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Appendix IC

TITLE:  
A Pilot and Phase II Study of OSI-774 and Temozolomide in Combination with Radiation Therapy in Glioblastoma Multiforme (N0177) (Study 3)

PARTICIPANTS:

 

This is an important form.  Please read it carefully.  It tells you what you need to know about this study.  If you agree to take part in this research study, you need to sign this form.  Your signature means that you have been told about the study and what the risks are.  Your signature on this form also means that you want to take part in this study.

Why is this study being done?
This study is being done to find out the effectiveness of OSI-774 (an investigational agent) plus temozolomide and radiation therapy (RT), when treating glioblastomas, and to see what effects (good and bad) it has on you and your cancer.

How many people will take part in the study?
Up to 93 people will take part in this study.

What will happen in the study?

Following your surgery, OSI-774 will be given by mouth daily for one week.  OSI-774, temozolomide, and RT will then be given together for 6 weeks. Daily OSI-774 will then continue unless your disease gets worse.  After the radiation is completed, the daily temozolomide will be stopped.  Starting 4 weeks after the radiation is completed, you will then receive daily temozolomide for 5 days every 4 weeks up to 6 times in a row.


It is recommended that you not smoke while on OSI-774 as smoking can decrease the level of medication in your system and may decrease its effect.  Also, do not consume grapefruit or grapefruit juice while taking OSI-774.

If you take part in this study, you will have these tests and exams prior to starting treatment: general physical exam, neurologic exam, routine blood tests, blood anticonvulsant level, pregnancy test (if applicable) and MRI of the head.  Once treatment has started, you will have weekly general physical exams and blood tests during the course of your radiation treatments. Once you end your radiation treatments, you will be followed with the same tests (excluding the pregnancy test) as mentioned previously; every 2 months for 1 year, then every 3 months for 1 year, then every 6 months for 4 years and then, if needed, annually for 15 years.  You will be required to keep a log of your steroid and anticonvulsant doses.  After the radiation is completed, you will also need blood tests and a general physical exam each time before you receive the 5 days of temozolomide.

At the time of some of the blood tests, we will draw some additional blood (roughly 4 teaspoons) to see what the level of binding protein and EGFR (epidermal growth factor receptor) (OSI-774 works by inhibiting EGFR), are in your blood.  Brain tumor specimens collected during surgery will be analyzed for variations in EGFR content and type, and other molecular features.

Are there reasons I might leave the study early?

Taking part in this research study is your decision.  You may decide to stop at any time.  You should tell the researcher if you decide to stop and you will be advised whether any additional tests may need to be done for your safety.

In addition, the researchers may stop you from taking part in this study at any time if it is in your best interest, if you do not follow the study rules, or if the study is stopped.  You will be told of important new findings or any changes in the study or procedures that may affect you.

How long will I be in the study?
We think you will be in the study until your disease gets worse. We will then talk to you about your health at regular times.

Will any biological sample(s) be stored and used in the future by the North Central Cancer Treatment Group (NCCTG)? 

Besides the specific studies outlined above, a small sample of your blood and tissue may be stored for future research studies of brain cancer.  The sample may be stored for a long time, even after your death. You have a say in how your stored sample is used in future research.  You can still take part in the treatment study without giving your sample for storage.
Your sample will be stored safely at NCCTG and will be given a code (rather than your name) when it is used in research.  This code will allow your sample to be used without anyone knowing that it is your sample just by looking at the label.

There is a very small chance that there may be some profit from the use of your sample.  If that would happen, NCCTG would decide if you would share in any profits.

Sometimes tissue is used for genetic research (research about diseases that are passed on in families).  Even if your tissue is used for genetic research, the findings will not be linked with your medical records and they will not be given to people outside of the research process.

Please read the following statements and mark your choice:


1. I permit my blood sample to be stored and used for future research of brain cancer:
 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:



2. I permit my tissue sample to be stored and used for future research of brain cancer:
 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:



3. I permit my blood sample to be stored and used in future research to learn, prevent, or treat other health problems:

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:



4. I permit my tissue sample to be stored and used in future research to learn, prevent, or treat other health problems:

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:


5. I permit my tissue sample to be used for the research goals described above:

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:



6. I permit my blood sample to be used for the research goals described above:

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:


If you want your sample destroyed at any time, write to the Secretary of the ___________________ Institutional Review Board ____________________________________________.  NCCTG has the right to end storage of the sample without telling you. 

The sample will be the property of NCCTG.  Outside researchers may one day ask for a part of your sample for studies now or future studies.

How do outside researchers get the sample?

Researchers from universities, hospitals, and other health organizations do research using blood and tissue.  They may call NCCTG and ask for samples for their studies.  NCCTG looks at the way that these studies will be done, and decides if any of the samples can be used.  NCCTG sends the blood and tissue samples and some information about you to the researcher.  NCCTG will not send your name, address, phone number, social security number, or any other identifying information to the researcher.  If you permit your sample to be given to outside researchers, it will be given to them with a code number.  If researchers outside NCCTG use the sample for future research, they will decide if you will be called and if so, they would have to contact you through the researchers at NCCTG.

I permit NCCTG to give my blood sample to outside researchers:


Please mark one box:
 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No          Please initial here: 


Date:




I permit NCCTG to give my tissue sample to outside researchers:


Please mark one box:
 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No          Please initial here: 


Date:



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 agents will be given to make side effects less serious and uncomfortable.  Many side effects go away shortly after OSI-774 is stopped, but in some cases side effects can be serious, life threatening,   long lasting or permanent. 

OSI-774

Likely side effects (events that occur greater than 20% of the time):

· Diarrhea 

· Skin rash with the presence of macules (flat discolored area) and papules (raised bump)

· Vomiting

· Loss of appetite

· Tiredness or fatigue

Less likely side effects (events that occur less than or equal to 20% of the time):

· Mouth dryness

· Headache or head pain

· Hair loss or thinning

· Heartburn, gas, or upset stomach

· Taste changes

· Dry, red, irritated eyes

· Inflammation (swelling and redness of the conjunctiva (the outermost layer of the eye and the inner surface of the eyelids).  Commonly called “pink eye.”

· Stomach pain

· Nose bleeds

· Increased level of a liver enzyme (ALT/SGPT; AST/SGOT)

· Abnormal liver or bone enzyme level (alkaline phosphatase)

· Elevation of a liver pigment (bilirubin) in the blood indicative of liver dysfunction

· Acne; pimples

· Cough

· Shortness of breath

· Dry skin

· Loss of some or all of the finger or toenails

· Itching

· Nausea, the urge to vomit

· A condition in which your body does not have as much water and fluid as it should (dehydration, which can be caused by severe diarrhea and/or vomiting)

· In-grown eyelashes/thickening of eyelashes

· Inflammation of the lungs (pneumonitis, which can rarely be life-threatening or fatal)

· Bleeding in some organ(s) of the digestive tract

· Irritation or sores in the lining of the mouth

· Infection of the skin

Rare but serious side effects (events that occur less than 2-3% of the time):

· Severe skin and gut lining reaction that may include rash and peeling or death of tissue

· Painful redness or peeling of the skin on the palms of the hands and soles of the feet

· Liver failure that can be life threatening or fatal, particularly in patients with underlying impairment of the liver function

· A hole in a part(s) of the digestive of the digestive tract (which commonly requires surgery and can be life-threatening or fatal)

· Bleeding in the brain or spinal cord

· Inflammation of the cornea of the eye

· A hole or sore in the outer layer of the eye (caused by severe inflammation or dry eye syndrome

OSI-774 when given with other drugs could cause more severe side effects associated with the other drug (i.e., temozolomide) or result in side effects not associated with either drug.  In a recently completed study of Lung cancer in the United States using OSI-774 or a dummy tablet (placebo) in combination with other cancer drugs (chemotherapy), it was discovered that the number of side effects and serious side effects in the study was about the same between patients taking either the OSI-774 or the placebo tablets.  However, when serious side effects occurred, they were more likely to have lead to death for the patients who took OSI-774 plus chemotherapy as compared to those who took the placebo plus chemotherapy.  The treating doctors suspected that many of the deaths were caused directly by their patient’s lung cancer getting worse, or due to events such as pneumonia.  The reason why the OSI-774 patients were more likely to die of serious side effects than placebo patients is not entirely clear.

Temozolomide (TMZ)

Likely (events occurring greater than 20% of the time):

· Nausea, and/or vomiting

· Headache

· Constipation

· Drowsiness/Fatigue

· Decrease in appetite (Anorexia)
· Fever (Pyrexia)
Less Likely (events occurring less than or equal to 20% of the time):

· Fall in the white blood cell counts that leads to a higher risk of infection (Neutropenia)
· Fall in the platelet count leading to a higher risk of bleeding (Thrombocytopenia)
· Fall in the red blood cell count leading to anemia (feeling tired and low energy) (Anemia)
· A low number of a particular white blood cell, which is important to the immune system (Lymphopenia)
· Decreased ability to carry out daily activities

· Diarrhea

· Weight loss 

· Weakness (Asthenia)
· Sores in your mouth (Stomatitis)
· Hair loss 
· Numbness or tingling or burning in your arms or legs

· Abdominal pain/jaw pain

· Skin rash (Psoriasis)
· Weakness of hands and feet

· Change in liver function tests (tests that show how the liver is working); Liver damage

· Arm and leg swelling (Edema)
· Itchiness (Pruritis)
· Dizziness 

· Anxiety 

· Depression 

· Memory loss (Amnesia)
· Muscle pain (Myalgia)

· Joint pain (Arthralgia)
· Shortness of breath (Dyspnea)
· Cough 

· Increased need to pass urine 

Rare but serious (events occurring less than 2-3% of the time):

· Later development of secondary (a different) leukemia, lymphoma, or other cancers

· Myelodysplastic syndrome (problem with the bone marrow that causes deceased production of red cells, white cells, or platelets that can sometimes turn into blood cancer) 

· Convulsions 

· Weakness on one side of the body (Hemiparesis)
· Abnormal coordination 

· Paralysis 

· Allergic reactions, including severe skin rash or skin peeling as with a severe sunburn (Stevens Johnson syndrome; erythema multiforme; or epidermal necrolysis) 

· Allergic reaction (fever, chills, swelling of body, shortness of breath)

· Inflammation in the lungs (Pneumonitis)

· Re-activation of a certain kind of infection of the liver which causes inflammation and can cause liver damage (Hepatitis)

· A blood disorder in which the body’s bone marrow does not make enough new blood cells (Aplastic Anemia)

· Change in kidney function tests (tests that show the kidneys are working)
Radiation therapy

More common side effects: 

· Short-term reddening and drying of the skin, fatigue, and hair loss within treated area

Less common side effects: 

· Feeling sick to the stomach, throwing up, and headache.  

Rare effects: 

Seizures, coma, and lower white blood cell and platelet counts raising the risk of infection and bleeding.  Radiation therapy at these dose levels also may cause damage to normal brain, but this is rare.  Specific effects depend upon the location of the area(s) of damage but may be a decrease in judgment, memory, sensation, or ability to control movement.

There is not enough medical information to know what the risks might be to a breast-fed infant or to an unborn child of a man or woman who takes part in this study.  Men who are able to father a child and women who can become pregnant must use one of these birth control plans during this study: condoms, diaphragm, birth control pills, injections, intrauterine device (IUD), surgical sterilization, under the skin implants, abstinence.  Another choice is for your sexual partner to use one of these birth control plans.  Breastfeeding mothers must stop breast-feeding to take part in this study.  Women who can still become pregnant must have a pregnancy test before taking part in this study.  If you are a woman who can become pregnant, blood will be taken from a vein in your arm with a needle within 7 days before you enter the study.  You will be told if you are pregnant or not.  If you are pregnant, you will not be able to take part in the study. Should you become pregnant or suspect you are pregnant while taking part in this study, you should inform your treating physician immediately.

Are there benefits to taking part in this 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 brain cancer in the future. Whether OSI-774 in combination with temozolomide and radiation is of benefit to patients with gliomas is unknown. It is possible, although unlikely, side effects from OSI-774 may result in interruption in the delivery of standard treatment and that this result in a worse outcome.

What other choices do I have if I don’t take part in this study?

Instead of being in this study, you have these choices: 1) radiation therapy with or without chemotherapy; 2) other study treatments or agents at other centers even if you do not take part in this study; 3) no therapy at this time, except care to help you feel more comfortable.  You should talk to your doctor about each of your choices before you decide if you will take part in this study.

What are the costs of tests and procedures?   

The National Cancer Institute will give you the OSI-774 free of charge for this study.  If, during this study, OSI-774 becomes FDA approved as it is used in this study, you may be asked to buy the rest of the doses of the drug.  Temozolomide can be bought with a prescription and you and/or your health plan will have to pay for this drug.  You and/or your health plan may also have to pay for other drugs or treatment which are given to help control side effects as well as the cost of tests or exams to evaluate possible side effects.

You will not need to pay for any tests and exams that are done just for this research study. You and/or your health plan will need to pay for all other tests and exams that you would normally have as part of your regular medical care.  These tests and exams are general physical exam, neurologic exam, routine blood tests, MRI.  Before you take part in this study, you should call your health insurer to find out if the cost of these tests and/or exams will be paid for by the plan.  Some health insurers will not pay for these costs.  You will have to pay for any costs not covered by your health insurer. You will receive no payment for taking part in this study.

What are my rights if I take part in this study? 

You do not have to take part in this study, but if you do, you can stop at any time.  Your medical care now or in the future will not be affected if you take part in this study or not.

You do not give up any of your rights by taking part in this study.

Who can answer my questions?

You may talk to Dr. (                                ), telephone (_______________________), at any time about any question you have on this study. 

Where can I get more information about clinical trials?

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:  Cancer Trials: comprehensive clinical trials information

http://cancertrials.nci.nih.gov
CancerNetTM:  accurate cancer information including PDQ

http://cancernet.nci.nih.gov
What happens if I am injured because I took part in this study?

You will not get free medical care or money for any bad side effects from taking part in this study.  Medical services will be given at the usual charge.  You can get information about policies, the conduct of the study, or the rights of research subjects from (__________________________________________

______________________________________________________________________________)

What about confidentiality?
Data from this study may be written up.  Your name and other identifying data will not be given outside of NCCTG unless the law allows it.  Your medical record will be used by the researchers in this study. These representatives may copy/inspect research and medical records. The drug supplier, Genetech, Inc., will be able to look at your medical records to check the entries on the case report forms.  Your medical records may also be looked at by representatives of the NCCTG, the National Cancer Institute, and/or the Food and Drug Administration as stated in federal rules. 

I have had an opportunity to have my questions answered.  I have been given a copy of this form.  I agree to participate in this study.  

____________      _________________________________________       

(Date)                      (Printed Name of Participant)                                            

_________________________________________

(Signed Name of Participant)

____________      _______________________________________________________

(Date)                      (Printed Name of Individual Obtaining Consent)

_______________________________________________

(Signed Name of Individual Obtaining Consent)

This model informed consent form has been reviewed by the DCTD/NCI and is the official consent document for this study.  Local IRB changes to this document are allowed.  Sections “What Are The Risks Of The Study” or “What Other Choices Do I Have If I Don’t Take Part In This study?” should always be tried to be used in their entirety.  Editorial changes to these sections may be made as long as they do not change information or intent.  If the institutional IRB insists on making deletions or more substantive modifications to these sections, they may be justified in writing by the investigator and approved by the IRB.  Under these circumstances, the revised language and justification must be forwarded to the North Central Cancer Treatment Group Operations Office for approval before a patient may be registered to this study.

Consent forms will have to be modified for each institution as it relates to where information may be obtained on the conduct of the study or research subject.  This should be specific for each institution.
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