APPENDIX I

RTOG 0132

SAMPLE CONSENT FOR RESEARCH STUDY

STUDY TITLE

A PHASE II TRIAL OF NEOADJUVANT/ADJUVANT STI-571 (GLEEVEC NSC# 716051) FOR PRIMARY AND RECURRENT OPERABLE MALIGNANT GIST EXPRESSING THE KIT RECEPTOR TYROSINE KINASE (CD117) [ACRIN 6665]
This is a clinical trial (a type of research study). Clinical trials include only patients who choose to take part. Please take your time to make your decision. Discuss it with your friends and family.  The National Cancer Institute (NCI) booklet, “Taking Part in Clinical Trials: What Cancer Patients Need To Know,” is available from your doctor.

You are being asked to take part in this study because you have gastrointestinal stromal cancer.

WHY IS THIS STUDY BEING DONE? (4/5/04)

The purpose of this study is to find out what effects (good and bad) the drug, Gleevec, has on you and your cancer.

This research is being done to see if Gleevec given before and after your surgery will decrease the chances of your tumor recurring and result in improved survival. This study will also gather information to further the understanding on how this type of drug affects you and your tumor.

You are going to have a biopsy (or surgery) to confirm that you have gastrointestinal cancer.  Your doctor will remove some body tissue to do some tests.  The results of these tests will be given to you by your doctor and will used to plan your care.

We would like to keep some of the tissue that is left over for future research.  If you agree, this tissue will be kept and will be used in research to learn more about biologic factors and inherited traits (genes) that may help to predict and treat gastrointestinal stromal cancer in the future.

HOW MANY PEOPLE WILL TAKE PART IN THE STUDY

About 63 people will take part in this study.

WHAT IS INVOLVED IN THE STUDY?  (4/5/04)(9/30/05)
If you take part in this study, you will have the following tests and procedures:



Prior to Treatment

· Medical history and physical examination

· Blood tests, including a pregnancy test for women who are able to have children

· X-rays or scans to determine the extent of your disease. These can include ultrasound, MRI, CT, and PET scans.

· At least one biopsy of your tumor will be obtained with a needle using ultrasound, CT scan, or by using an endoscope for guidance. An endoscope is an instrument put into your esophagus, which is the tube that goes into your stomach.



Treatment
You will take Gleevec (6 pills by mouth with 8 ounces of water and with food) every day for 4 to 10 weeks 

· Blood tests will be done at weeks 1, 4, and 8-10

· Physical examination at weeks 1 and 4 and 8  

· X-rays or scans to determine the extent of your disease will be done at weeks 4 and 8-10

· Two PET scans will be performed: one during the first week after you start taking Gleevec, and the other right before surgery.

After 4 weeks of Gleevec

Patients whose disease progresses 

You will stop taking Gleevec. Your doctor may discuss other available treatments that are not part of this study with you.  You may have surgery to remove all or most of your tumor. If your doctor feels that surgery is not in your best medical interest, your doctor will ask you to have a repeat biopsy of your tumor. You will be seen in follow-up visits every 3 months for 2 years, then every 6 months for 3 years.

Patients whose disease responds or remains the same 

You will take Gleevec (6 pills by mouth with 8 ounces of water and with food) every day for an additional 4-6 weeks (for a total of 10 weeks). 

After 10 weeks of Gleevec

Patients whose disease progresses 

If your disease has progressed by weeks 8-10, you will stop taking Gleevec. Your doctor may discuss other available treatments that are not part of this study with you. You may have surgery to remove all or most of your tumor. If your doctor feels that surgery is not in your best medical interest, your doctor will ask you to have a repeat biopsy of your tumor. You will be seen in follow-up visits every 3 months for 2 years, then every 6 months for 3 years.

Patients whose disease responds or remains the same but who do not have surgery 

If your doctor feels that surgery is not in your best medical interest, your doctor will ask you to have a repeat biopsy of your tumor. You will continue to take Gleevec (6 pills by mouth with 8 ounces of water and with food) every day for two years or until your doctor tells you to stop. You will be seen in follow-up visits every 3 months for 2 years, then every 6 months for 3 years.

Patients whose disease responds or remains the same and who have surgery 

Blood tests will be done several times prior to surgery, and a physical examination and x-rays or scans to determine the extent of your disease will be done at week 8. You will stop taking Gleevec the night before your surgery. You will then have surgery to remove all or most of your tumor.

Two to four weeks after surgery, you will begin taking Gleevec again (6 pills by mouth with 8 ounces of water and with food) every day for two years or until your doctor tells you to stop. A physical examination, blood tests, and x-rays or scans will be done in follow-up visits every 3 months for 2 years, then every 6 months for 3 years.
All Patients

As described above, prior to treatment, some of your tumor will be removed by biopsy and all or some of your tumor will be removed at the time of surgery. If your disease has progressed during the first 4 or 8-10 weeks of treatment, and you do not have surgery, your doctor will ask you to have a repeat biopsy of your tumor. 

As is usually done, this tissue will go to the hospital’s pathology department for routine testing and diagnosis, and the remaining tumor samples will be stored in a centralized tissue bank. If you consent to participate in this study, you are consenting to the use of the remaining tumor samples for additional tests.  The tests will include research into biologic factors and inherited traits (genes) that may help to predict and treat gastrointestinal stromal tumors in the future.

Your tissue may be helpful for research, but probably will not help you. It might help people who have cancer and other diseases in the future. Reports/findings about the research done with your tissue will not be given to you or your doctor. These reports will not be put in your health record. The research will not have an effect on your care. 

You may call 801-408-5626 at a later time if you change your mind about allowing the use of your stored tissue for additional tests that are not related to cancer research. 

The role of the PET scan is being tested in this study.  You will need to eat nothing for at least 4 hours before the PET scan, and a small blood sample will be obtained before the test is begun to confirm that your blood sugar in an acceptable range.  For the PET scans, you will have a small tube inserted into one of your veins in your forearm.  This tube is needed to inject the radioactive substance (F-18 fluorodeoxyglucose or FDG).     Approximately 45 to 60 minutes later, you will be asked to empty your bladder and then you will lie on a comfortable table for 60 to 120 minutes while your body is in the opening of a large doughnut-shaped detection device (PET scanner).  The PET device contains crystals which pick up the  radiation signals from  FDG in your body.  The scan is able to target these regions of your body, and with the help of computers, the signals come together to provide a picture of the tumor and your organs.  At the completion of the scan, you will be asked to empty your bladder again.

HOW LONG WILL I BE IN THE STUDY? (4/5/04)

You will take Gleevec for 4-10 (10/10/03) weeks prior to surgery. After surgery, you will take Gleevec for 2 years, and you will be seen in follow-up visits every 3 months for 2 years, then every 6 months for 3 years (for a total of 5 years of follow up).
Your doctor may decide to take you off this study if your doctor believes it is in your medical best interest, if funding for this study is stopped, if the drug supply is insufficient, or your condition worsens.  You may also be taken off this study if new information becomes available about how to better treat gastrointestinal stromal cancer.

You can stop participating at any time. However, if you decide to stop participating in the study, we encourage you to talk to the researcher and your regular doctor first.

WHAT ARE THE RISKS OF THE STUDY?

While on the study, you are at risk for these side effects. You should discuss these with the researcher and/or your regular doctor. There also may be other side effects that we cannot predict. Other drugs will be given to make side effects less serious and uncomfortable. Many side effects go away shortly after the Gleevec is stopped or after the PET scans are completed, but in some cases side effects can be serious, long-lasting, or permanent. 

Risks and Side Effects Associated with Gleevec: 
Common side effects that can occur during treatment with Gleevec are headache, nausea, vomiting, diarrhea, heartburn, indigestion, dehydration, peeling skin, rash, fever, pain in the muscles, joints, limbs, and bones, and edema of the limbs, face and periorbital (around eyes).

(8/18/06) Other possible side effects of Gleevec are anorexia, dizziness, taste disturbance, numbness of the hands or feet, the possibility of brain disease,  watery eyes, nose bleeds, stomach pain or distension, back pain, excessive gas, constipation, sores in the mouth and/or stomach,  itching, reddening of the skin and/or irritated eyes (conjunctivitis) that can indicate a severe rash called Stevens-Johnson syndrome, which also can cause fever and red sores in your mouth, dry skin, cough, shortness of breath, allergy-like symptoms of sneezing, stuffiness and/or flu-like symptoms, nasopharyngitis (inflammation of the nasal passages), possibility of drug induced pneumonia, unusual hair loss or thinning, night sweats, fatigue, weakness, sluggishness, bodily discomfort, feeling anxious, increased muscle tension and/or uncontrolled movements, blood clots, inflammation of blood vessels, blockage of a blood vessel, possibility of bone density loss particularly near a joint space, and increased weight and skin pigmentation (color) changes such as less pigment in a tissue or white patches. Decrease in the heart’s ability to pump blood is a rare but serious side effect of Gleevec.
(8/18/06) Laboratory abnormalities observed in some patients required temporarily interrupting study drug, or reducing the dose.  The laboratory abnormalities included elevated liver or renal (kidney) function tests, low platelet or white blood cell counts or red blood cells and disturbances in electrolyte (chemicals found in the blood, e.g. sodium, potassium) balance.   Lowering of your white blood cell count could lead to an increased risk of infection and slower healing.  Lowering of your platelet count could lead to an increased risk of bleeding.  Lowering of your red blood cells can lead to fatigue.   If you should develop a fever when your white blood count is low, you may need to be hospitalized to receive treatment. Transfusions may be required to counteract the effects of a low platelet count or low red blood cells. Elevated liver or kidney tests can indicate liver damage, liver failure, or kidney failure. Your laboratory values will be monitored closely and the dose of your medication will be adjusted if your blood tests are abnormal. It is expected that these effects may be reversed by decreasing the dose of the drug, or by temporarily stopping the study drug.

(10/28/04) In a recent report from the maker of Gleevec, rats given Gleevec were found to have a higher occurrence of tumors, both noncancerous and cancerous, of the kidney, bladder, and genital tract than rats not given Gleevec. Growth of these tumors has not been reported in humans taking Gleevec. The significance of this possible side effect of long-term use of Gleevec is unproven at this time. 

(8/18/06) Gleevec is often associated with edema and occasionally serious fluid retention. Some patients have reported a rapid gain in body weight. Other patients have developed pleural effusions (fluid around lungs) and/or ascites (swollen abdomen), or pulmonary edema (fluid in the lungs), fluid around the brain, or pericardial effusions (fluid in the sac that surrounds the heart).  Congestive heart failure is a rare but serious side effect that may develop while patients take Gleevec. Congestive heart failure means that your heart is unable to pump blood to meet your body’s needs.  Congestive heart failure may result in shortness of breath, tiredness, inability to exercise, fluid build up in the arms and legs, fluid in the lungs and/or weight gain.  Therefore, you are asked to closely monitor your body weight twice a week and report to your doctor any rapid increase greater than 2 kg (or 5 pounds). (If this happens, a check-up including physical examination, blood tests and X-rays will be performed as required by your condition.)  



One patient taking Gleevec who had no known history of liver problems has died on study due to liver failure. The patient was also taking acetaminophen (Tylenol®). It is recommended to adhere carefully to the instructions and warnings included in the acetaminophen package and if possible restrict your use. Do not take more than 4,000 mg (equal to 12 regular strength tablets or 8 extra strength tablets) within a 24-hour period, unless otherwise instructed by your treating physician. 

Because some over the counter and prescription medication can reduce the effectiveness or enhance the side effects of Gleevec and/or Gleevec can increase the side effects or lessen the effectiveness of some medication, it is recommended that you review all over-the-counter, health food supplements and prescription medications that you are taking with your physician prior to taking them.  These may sometimes contain acetaminophen in combination with other drugs. There are many medications (prescription and non-prescription) and dietary supplements (including what are sometimes called “complementary” or “alternative” medications) which may interact with Gleevec.  Your doctor will review all of the medications and supplements you are currently taking before your participation on this study.  You should not take any new medications or dietary supplements without discussing it with your doctor first. You should also avoid consuming grapefruit products while participating in this study.

Upper Gastrointestinal bleeding, CNS hemorrhages, and bleeding in the tumor site have been reported in a minority of patients.  One patient with a history of heart problems experienced chest pain while on study drug. 



Some of the symptoms listed above have led in a death in a few patients. You will be closely monitored for any side effects and should report any changes in the way you feel to your doctor. You will be kept fully informed of any events that occur during the course of the trial, which might affect your safety.
Reproductive Risks

In studies on animals, Gleevec caused abortions and also was possibly damaging to unborn babies when given at high doses. You should not become pregnant or father a baby while on this study. Also, you should not nurse your baby while on this study. 

You will be asked to practice an effective method of birth control while you are taking Gleevec. In women of childbearing age, birth control should continue for three months after the last dose of Gleevec to ensure that the drug has cleared from the body. Since interactions with oral birth control pills cannot be ruled out, a “barrier” method of contraception (condom, diaphragm) must be used as well. Male patients must use an effective method of birth control when taking Gleevec and should continue use of birth control for three months after receiving the last dose of the drug to ensure that the drug has cleared from the body. Ask about counseling and more information about preventing pregnancy. 

Risks and Side Effects Associated with PET scanning: 

Not all of the possible side effects of this imaging may be known, but previous studies have shown the more common side effects to be:

* 
Mild discomfort with placement of the tube in your forearm

* 
Slight risk of infection

* 
Possible bruising or bleeding

* 
Claustrophobia

This research study involves exposure to radiation from an intravenous injection of F-18 fluoro-2-D-deoxyglucose (FDG) for the PET scans.  The maximum amount of radiation exposure (effective dose) from three PET scans to be performed for research purposes is equivalent to a uniform whole-body exposure of approximately 4.5 rem.  The exposure from the PET scans is similar to the allowable annual dose for radiation workers (for example, x-ray technicians). The risk from radiation exposure of this magnitude is too small to be measured directly and is considered to be low in comparison with other everyday risks.  

The placement of intravenous catheters has the associated risk of making you temporarily uncomfortable and a small bruise may form.  A slight bruise may form where the needle has been in a blood vessel.  There is a slight risk of infection at the site, but sterile technique reduces this risk nearly completely.  You may also experience claustrophobia from the imaging ring apparatus or discomfort from lying on the scanner table for 60-120 minutes.  For the dose of FDG used in this study there are no anticipated toxicities (other than the radiation exposure mentioned above).

ARE THERE 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. We hope the information learned from this study will benefit other patients with gastrointestinal stromal cancer in the future.

WHAT OTHER OPTIONS ARE THERE?

You may choose to not participate in this study.  Other treatments that could be considered for your condition may include the following: (1) surgery alone without Gleevec; (2) Gleevec alone without surgical removal of your cancer; (3) radiation therapy; (4) chemotherapy; (5) no treatment except medications to make you feel better.  With the latter choice, your tumor would continue to grow and your disease would spread. These treatments could be given either alone or in combination with each other.

Your doctor can tell you more about your condition and the possible benefits of the different available treatments.

WHAT ABOUT CONFIDENTIALITY?

Efforts will be made to keep your personal information confidential. We cannot guarantee absolute confidentiality. Records of your progress while on the study will be kept in a confidential form at this institution and in a computer file at the headquarters of the Radiation Therapy Oncology Group (RTOG) or the Eastern Cooperative Oncology Group (ECOG) (10/10/03). Your personal information may be disclosed if required by law. 

Copies of your PET films will be permanently kept on file at the American College of Radiology Imaging Network (ACRIN). This information will be used for research purposes only. All identifying information will be taken off of the films to maintain confidentiality. Additional studies may be done using the data we collect as part of this research project.

Organizations that may inspect and/or copy your research records for quality assurance and data analysis include groups such as the Food and Drug Administration (FDA), the National Cancer Institute (NCI), qualified representatives of the drug manufacturer, the Radiation Oncology Group (RTOG) and Eastern Cooperative Oncology Group (ECOG)[10/10/03] and other groups or organizations that have a role in this study.  

WHAT ARE THE COSTS?

The Division of Cancer Treatment and Diagnosis, National Cancer Institute, will provide you with Gleevec free of charge for this study.  Every effort has been made to ensure that adequate supplies of Gleevec, free of charge, will be available for all participants. There is a remote possibility that you may be asked to purchase subsequent supplies; your physician will discuss this with you should this situation arise.

Taking part in this study may lead to added costs to you or your insurance company. If you have no insurance or if your insurance company refuses to pay for the necessary scans, please discuss this with your doctor. In addition, please ask about any expected added costs or insurance problems that you might have.
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 charged for continuing medical care and/or hospitalization. 

You will receive no payment for taking part in this study.

WHAT ARE MY RIGHTS AS A PARTICIPANT? (5/26/05)

Taking part in this study is voluntary. You may choose not to take part or may leave the study at any time. Leaving the study will not result in any penalty or loss of benefits to which you are entitled.

We will tell you about new information that may affect your health, welfare, or willingness to stay in this study.

A group of experts in sarcoma from the RTOG sarcoma committee, the study chairs, and the study statistician will be reviewing the data periodically throughout the study.  We will tell you about the new information from this or other studies that may affect your health, welfare, or willingness to stay in this study.

WHOM DO I CALL IF I HAVE QUESTIONS OR PROBLEMS?

(This section must be completed)

For information about your disease and research-related injury, you may contact:



Name


Telephone Number

For information about this study, you may contact:



Name


Telephone Number

For information about your rights as a research subject, you may contact:

(OHRP) suggests that this person not be the investigator or anyone else directly involved with the research)



Name


Telephone Number

WHERE CAN I GET MORE INFORMATION?

You may call the NCI’s Cancer Information Service at

1–800–4–CANCER (1–800–422–6237) or TTY: 1–800–332–8615

Visit the NCI’s Web sites for comprehensive clinical trials information http://cancertrials.nci.nih.gov or for accurate cancer information including PDQ http://cancernet.nci.nih.gov.

SIGNATURE

I have read all the above, asked questions, and received answers concerning areas I did not understand.  I have had the opportunity to take this consent form home for review or discussion.  

I willingly give my consent to participate in this program.  Upon signing this form I will receive a copy.  I may also request a copy of the protocol (full study plan).
Patient Signature (or legal Representative)
Date

TISSUE AND BLOOD TESTING  (RTOG 0132)
1.
My tissue may be kept for use in research to learn about, prevent or treat cancer.



Yes
No

2.
My tissue may be kept for use in research to learn about, prevent or treat other health problems (for example:  diabetes, Alzheimer’s disease, or heart disease).



Yes
No

3. Someone may contact me in the future to ask me to take part in more research.



Yes
No

Please sign your name here after your circle your answers.

Your Signature:



Date:



Signature of Doctor/Nurse:


Date:



