the 24 month annual routine US and mammogram visit.  You will not receive any payment for taking part in this study.  
HOW MANY PEOPLE WILL TAKE PART IN THE STUDY?

About 1200 people will take part in the MRI part of the study.  

HOW LONG WILL I BE IN THE STUDY?

You may be contacted up to 14 months after your MRI scan for additional follow-up. Depending on your initial MRI screening, you may receive a 6-month follow-up MRI scan.
WHAT IS INVOLVED IN THIS STUDY?

If the exams, tests, and procedures show that you can be in the study, have an MRI scan, and you choose to take part, you will have (not need) the following procedure.  MRI examinations are part of regular medical care. 
For the MRI scan, you will change into a hospital gown and lie on your stomach on the scanning table with your breasts through an opening in the table.  Wire coils within a plastic mold will be placed on either side of your breasts to receive very weak radio signals from the breasts.  Gentle compression may be applied to the breasts.  A needle attached to a small thin tube (called a catheter) will be put into the vein of your arm.  The table will slide into a tube-like machine that contains a magnet.  The MRI machine sends a strong magnetic field that passes through your body. The strong magnetic field is produced by passing an electric current through wire coils which are located inside the scanner. Other coils in the machine send and receive radio waves. When in the machine, your body produces very faint signals in response to the radio waves. These signals are detected by the machine. The collected signals create 3-D pictures of your breasts.  During the scan you will need to remain very still for several minutes at a time.  You will hear tapping or loud thumping during the scan.  

After some initial sets of pictures, you will receive an MRI contrast agent (a dye-like liquid called Gadolinium) through the needle in your arm.  Gadolinium is considered safe and is routinely used for MRI scans.  This contrast agent helps to improve the images of your breasts, making any breast tumors easier to see. 

The MRI scan is painless, will not require hospitalization, withholding or delaying of treatments, blood tests, or special preparation. 
If a lesion is found on your MRI, additional procedures may be performed.  This includes mammography, ultrasound, and/or additional MRI scans.   In addition, a biopsy may be recommended for certain types of lesions by your study doctor.  You may be asked to come in for a 6 month follow-up MRI visit up to 12 months after the first MRI visit.

WHAT ARE THE Possible RISKS or discomforts OF THE STUDY?

You may have side effects while on the study.  Everyone taking part in the study will be watched carefully for any side effects.  However, doctors do not know all the side effects that may happen.  Side effects may be mild or serious.  Your doctor may give you medicines to help lessen side effects.  Medications may be given to make side effects less serious and uncomfortable.

RISKS OF MRI SCAN
Because of the powerful magnetic force of the MRI scanner, you may not be able to participate in the study if you have:

· metallic or other surgical implants (for example: pacemaker, heart valves, aneurysm clips, metal plates or pins and some orthopedic prostheses)
· metal pieces in your eye(s) or other body part
· difficulty lying still or inability to lay on your stomach. 
Notify your doctor if any of the above relate to you.  Also, carefully read the information you should receive at the MRI facility about other risks.  

You may experience certain side effects due to the MRI scan.  

· Anxiety/stress;
· Discomfort due to the loud noise;
· Claustrophobia due to being in a confined space.
RISKS OF CONTRAST AGENT: Gadolinium
Approximately two percent of patients experience some side effects with the use of Gadolinium; however, they are mostly mild.  Serious side effects are very rare.

Less likely:
· Headaches;
· Nausea, vomiting;
· Burning, itching or tingling sensation;
· Hives;
· Temporary low blood pressure.
Rare, but serious:
· Major allergic reaction;

· Nephrogenic systemic fibrosis (NSF)/nephrogenic fibrosing dermopathy (NFD): In rare cases, some patients who have severe kidney disease developed symptoms of tightening or scarring of the skin and organ failure called nephrogenic systemic fibrosis (NSF) and nephrogenic fibrosing dermopathy (NFD) after they have had an MRI scan with gadolinium-based contrast agent.  

NSF has not been seen in patients with normal working kidneys or mild problems in kidney function.   If there is concern about your kidney function, you may be asked to have a blood test to determine if your kidneys are working properly before you have the MRI.
NSF causes fibrosis of the skin and connective tissues throughout the body.  Patients develop skin thickening that may prevent bending and extending joints, resulting in decreased mobility of joints.  NSF usually starts in the lower extremities.  It can also develop in the diaphragm, muscles in the thigh and lower abdomen, and lung vessels.  In very rare cases, it can be deadly.  

Reference: FDA/Center for Drug Evaluation and Research. May 23, 2007, http://www.fda.gov/cder/drug/infopage/gcca/qa_200705.htm.
Risks Associated with Intravenous Catheter (IV) Placement

Likely

· Minor pain at the placement site.
Less likely

· Low risk of bleeding, infection, bruising, and venous thrombosis (clot in your vein). 

Risks Associated with Biopsies
Likely 

· Minor discomfort.

Less likely

· Low risk of minor pain and bleeding;

· Infection; 
· Bruising; 
· Collection of air or gas in the chest cavity (pneumothorax). 
Reproductive risks
You must not be pregnant or plan on becoming pregnant within the next 14 months.  If you think you might be pregnant, you must tell your study doctor at this time.  You may need to take a pregnancy test before you can take part in this study.  

what ARE THE Possible BENEFITS OF TAKING PART IN THE STUDY?
There may be no direct benefit to you from being in the MRI study.  We hope that the results of this study may help patients with breast cancer in the future.  

Will I have to pay for anything?
Taking part in this study may lead to added costs to you or your insurance company.  Your insurance company will be billed for the initial MRI scan and any MRI-prompted biopsy(ies), or follow-up.  

In the case of injury or illness resulting from this study, emergency medical treatment is available but will be provided at the usual charge.  No funds have been set aside to compensate you in the event of injury.

You or your insurance company will be billed for continuing medical care and/or hospitalization.  Please ask about any unexpected added costs or insurance problems.

WHAT ABOUT CONFIDENTIALITY?
Your records will be identified only by a study identification number at the headquarters of the American College of Radiology Imaging Network (ACRIN) in Philadelphia, PA and at the Statistical Center at Brown University in Providence, RI.  Only the researchers, the Avon Foundation, the National Cancer Institute (NCI), the Institutional Review Board (IRB), and ACRIN will have access to information about you.  During their required reviews, representatives of NCI, ACRIN, the Statistical Center at Brown University, IRB, or other organizations involved in this study may have access to your medical records.  

Your questionnaire results and MRI images will be kept permanently on file at ACRIN and may be used for future research.  All personal identifiers are removed and replaced with a unique identifying number.  Your name will never be used in any reports of these studies.
WHOM DO I CALL IF I HAVE QUESTIONS OR PROBLEMS?
For questions and information about your screening or participation, or about the study, you may contact:

Name of Site Principal Investigator

Phone number

For questions and information about your rights as a research participant, you may contact the Institutional Review Board of 


:

Name





Phone number

WHAT OTHER Choices Do i have if i do not want to participate?
You may choose not to participate in this study.  If you choose not to participate in this study, your care will not be affected. 

WHAT ARE MY RIGHTS AS A PARTICIPANT?
Your participation in the MRI study is voluntary.  If you do not participate, you will not be contacted again for the study.  You may withdraw from this study at any time.  You will continue to receive your usual medical care whether or not you decide to participate in this study.  

Acknowledgement
When you sign this document, you are agreeing to take part in the MRI part of the study.  This means you have read all the above information, asked questions regarding your participation, and received answers that you understand to all your questions.  You have also had the opportunity to take this consent form home for review or discussion if you want to.  A copy of this signed consent form will be given to you.  
Printed Name of Study Participant/ Legal Representative



__________

Signature

Date
Printed Name of Person Obtaining Consent 



__________

Signature

Date
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