Appendix IB

Page 1 of 13

Addendum 8

Appendix IB

Page 1 of 13

Addendum 8


N0779, Phase II Study of Vorinostat (SAHA) in Combination with Bortezomib (PS-341) in Patients with Recurrent Glioblastoma Multiforme (Patients who will undergo surgery)

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 recurrent glioblastoma multiforme.
Why is this research study being done?
The purpose of this research study is to:
· find out what effects (good and bad) vorinostat and bortezomib in combination have on you and your brain tumor

· look at vorinostat and bortezomib’s ability to slow down the growth of your tumor
Vorinostat is a Food and Drug Administration approved drug indicated for the treatment of cutaneous T-cell lymphoma, a cancer of blood cells that infiltrates the skin.  Bortezomib is an FDA-approved drug used in the treatment of multiple myeloma, a cancer of one of the bone marrow cells.  The combination of vorinostat and bortezomib in this setting is investigational.

How many people will take part in the research study?
About 68 people will take part in this study.  

What will happen if I take part in this research study?
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.

· Medical history
· Complete physical exam
· Neurological history and exam
· Routine blood tests  

· Tests to see how your blood clots if you are on Coumadin 
· MRI or CT scans (special kinds of x-rays) of the head with contrast (for tumor measurement)
· Electrocardiogram (ECG) (this measures the electrical activity of the heart)
· Chest x-ray

· Pregnancy test for women of childbearing potential 

Before you can go on study, slides made from your tumor tissue will be sent to laboratories associated with the North Central Cancer Treatment Group (NCCTG) for central review to confirm the results of your local laboratory review.  This review is mandatory.  These slides will be kept by the North Central Cancer Treatment Group.  No further testing will be done on these slides.

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. 
· Medical history
· Complete physical exam
· Neurological history and exam (every other cycle)
· Routine blood tests
· Tests to see how your blood clots if you are on Coumadin (weekly for the first 8 weeks then every 3 weeks thereafter)
· MRI or CT scans of the head with contrast (for tumor measurement) (every other cycle)
· ECG and chest x-ray if you study doctor thinks they should be done
Before surgery:

You will get vorinostat by mouth in the morning with food (capsules should be taken whole), 2 days before the day of surgery, 1 day before the day of surgery, and on the day of surgery without food (capsules should be taken whole).  Bortezomib will be given into a vein one day before surgery following vorinostat.  You are encouraged to stop taking products containing green tea and/or Vitamin C.  Your surgery will begin within 2 to 3 hours of getting vorinostat.  If you have any bad side effects from the vorinostat and/or bortezomib during the 3 days of treatment, the vorinostat and bortezomib will be stopped and you will go to surgery right away.

After surgery:

Vorinostat and bortezomib therapy will not restart until you are recovered from any side effects of surgery.  The maximum recovered time allowed is 4 weeks.  Within 7 to 28 days after surgery, you will have an MRI with contrast done for tumor measurement.  Once you are ready to get treatment again, you will get vorinostat once daily by mouth with food (capsules should be taken whole), 14 days in a row, and bortezomib into a vein twice weekly during the 14 days that you are also getting vorinostat.  You will then have a 7-day rest period.  This is called a cycle of treatment.  This will continue as long as you do not have any bad side effects and your tumor does not grow. You will not need to be hospitalized to get the treatment.  You will also be asked to fill out a diary every day to keep track of the number of pills you take.  You will need to bring that diary with you to the clinic when you see your doctor.

Your doctor will be asked to submit a small tumor sample from your prior surgery or surgeries, and from the surgery that occurs after taking the study medications. The results of these tests will not be given to you by your doctor and will not be used to plan your care. No additional biopsies will be done to get this tissue.  
The tissue will be sent to laboratories associated with North Central Cancer Treatment Group (NCCTG) 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.   

When you are finished taking vorinostat and bortezomib, the following tests and procedures will be done:

· Medical history
· Complete physical exam
· Neurological history and exam (every other cycle)
· Routine blood tests
· MRI or CT scans of the head with contrast (for tumor measurement) (every other cycle)
Cycle 1

	Prior to Surgery
	What you do

	2 days before surgery
	· Vorinostat once a day by mouth in the morning with food (capsules should be taken whole)

	1 day before surgery
	· Vorinostat once a day by mouth in the morning with food (capsules should be taken whole)

· Bortezomib will be given into a vein right after vorinostat.  Bring your vorinostat capsule to your clinic appointment and it will be taken just before you get bortezomib.

	Day of surgery
	· Vorinostat once a day by mouth in the morning without food (capsules should be taken whole)

	Greater then or equal to 7 days after surgery but less then or equal to 28 days after surgery
	· MRI with contrast


Future cycles
	Day
	What you do

	Day 1
	· Medical history, physical exam, weight, performance status

· Neurological history and exam

· Routine blood tests

· If you are on Coumadin, you will have a test to see how your blood is clotting.

· Every “odd numbered” cycle (3, 5, 7, etc.), you will have scans of the head with contrast for tumor measurement.

	Days 1 through 14
	· Keep taking vorinostat once a day by mouth with food (capsules should be taken whole).   

· Complete the Patient Medication Diary.

	Days 1, 4, 8, 11
	· Bortezomib will be given into a vein right after vorinostat.  Bring your vorinostat capsule to your clinic appointment and it will be taken just before you get bortezomib.

	Weekly
	· Routine blood tests

· If you are on Coumadin, you will have a test to see how your blood is clotting (weekly during Cycles 2 and 3 and then once every cycle)

	Days 15-21
	· No treatment

	Day 22
	· Return to your doctor’s office for your next exam and to begin the next cycle.  

· Bring Patient Medication Diary and pill bottle with any remaining pills


How long will I be in the research study?
You will be asked to take vorinostat and bortezomib until your tumor gets worse, you have bad side effects or if you or your study doctor think you should stop taking the medication.  We would like to keep track of your medical condition for about 5 years.  Keeping in touch with you and checking on your condition every year helps us look at the long-term effects of the study.

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 vorinostat and bortezomib 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 vorinostat and bortezomib.  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 vorinostat include those which are:


Likely (happening greater than 20% of the time)

· Nausea (feeling sick to your stomach), which is temporary and may require additional medication. 

· Diarrhea (loose stools), which is temporary and may require additional medication and/or a delay in your treatment.
· Anemia: (low red blood cell count), which may make you feel tired and short of breath.  If this happens, you may be started on a drug to increase your red blood cell count.  Severe anemia may require a transfusion of red blood cells. 

· Decreased platelet count, which increases the risk of easy bleeding and/or bruising.  This could result in the need for a platelet transfusion. 

· Fatigue, which is temporary and should get better when treatment is stopped. 

· Loss of appetite, which is temporary and should get better when treatment is stopped. 

· Vomiting (throwing up), which is temporary and may require additional medication. 

· Weight loss 

Less Likely (happening less than or equal to 20% of the time)
· Dehydration, which is temporary and may require additional fluids, either by mouth or by IV (intravenous, through a small tube inserted into your vein) infusion
· Changes in taste, which is temporary and should get better when treatment is stopped. 
· Stomach pain.

· Increased blood level of a liver enzyme (ALT/SGPT)

· Increased blood level of a liver or bone enzyme (alkaline phosphatase)

· Increased blood level of a liver enzyme (AST/SGOT)

· Increased blood level of a liver pigment (bilirubin) often a sign of liver problems

· Increased blood level of creatinine (a substance normally  eliminated by the kidneys into the urine

· Decreased number of a type of white blood cell (lymphocyte)

· Decreased number of a type of white blood cell (neutrophil/granulocyte)

· Decrease in the total number of white blood cells (leukocytes)

· High blood sugar, which is temporary and may require additional medication
· Low potassium, which is temporary, seen on blood tests and may require potassium supplements.  
· Fevers 
· Chills/Rigors 
· Change in blood salts such as magnesium or sodium 
· Dizziness (or sensation of lightheadedness, unsteadiness, giddiness, spinning or rocking)
· Cough 
· Hair loss 
· Dry mouth 
· Heartburn 
· Muscle weakness 
· Infection with or without fever  
· Blood clots 
· Low levels of protein in the blood 
· Muscle spasms 
· Decreased phosphate levels in the blood 
· Abnormal blood clotting tests 
· Shortness of breath

· Constipation (difficulty passing stool)
· Low blood calcium, which is temporary and may require additional medication 

Rare but serious (happening less than 3% of the time) 
· Death of the skin tissue
Interaction between vorinostat and anti-seizure medicines:

You should tell your doctor if you are currently taking any anti-seizure medicines.  Vorinostat may interact with certain anti-seizure and other medicines that you are taking.  Your doctor will need to check for this and adjust your seizure medicines while you are receiving vorinostat.  There is a chance vorinostat will change the level of anti-seizure medicine in your body.  This could cause occasional or frequent seizures if your anti-seizure dosage is not adjusted while taking the medication.  

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

Likely (happening greater than 20% of the time)

· Decrease in a red blood cell protein that carries oxygen in the body

· Decreased number of blood cells that help to clot the blood 

· Fever
· Loss of appetite
· Constipation (difficulty passing stool)
· Diarrhea (loose stools)
· Nausea (feeling sick to your stomach)
· Vomiting (throwing up)
· Fatigue or tiredness

· Inflammation (swelling and redness) or degeneration of the peripheral nerves (those nerves outside of brain and spinal cord) causing numbness, tingling, burning

· Infection

· Swelling and fluid buildup in the arms and legs

· Weakness or paralysis (loss of muscle function) caused by damage to peripheral nerves (those nerves outside of brain and spinal cord)


Less Likely (happening less than or equal to 20% of the time)
· Decreased total number of white blood cells (lymphocyte)

· Decreased number of a type of white blood cell (neutrophil/granulocyte)

· Decrease in the total number of white blood cells (leukocytes)

· Infection associated with a decrease in a type of white blood cell (lymphocytes)

· Bone pain

· Joint pain

· Muscle pain

· Head pain/headache

· Back pain

· Belly pain

· Nerve pain

· Leg and/or arm pain

· Dizziness (or sensation of lightheadedness, unsteadiness, giddiness, spinning or rocking)

· Fainting

· Low blood pressure

· Excess fluid that accumulates in the pleural cavity, the fluid-filled space that surrounds the lungs 
· Irritation or sores in the lining of the throat 

· Heartburn

· Nose bleeds

· Chills/shaking chills

· Blurred vision
· Partial or complete blockage of the small and/or large bowel.  Ileus is a functional rather than actual blockage of the bowel

· Dehydration (loss of body fluids)

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

· Bleeding of the digestive tract

· Fever with dangerously low white blood cell count

· Shortness of breath

· Cough

· Muscle weakness of the whole body

· Anxiety, feelings of dread or danger

· Difficulty sleeping or falling asleep

Rare but serious (happening less than 3% of the time): 
· A syndrome called “reversible posterior leukoencephalopathy syndrome” (RPLS) that affects 
 the brain and  may cause headaches, visual changes, altered mental status, or seizures (fits), but is usually reversible 
· A hole in the digestive tract

· Sudden or traumatic injury to the kidney

· Progressive necrosis (tissue death) of a part (the white matter) of the brain without inflammation (swelling and redness)
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.  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. If you are using birth control pills you are strongly recommended to use a second form of birth control because the vorinostat may make the birth control pills less effective.  You must keep using birth control for 6 months after stopping the vorinostat.  Breast-feeding mothers must stop breast-feeding to take part in this study.  Women who can become pregnant must have a pregnancy test before taking part in this study.  For the pregnancy test, 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.  If you become pregnant while on the study you will be taken off the study.
Risks from MRI or CT scan

Rarely, allergic reactions to the contrast (dye) material injected into the vein for your scan can happen, causing rash, itching, or in severe cases, trouble breathing or a lowering of your blood pressure.  If you have had an allergy to contrast material used for MRI or CT scans done in the past you should tell your doctor. Some people who are claustrophobic (have a fear of enclosed places) might feel anxiety or nervousness during an MRI.
As with any medication, allergic reactions are a possibility.

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.  While doctors hope vorinostat and bortezomib will be more useful against cancer compared to the usual treatment, there is no proof of this yet.  We do know that the information from this study will help doctors learn more about vorinostat and bortezomib as a treatment for cancer.  This information 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
· Merck and Co., Inc , manufacturer of the agent voroinostat
· Millennium Pharmaceuticals, manufacturer of the agent bortezomib
· The National Cancer Institute (NCI) and other government agencies, like the Food and Drug Administration (FDA), involved in keeping research safe for people

[Note to Local Investigators: The NCI has recommended that HIPAA regulations be addressed by the local institution.  The regulations may or may not be included in the informed consent form depending on local institutional policy.]
What are the costs of taking part in this research study?
You and/or your health plan/ insurance company will need to pay for some or 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 study agents, vorinostat and bortezomib, will be provided free of charge by the Division of Cancer Treatment and Diagnosis, NCI, while you are participating in this study. However, if you should need to take the study agents much longer than is usual, it is possible that the supply of free study agent that has been supplied to the NCI could run out. If this happens, your study doctor will discuss with you how to obtain additional drug from the manufacturer and you may be asked to pay for it.  You or your health plan may need to pay for costs of the supplies and personnel who give you the agents.
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).  [Note to Local Investigator: Contact information for patient representatives or other individuals in a local institution who are not on the IRB or research team but take calls regarding clinical trial questions can be listed here.]   
About Using Biological Samples for Future Research

We would like to keep some of the tissue that is/are 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 (http://www.cancerdiagnosis.nci.nih.gov/specimens/patient.pdf).

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

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

Benefits 

The benefits of research using tissue 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, circle "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. NCCTG can contact me in the future to take part in more research.

 FORMCHECKBOX 
  Yes

 FORMCHECKBOX 
  No

Please initial here: ________ 
Date: ________

If you want your sample(s) destroyed at any time, write to the Secretary of the ___________________ Institutional Review Board ____________________________________________.  

NCCTG has the right to end storage of the sample(s) without telling you. 

The sample(s) will be the property of NCCTG.  Outside researchers may one day ask for a part of your sample(s) 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 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 allow your sample(s) to be given to outside researchers, it will be given to them with a code number.  If researchers outside NCCTG use the sample(s) for future research, they will decide if you will be contacted and, if so, they would have to contact the researchers at NCCTG.  Then NCCTG will contact the clinic where you registered for this study, who will contact you.

Please read the following statements and mark your choice:

I permit NCCTG to give my sample(s) 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/
· For NCI’s general information about cancer in Spanish, go to http://www.cancer.gov/espanol
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 _____________________________________

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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