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APPENDIX IC

Study Title
A Phase I Study of CCI-779 and Temozolomide in Combination with Radiation Therapy in Glioblastoma Multiforme (N027D) (Arm B – Immune Monitoring Patients)
This is an important form.  Please read it carefully.  It tells you what you need to know about this research study.  If you agree to take part in this 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.

This is a clinical trial, a type of research study.  Your study doctor will explain the clinical trial to you.   Clinical trials include only people who choose to take part. Please take your time to make your decision about taking part.  You may discuss your decision with your friends and family.  You can also discuss it with your health care team.  If you have any questions, you can ask your study doctor for more explanation. 

You are being asked to take part in this research study because you have brain cancer. 
Why is this research study being done?
The purpose of this research study is to see what effects this therapy (good and bad) has on your immune system.
How many people will take part in the research study?
About 56 people will take part in this study.

What will happen if I take part in this research study?
You will take TMZ combined with radiation followed by TMZ alone.  TMZ is a pill, which should be taken in the morning with a full glass of water (1 cup) on an empty stomach one to two hours after food.  Because TMZ can sometimes cause an upset stomach, your doctors will give you an anti-nausea pill to take together with your TMZ.  A diary that keeps track of when you take your TMZ will need to be filled out every day during the time you are taking the TMZ and given to the doctor when you see him the next time.  You will start taking TMZ the day radiation starts and will take TMZ by mouth every day for 6 weeks until radiation is over.  This is Cycle 1 (6 weeks in length).  You will then go off treatment from 4 to 6 weeks (Cycle 2); the length of time will be decided by your doctor.  If your cancer has not gotten worse, then you will get TMZ alone for about 6 months.  During this time you will take TMZ for the first 5 days of the first week of every cycle (Cycles 3-8 [one cycle equals 28 days]).  TMZ treatment has been associated with an increased risk of infection, and these types of infections can be prevented with antibiotics (either Bactrim or pentamidine).  Your doctor will decide with you which medication you will need to take to protect you from these infections.   
You will have these tests and exams prior to starting treatment: general physical exam, neurologic exam, routine blood tests, pregnancy test (if applicable), and MRI or CT of the head.  Once treatment has started, you will have weekly general physical exams and blood tests during the course of your radiation treatments. You will also have blood tests and see your doctor before each cycle (every 28 days) of TMZ. Once you complete all treatment, you will be done with the study.   

Brain tumor tissue collected previously during your surgery also will be reviewed to confirm the results of your local laboratory review.  This is mandatory in order to be a part of this study.

Mayo Clinic Rochester Patients ONLY:  

This study also has mandatory laboratory tests that will be done to study small samples of blood. A blood sample will be done by drawing some blood from a vein.  The blood will be taken just before treatment starts, at the end of radiation (Cycle 1), and just before Cycle 3 and Cycle 5.  With the exception of the first blood draw, these research bloods can be obtained in the same blood draw as blood tests that are required for your regular care.   
The blood will be sent to laboratories associated with NCCTG and Wyeth-Ayerst, where the tests will be done.  These tests will be done in order to understand how your cancer responds to treatment.  It is hoped that this will help investigators better understand your type of cancer.  The results of these tests will not be sent to you or your study doctor and will not be used in planning your care.  These tests are for research purposes only and you will not have to pay for them.  

Before you begin the study… 

You will need to have the following exams, tests or procedures to find out if you can be in the study.  These exams, tests or procedures are part of regular cancer care and may be done even if you do not join the study.  If you have had some of them recently, they may not need to be repeated.  This will be up to your study doctor.  However, everyone enrolled in the study will also need to undergo a particular brain tumor MRI scan of the head within a week of starting treatment.
· Routine blood tests

· Neurological and physical exams

During the study… 
If the exams, tests and procedures show that you can be in the study, and you choose to take part, then you will need the following tests and procedures.  They are part of regular cancer care.  Additionally, you would undergo an MRI scan of the head 7-10 days after starting CCI-779.
· Routine blood tests

· Neurological and physical exams

· MRI or CT of the brain

· Pregnancy test (if applicable)

When I am finished taking Temozolomide… 

You will be done with the study.  Your doctor will arrange for your follow-up care.

Study Chart
The chart below shows what will happen to you during Cycle 1 and future treatment cycles as explained previously.  The left-hand column shows the day in the cycle and the right-hand column tells you what to do on that day.

Calendar of Events – Cycle 1
	Less than or equal to 21 days before the starting treatment
	· Routine blood tests

· Neurological and physical exams

· MRI or CT of the brain

· Pregnancy test (if applicable)

	Daily
	· Complete the pill diary while you take TMZ.


	Week 1
	· Coagulation blood test if you are on coumadin

· Mayo Clinic Rochester Patients ONLY – Research blood draw before starting therapy

· MRI or CT of the brain 

· Mayo Clinic Rochester Patients ONLY – research MRI

	Week 2 through 7
	· Routine blood tests

· Neurological and physical exams

· Week 7 – Mayo Clinic Rochester Patients ONLY – Research blood draw

	End of Radiation
	· Research blood draw

· Neurological and physical exams


                                                      Calendar of Events – Cycle 2
	4 to 6 week rest period
(The length of this rest period will be decided by your local medical doctor.)


                                                     Calendar of Events – Cycles 3-8
	Prior to Cycles 3 and 5
	· MRI or CT of the brain

· Routine blood tests

· Neurological and physical exams

· Mayo Clinic Rochester Patients ONLY – Research blood draw prior to Cycles 3 and 5

	Week 1 Only
	· Complete the pill diary for days 1-5 while taking TMZ.

	Before each TMZ treatment for total of approximately 6 months
	· Routine blood tests

· Neurological and physical exams

· MRI or CT of the brain


How long will I be in the research study?
The study lasts for about 8 - 9 months, if no serious side effects have occurred and if there is no sign that the disease is getting worse.  You will be in the study as long as your disease does not get worse.  After you are finished with all of the treatment, the study doctor will ask you to visit the office for follow-up exams for the next 5 years.  If your disease gets worse, you will be taken off treatment and no further follow-up will be needed.
Can I stop being in the research study?
Yes.  You can decide to stop at any time.  Tell the study doctor if you are thinking about stopping or decide to stop.  He or she will tell you how to stop safely. 

It is important to tell the study doctor if you are thinking about stopping so any risks from the TMZ can be evaluated by your doctor.  Another reason to tell your doctor that you are thinking about stopping is to discuss what followup care and testing could be most helpful for you.
The study doctor may stop you from taking part in this study at any time if he/she believes it is in your best interest; if you do not follow the study rules; or if the study is stopped.

What side effects or risks can I expect from being in the research 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 don’t know all the side effects that may happen.  Side effects may be mild or very serious.  Your health care team may give you medicines to help lessen side effects.  Many side effects go away soon after you stop taking the TMZ.  In some cases, side effects can be serious, long lasting, or may never go away. There also is a risk of death.
You should talk to your study doctor about any side effects that you have while taking part in the study.   

Risks and side effects related to the Temozolomide (TMZ) include those which are:

Likely (events occurring greater than 20% of the time)
· Nausea, and/or vomiting

· Headache

· Difficulty passing stools (Constipation)

· Drowsiness/Fatigue

· Decreased appetite, not feeling hungry (Anorexia) 

· Fever (Pyrexia)
· Difficulty falling asleep
· Infection in mouth
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)
· Loose stools (Diarrhea)
· Decreased ability to carry out daily activities
· Inflammation in the lungs (Pneumonia)

· Weight loss 

· Generalized weakness or loss of strength (Asthenia)

· Dizziness 

· Hair loss

· Numbness or tingling or burning in your arms or legs 

· Abdominal pain/jaw pain

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

· Liver damage (as seen in tests that show how the liver is working) 
· Changes in your blood chemistries

· Increased sleepiness

· Confusion

· Anxiety

· Feeling sad or blue (Depression)

· Problems with memory (Amnesia)

· Itchy skin (Pruritis)
· Dysphagia (difficulty swallowing)

· Weight gain

· Sores in mouth, esophagus (food tube), reproductive organs, or urinary system
· Abnormal secretion of body hormones or steroids

· Bladder incontinence (leaking from the bladder)

· Bladder infection

· Frequent urination

· Back pain

· Muscle pain (Myalgia)

· Joint pain (Arthralgia) 
· Double vision

· Cough and infection in the lungs or throat

· Trouble seeing

· Sore throat

· Sinus infections

· Breast pain in females

· Shortness of breath (Dyspnea)  
· Swelling in your arms or legs  (Edema)

Rare but serious (events occurring less than 2-3% of the time)
· Myelodysplastic syndrome (problem with the bone marrow that causes decreased production of red cells, white cells, or platelets that can sometimes turn into cancer of the blood (leukemia) several years from now 
· Convulsions (violent spasms or jerking of the body) 
· Weakness affecting one side of the body (Hemiparesis)
· Poor coordination and difficulty walking 
· Inability to move arms or legs (Paralysis) 
· Severe skin reaction 
· Fever, chills, swelling of body, shortness of breath (Allergic reaction)
· 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) 
As with any medication, allergic reactions are a possibility
Risks and side effects related to Bactrim include:

Likely
· Nausea

· Vomiting

· Loose stools

· Rash

· Itching

· Sensitivity to the sun

· Allergic reactions (redness, itching, fluid retention, fever, chills)

Rare

· Severe skin reactions

· Elevation in liver function tests

· Muscle aches/pains

· Changes in white blood cell, red blood cell, platelet counts

· Changes in body salts (high potassium, low sodium, low blood sugars)

· Increase in kidney function tests


Risks and side effects related to IV Pentamidine/levofloxacin include:

Likely (events occurring greater than 10% of the time)
· Low blood pressure

· Rash

· High or low blood sugar

· Nausea

· Vomiting

· Loose stools

· Changes in white blood cell or platelet counts

· Increase in liver function tests

· Increase in kidney tests

Less likely (events occurring 1-10% of the time)
· Bad or metallic taste in the mouth

· Low red blood cell counts

· Reaction at the injection site

Rare (events occurring less than 1% of the time)
· Irregular heart beats

· Confusion

· Dizziness

· Feeling faint

· Feeling tired

Risks and side effects related to inhaled Pentamidine/levofloxacin include:

Likely (events occurring greater than 10% of the time)
· Shortness of breath

· Bronchospasm

· Sinus inflammation

· Headache 

Risks and side effects related to the Radiation therapy include those which are:

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

Less Likely  

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

Rare but serious
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, emotions, vision, hearing, sensation, or ability to control movement.

Reproductive risks:  You should not become pregnant or father a baby while on this study because the drugs in this study can affect an unborn baby.  Women should not breast-feed a baby while on this study.  It is important you understand that you need to use birth control while on this study and for 3 months after treatment has stopped.  Check with your health care provider about what kind of birth control methods to use and how long to use them.  Some methods might not be approved for use in this study.
Blood draws:  The risks of drawing blood include pain, bruising or rarely infection at the needle site.
For more information about risks and side effects, ask your study doctor.

Are there benefits to taking part in the research study?
Taking part in this study may or may not make your health better.  The therapy you are receiving is identical to what you would receive if you were not treated on this protocol.  However, the information we learn could help future cancer patients.
What other choices do I have if I do not take part in this research study?

You do not have to be in this study to receive treatment for your cancer.
Your other choices may include:

· Getting treatment or care for your cancer without being in a study

· Taking part in another study

· Getting no treatment

· Getting comfort care, also called palliative care.  This type of care helps reduce pain, tiredness, appetite problems and other problems caused by the cancer.  It does not treat the cancer directly, but instead tries to improve how you feel.  Comfort care tries to keep you as active and comfortable as possible.  

Talk to your doctor about your choices before you decide if you will take part in this study.

Will my medical information be kept private?
We will do our best to make sure that the personal information in your medical record will be kept private.  However, we cannot guarantee total privacy.  Your personal information may be given out if required by law.  If information from this study is published or presented at scientific meetings, your name and other personal information will not be used. 

Organizations that may look at and/or copy your medical records for research, quality assurance, and data analysis include:

· North Central Cancer Treatment Group (NCCTG)
· Wyeth Pharmaceuticals
· The National Cancer Institute (NCI) and other government agencies, like the Food and Drug Administration (FDA), involved in keeping research safe for people

What are the costs of taking part in this research study?
You and/or your health plan/ insurance company will need to pay for all of the costs of treating your cancer in this study.  Some health plans will not pay these costs for people taking part in studies.  Check with your health plan or insurance company to find out what they will pay for.  Taking part in this study may or may not cost your insurance company more than the cost of getting regular cancer treatment. 

The drug TMZ can be bought with a prescription.  You and/or your health plan will need to pay for all costs associated with this treatment.  You and/or your health plan may also have to pay for other drugs or treatment that are given to help control side effects as well as the cost of tests or exams to evaluate possible side effects.
You will not be paid for taking part in this study.

For more information on clinical trials and insurance coverage, you can visit the National Cancer Institute’s Web site at http://cancer.gov/clinicaltrials/understanding/insurance-coverage. You can print a copy of the “Clinical Trials and Insurance Coverage” information from this Web site.

Another way to get the information is to call 1-800-4-CANCER (1-800-422-6237) and ask them to send you a free copy.

What happens if I am injured because I took part in this research study?

It is important that you tell your study doctor, __________________ [investigator’s name(s)], if you feel that you have been injured because of taking part in this study.  You can tell the doctor in person or call him/her at __________________ [telephone number].
You will get medical treatment if you are injured as a result of taking part in this study.  You and/or your health plan will be charged for this treatment.   The study will not pay for medical treatment.  

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

Taking part in this study is your choice.  You may choose either to take part or not to take part in the study.  If you decide to take part in this study, you may leave the study at any time.   No matter what decision you make, there will be no penalty to you and you will not lose any of your regular benefits.  Leaving the study will not affect your medical care.  You can still get your medical care from our institution.   

We will tell you about new information or changes in the study that may affect your health or your willingness to continue in the study.

In the case of injury resulting from this study, you do not lose any of your legal rights to seek payment by signing this form.  

Who can answer my questions about the research study?
You can talk to your study doctor about any questions or concerns you have about this study.  Contact your study doctor __________________ [name(s)] at __________________ [telephone number].
For questions about your rights while taking part in this study, call the ________________________ [name of center] Institutional Review Board (a group of people who review the research to protect your rights) at __________________ (telephone number). 
Please note:  The next section of the informed consent form is about additional research studies that are being done with people who are taking part in the main study.   You may take part in these additional studies if you want to.  You can still be a part of the main study even if you say ‘no’ to taking part in any of these additional studies.

You can say “yes” or “no” to each of the following studies.  Please mark your choice for each study.  

Biological Samples for Research
This study also has laboratory tests that will be done to study small samples of your tissue and/or blood.

These tests will be done in order to understand how your cancer responds to treatment.  It is hoped that this will help investigators better understand your type of cancer.  The results of these tests will not be sent to you or your study doctor and will not be used in planning your care.  These tests are for research purposes only and you will not have to pay for them.  

You can take part in the treatment portion of this study without taking part in these research laboratory tests.

Please read the following statements and mark your choice:

I agree to provide a tissue and/or blood sample to NCCTG for research testing planned as part of this study.


 FORMCHECKBOX 
  Yes

 FORMCHECKBOX 
  No

Please initial here: ________ 
Date: ________

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 may be used in research to learn more about cancer and other diseases.  Please read the information sheet called "How is Tissue Used for Research" to learn more about tissue research. 
Your tissue may be helpful for research whether you do or do not have cancer.  The research that may be done with your tissue is not designed specifically to help you.  It might help people who have cancer and other diseases in the future. 
Reports about 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. 

Things to Think About 

The choice to let us keep the left over tissue and/or blood for future research is up to you.  No matter what you decide to do, it will not affect your care. 

If you decide now that your tissue and/or blood can be kept for research, you can change your mind at any time.  Just contact us and let us know that you do not want us to use your tissue.  Then any tissue and/or blood that remains will no longer be used for research. 
In the future, people who do research may need to know more about your health.  While NCCTG may give them reports about your health, it will not give them your name, address, phone number, or any other information that will let the researchers know who you are. 

Sometimes tissue and/or blood is used for genetic research (about diseases that are passed on in families). Even if your tissue and/or blood is used for this kind of research, the results will not be put in your health records. 

Your tissue and/or blood will be used only for research and will not be sold.  The research done with your tissue and/or blood may help to develop new products in the future. 

Benefits 


The benefits of research using tissue and/or blood include learning more about what causes cancer and other diseases, how to prevent them, and how to treat them. 

Risks 

The greatest risk to you is the release of information from your health records.  We will do our best to make sure that your personal information will be kept private.  The chance that this information will be given to someone else is very small. 
Making Your Choice 
Please read each sentence below and think about your choice.  After reading each sentence, check "Yes" or "No".  If you have any questions, please talk to your doctor or nurse, or call our research review board at the IRB's phone number. 

No matter what you decide to do, it will not affect your care.

1. My sample(s) may be kept for use in research to learn about, prevent, or treat cancer. 


 FORMCHECKBOX 
  Yes

 FORMCHECKBOX 
  No

Please initial here: ________ 
Date: ________

2. My sample(s) 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). 


 FORMCHECKBOX 
  Yes

 FORMCHECKBOX 
  No

Please initial here: ________ 
Date: ________

3. My sample(s) may be sent by NCCTG to outside researchers.

 
 FORMCHECKBOX 
  Yes

 FORMCHECKBOX 
  No

Please initial here: ________ 
Date: ________

Where can I get more information?
You may call the National Cancer Institute's Cancer Information Service at: 

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

You may also visit the NCI Web site at http://cancer.gov/
· For NCI’s clinical trials information, go to: http://cancer.gov/clinicaltrials/
· For NCI’s general information about cancer, go to http://cancer.gov/cancerinfo/
You will get a copy of this form.  If you want more information about this study, ask your study doctor.

Signature
I have been given a copy of all _____ [insert total of number of pages] pages of this form.  I have read it or it has been read to me.  I understand the information and have had my questions answered.  I agree to take part in this study.

Printed Participant Name: __________________________________________
Participant Signature: ______________________________________________
Date: _____________________________________

Printed name of person obtaining informed consent: 
__________________________________________
Signature of person obtaining informed consent:
___________________________________________
Date _____________________________________

This model informed consent form is the official consent document for this study.  Local IRB changes to this document are allowed.  Sections “What are the risks of the research study” or “What other choices do I have if I don’t take part in this research study?” should always be used in their entirety if possible.  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 information should be specific for each institution.
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