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Appendix IB

TITLE:
N0321, Phase I/II Study of PS-341 in Combination with Paclitaxel, Carboplatin, and Concurrent Thoracic Radiation Therapy for Non-small Cell Lung Cancer (NSCLC) 


(Phase II Component)

PARTICIPANTS:

 

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.

Why is this research study being done?
This study is being done to find out what effects (good and bad) the combination of PS-341, paclitaxel, carboplatin and radiation therapy has on you and your cancer.

How many people will take part in the research study?
The plan is to have about 66 people take part in this study.  

What will happen in this research study?

You will have a full medical history and physical exam taken along with blood tests, chest x-ray, CT scan, and other tests that the researcher might feel are needed to fully learn about your disease and see if you can be on this study.   

You will be given PS-341 into a vein in your arm over a very short period of time on days 1, 4, 8, 11, 22, 25, 29, 32; paclitaxel will be given into a vein in your arm over 3 hours on days 2 and 23; and following the paclitaxel infusion, carboplatin will be given into a vein in your arm over 30 minutes on days 2 and 23.  Radiation therapy will begin on day 1 and continue Monday-Friday for 6 weeks.  Four weeks after the radiation therapy is done, you will have routine blood tests and scans to see how your disease has responded to the treatment.  If your disease has not gotten worse at the 4-week post radiation therapy evaluation, you will also have routine blood tests done 3 months after radiation therapy is done, then every 3 months for 1 year after radiation therapy, and then every 6 months for up to 5 years from the time you went on study.


	Before Study Entry

	Before Study entry


	· Tissue blocks from surgery submitted for research

· Routine blood bests

· History and exam

· CT chest scan

· Pregnancy test for women of child bearing potential

· Discuss radiation therapy with your doctor

	During Treatment

	Days M-F x 6 weeks
	· Radiation therapy

	Days 1, 4, 8, 11, 22, 25, 29, 32
	· PS-341

	Day 2
	· Paclitaxel will be given into the vein over 3 hours followed by Carboplatin given over 30 minutes

	Day 23
	· Routine blood tests

· Paclitaxel given into the vein over 3 hours followed by Carboplatin given over 30 minutes

	Weekly
	· Routine blood tests

· History and exam

	4 Weeks Post Radiation Therapy

	
	· History and exam

· Routine blood tests

· CT chest scan

	After Treatment is Done and Disease is the Same or Better

	3 months after radiation therapy, then every 3 months for 1 year after radiation therapy, and then every 6 months for up to 5 years from time of study registration
	· History and exam

· Routine blood tests

· CT chest scan


The researchers in this study will also use part of your left over tissue from the biopsy that was done to diagnose your cancer.  The researchers will be looking to see if a certain mutation in the tumor tissue relates to how you might respond to treatment.  The results of these tests will not be sent to you or your doctor and will not be used in planning your care.

You can take part in the treatment part of this study without taking part in submission of tissue for research purposes.

Please read the following statements and mark your choice:

1.  
I agree to tissue samples being given to laboratories associated with NCCTG for research testing.

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:


How long will I be in the research study?
You will get treatment for six weeks. You will be followed for up to five years from the time you started treatment on this study so that the researchers can watch your health status.

Are there reasons I might leave the research 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 informed if 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.  

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


Another part of this research study is taking a small sample of your left over tissue to be stored for future research studies of cancer.  The sample may be stored indefinitely.  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.  

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.

Your samples will be used only for research and will not be sold.  You will not be paid for allowing your sample to be used in research even though the research done on this sample may help to develop new products in the future.

Sometimes tissue is used for genetic research (research about diseases that are passed on in families).  Even if your sample 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 sample to be stored and used for future research of cancer:

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:


2.
I permit my 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:


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 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 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 allow 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 contacted and, if so, they would have to contact you through the researchers at NCCTG.

I permit NCCTG to give my sample to outside researchers:

Please mark one box:

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:


What are the risks of the study?

While you are taking part in this study, you are at risk for these side effects.  You should talk to the researcher and/or your medical doctor about these side effects.  There also may be other side effects that are not known.  Side effects may range from mild to life-threatening.  Other drugs may be given to make side effects less serious and uncomfortable.  Many side effects go away shortly after the PS-341, carboplatin, and paclitaxel are stopped, but in some cases side effects can be serious, long lasting, or may never go away.  There may be a risk of death.

Paclitaxel (Taxol®) 

Likely risks of Pactlitaxel (Taxol®) (events occurring greater than 20% of the time)
· Loss of appetite 

· Nausea (feeling sick to your stomach) 

· Vomiting (throwing up)

· Diarrhea

· Loss of body fluids

· Redness, soreness, and/or irritation of the linings of the mouth, throat, and digestive system

· Fall in white blood cell counts leading to an increased risk of infection

· Hair loss

· Nerve damage with numbness and tingling, usually of the hands and feet.  This usually goes away when the drug is stopped.

Less likely risks of Pactlitaxel (Taxol®) (events occurring less than or equal to 20% of the time)
· Muscle and/or joint aching

· Low blood pressure

· Lightheadedness

· Blurred vision

· Sensation of seeing flashing lights

· Skin rash

· Increase in tests of liver function

· Fall in platelet count leading to an increased risk of bleeding

· Fall in red blood cell count causing anemia


Rare but serious risks of Pactlitaxel (Taxol®) (events occurring less than 2-3% of the time)
· Damage to liver function, which may lead to skin yellowing 

· Inflammation of the lungs that may cause shortness of breath

· Escape of the drug from the vein injection site may cause local mild swelling, tenderness, and/or chronic skin sores

· Severe skin reaction which may require hospitalization

· Loss of bearings and confusion

· Swelling and soreness of the pancreas

· Seizures

· Abnormal heart rhythms that may be serious.  You will be carefully watched for any heart problems.

· Allergic reactions with hives, itching, wheezing, or a severe drop in blood pressure with difficult breathing (rare).  This allergic reaction is thought to be caused by Cremophor(, a necessary part of the paclitaxel drug mixture, rather than by the paclitaxel itself.  This goes away with medication.  Before treatment begins, you will be given a drug so that this reaction will be less likely and you will be closely watched for such a reaction.

· Development of a hole in the wall of the bowel that may be life-threatening

Carboplatin:  


Likely side effects:

· Change in appetite or weight

· Nausea (feeling sick to your stomach) 

· Vomiting (throwing up)

· Low white blood cll counts leading to an increased risk of infections with or without fever

· Low red blood cell count causing anemia

· Low platelet count leading to an increased risk of bleeding

· Abnormal mineral levels in the blood


Less likely side effects:

· Difficult bowel movements (constipation)

· Mouth sores

· Change in taste

· Hearing problems

· Fever

· Numbness and/or tingling of the hands and feet, usually this goes away after the drug I stopped, however, for some patients this may not ever go away

· Hair loss or thinning

· Loose stools (diarrhea)

· Abnormal kidney tests

· Abnormal liver tests

· Low or high blood pressure

· Vision problems

· Allergic reactions (rash, hives, redness, itching, swelling, and difficulty in breathing with wheezing)

· Other skin rashes


Rare but serious side effects:

· Secondary leukemia and/or myelodysplastic syndrome (damage to the bone marrow that affects the making of normal blood cells) 

As with any medication, allergic reactions are a possibility.

PS-341:


Likely related side effects of PS-341 (events occurring greater than 20% of the time): 

· Fatigue or tiredness

· Loss of appetite 

· Nausea (feeling sick to your stomach)

· Vomiting (throwing up)

· Swelling and fluid buildup in the arms or legs

· Diarrhea (loose stools)

· Constipation (difficulty passing stool)

· Fever

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

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

· Lack of enough red blood cells (anemia)

· Infection

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


Less likely related side effects of PS-341 (events occurring greater than 3% but  less than 20% of the time):
· Chills, shivering
· Heartburn

· Partial or complete blockage of the small and/or large bowel.  Ileus is a functional rather than actual blockage of the bowel
· Irritation or sores in the lining of the throat

· Fever with dangerously low white blood cell count 

· Double or blurred vision

· Back pain
· Excess fluid that accumulates in the pleural cavity, the fluid-filled space that surrounds the lungs

· Infection which occurs due to a decreased number of a type of white blood cell (lymphocyte)

· Dehydration (loss of body fluids)

· Nerve damage causing numbness, tingling, burning (sensory neuropathy)

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

· Anxiety, feelings of dread or danger

· Cough

· Shortness of breath

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

· Low blood pressure

· Pneumonia

· Difficulty sleeping or falling asleep

· 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)

· Bleeding of the digestive tract

· Nosebleed

· Blood infection

· Muscle weakness of the whole body

· Fainting

· Belly pain

· Bone pain

· Leg and/or arm pain

· Headache or head pain

· Joint pain

· Muscle pain

· Nerve pain


Rare but serious side effects of PS-341 (events occurring less than 3% of the time):
· A hole in the digestive tract

· Syndrome associated with high blood pressure characterized by headache, confusion, seizures, and vision loss associated with imaging findings

· 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)

· imaging findings

· Kidney failure

Chest radiation 

More common side effects

· Tiredness

· Hard time swallowing due to injury to the esophagus

· Damage to the skin

· Scarring of the lung, which can be life threatening

· Any organ in the chest (heart, esophagus, skin, muscle, bone, spinal cord or lung) can be injured.  

Rare side effects

· Life-threatening injury due to severe injury to the chest organs

It is possible that these side effects may be more severe when PS-341, taxol, and carboplatin are combined with radiation therapy.  

The study drugs carboplatin and paclitaxel may be harmful to an unborn or breast-fed child.  No studies have been performed to determine if there are any harmful effects of PS-341 on an unborn or breast-fed child.  There is not enough medical information to know what the risks might be to a breast-fed infant or to an unborn child in a woman who takes part in this study.  One of the following birth control measures must be used by all women who can become pregnant and are sexually active or by their sexual partners while in this study: condoms, diaphragm, birth control pills, injections, intrauterine device (IUD), surgical sterilization, subcutaneous implants, or abstinence.  Breast-feeding mothers must stop breast-feeding.  Women who can still become pregnant must have a pregnancy test before taking part in this study.  Blood will be taken from a vein in your arm with a needle 7 days before you enter the study.  You will be told the results of the pregnancy test.  If the pregnancy test is positive, you will not be able to take part in the study.  During this study if you are female and miss a period or think you may be pregnant, you must notify the Investigator immediately.  If you are male and your partner misses her period or thinks she may be pregnant, you must notify the Investigator immediately.  

Whether you are male or female, you are strongly urged to use an effective birth control method for 6 months during and after the last treatment you received on this study.

Are there benefits to taking part in this research study?

This study may not make your health better.  However, the combination of radiation and these chemotherapy agents may make your tumors shrink.

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

You do not have to be in this study to receive treatment for your condition.  Your other choices may include radiation in combination with standard chemotherapy drugs, not including PS-341, which is experimental.  You could also get radiation treatments alone without chemotherapy, or you could be treated on some other investigational program.  You should talk to the researcher and your regular physician about each of your choices before you decide if you will take part in this study.

Will I need to pay for the tests and procedures?

The drugs paclitaxel and carboplatin can be bought with a prescription. 

The Division of Cancer Treatment, and Diagnosis, NCI, will provided you with PS-341 free of charge for this study.  Every effort will be made to ensure adequate supplies of PS-341, free of charge, for all participants.  If the drug becomes commercially available for this indication 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. You and/or your health plan will need to pay for all costs associated with this treatment.  

You and/or your health plan will need to pay for all tests and procedures that are part of this study because they are needed for your regular medical care. You and your health plan might also have to pay for other drugs or treatment that are given to help you control side effects.  Radiation therapy will need to be paid by you or your health plan.  Before you take part in this study, you should call your health insurer to find out if the cost of these tests and/or procedures 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.  




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

If you have side effects from the study treatment, you need to report them to the researcher and your regular physician, and you will be treated as needed.  You and your insurer will be billed for these services at the usual charge.  You will not be offered free medical care or payment for any bad side effects from taking part in this study.  Medical services will be given at the usual charge.
What are my rights if I take part in this research study? 

Taking part in this research study does not take away any other rights or benefits you might have if you did not take part in the study.  Taking part in this study does not give you any special privileges.  You will not be penalized in any way if you decide not to take part or if you stop after you start the study.  Specifically, you do not have to be in this study to receive or continue to receive medical care.  If you stop the study you would still receive medical care for your condition although you might not be able to get the study drugs.

You will be told of important new findings or any changes in the study or procedures that may affect you or your willingness to continue in the study.

Who can answer my questions?

You may talk to Dr. (                                ), at any time about any questions or concerns you have on this study. 

You can get further information about policies, the conduct of this study, or the rights of research subjects from ____________________________________________________ ______________________________________________________________________.

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 Web site:     http://www.cancer.gov/
What about confidentiality?
Information from this study may be published or presented at scientific meetings.  However, your name and other identifying information will not be sent outside of NCCTG without written permission unless the law allows it.  Your medical record will be used by the researchers in this study.  Representatives of NCCTG and Millennium Pharmaceuticals will be able to look at your medical records to check the 

accuracy of the forms completed for the study. Information from your medical records may also be made available to the Food and Drug Administration (FDA), National Cancer Institute (NCI), other U.S. government agencies including the Office for Human Research Protections or other offices within the Department of Health and Human Services, and/or the Office of the Inspector General.

I have had an opportunity to have my questions answered.  I have been given a copy of this form.  I agree to take part in this research study.  
___________        _____________________________________________      

(Date)                      (Printed Name of Participant)                                            

                             _____________________________________________

                               (Signed Name of Participant)

___________       _____________________________________________

(Date)                     (Printed Name of Individual Obtaining Consent)

                              ____________________________________________

                               (Signature of Individual Obtaining Consent)

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 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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