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TITLE: N0432 Phase II Trial of Docetaxel with Capecitabine and Bevacizumab as First-Line Chemotherapy for Patients with Metastatic Breast Cancer
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) docetaxel combined with capecitabine and bevacizumab has on you and your metastatic breast cancer. 

Bevacizumab is an investigational drug that has not been approved by the Food and Drug Administration (FDA) for treating breast cancer.  Bevacizumab is approved for treating colon cancer.  The bevacizumab being used in this study is not sold in pharmacies.  The bevacizumab used in this study is expected to be as safe as the form sold in pharmacies and to work the same as the form sold in pharmacies.  However, there may be differences.  Because it is not an FDA-approved drug, bevacizumab can only be given to patients enrolled in this clinical trial, and may only be given under the direction of physicians who are investigators in this clinical trial. 

Docetaxel and capecitabine are approved by the FDA to treat breast cancer.

How many people will take part in the research study?
The plan is to have about 45 people take part in this study.  

What will happen in this research study?

Before you start this study, you will have a complete medical history and physical exam, along with blood tests and other tests that the research doctor or your health care provider might feel are needed.  You would likely have the same tests and procedures if you were having chemotherapy for your cancer outside of this research study.  

You will have treatment for 2 weeks and then have one week off.  This 3-week schedule is called a cycle.

You will be given dexamethasone to help lessen side effects from treatment beginning the night before your treatment starts.  You would probably be given dexamethasone (or a similar drug) before chemotherapy, even if you were not on this study.  On the first day of every cycle you will get docetaxel as an intravenous (into a vein in your arm) infusion over one hour.  You will also get bevacizumab into a vein in your arm over 90 minutes.  You will be given capecitabine as pills to take twice a day, in the morning and evening, for 14 days.  Then you will have one week off before the next cycle starts. 

You will also have blood drawn for routine blood tests.  These tests will be done almost weekly during the first cycle.  (Once before you start chemotherapy, once between days 7-10, and again before you start the next cycle.)

You will repeat the treatment cycle every 21 days as long as your cancer is not getting worse and you are not having bad side effects.

The effect of the treatment on your breast cancer will be looked at after every other cycle (about every 6 weeks) with physical exams and x-ray pictures of the cancer (CT scans, MRI scans or chest x-rays).  If the site of the cancer being looked at is easily measured by the doctor’s exam, you will have a physical exam every cycle (every 3 weeks).

The planned treatments and tests you will have are listed in the tables below:

CYCLE 1

	Pre-Treatment
	· Routine blood tests and exams

· Research blood and tissue samples collected

	Night before 
	· Start taking dexamethasone by mouth (pills) 12 hours before treatment starts

	Day 1
	· Dexamethasone before starting chemotherapy

· Docetaxel into a vein over 60 minutes

· Bevacizumab into a vein over 90 minutes

· Capecitabine by mouth (pills) twice daily with food

· Third dose of dexamethasone in the evening

	Days 2-14
	· Capecitabine twice daily


Days 15-20 Rest

CYCLES 2 and on

	Night before
	· Start taking dexamethasone by mouth (pills) 12 hours before treatment starts

	Day 1 (beginning of next cycle)
	· Routine blood tests

· Physical exam

· Dexamethasone before starting chemotherapy

· Docetaxel into a vein over 60 minutes

· Bevacizumab into a vein over 60 minutes (if you did not have bad side effects the first time)

· Capecitabine twice daily

· Third dose of dexamethasone in the evening

	Days 2-14
	· Capecitabine twice daily

	Day 22
	· Routine blood tests and exams.

· Begin next cycle (if no serious side effects and cancer is not getting worse)


This study is also collecting small samples of blood and biopsy tissue for future research studies.  If you agree, a fasting blood sample will be done by drawing some blood from a vein in your arm or hand.  The blood will be taken just before treatment starts, on a morning after you have had nothing to eat or drink for at least 8 hours.  If possible, this blood sample will be drawn at the same time as other blood draws needed for your care.  The biopsy tissue sample will be from your original biopsy to diagnose your cancer, or from a more recent biopsy, if you had one done.  You will not have any more surgeries or biopsies to give this tissue.

The blood and tissue will be sent to laboratories associated with the NCCTG. 

You can take part in the treatment portion of this study without giving blood or tissue samples for future studies.

Please read the following statements and mark your choice:

1. I agree to provide blood sample(s) to laboratories associated with NCCTG for future research testing.

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here: ________    Date: ________

2.
I agree to provide tissue sample(s) to laboratories associated with NCCTG for future research testing.

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here: ________    Date: ________

How long will I be in the research study?

You will get treatment with the study drugs until they are no longer helpful, or if you or your doctor think that the side effects of the treatment are too serious.

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 blood and biopsy tissue to be stored for future research studies of breast cancer or other health problems.  The samples may be stored indefinitely.  You have a say in how your stored samples are used in future research.  You can still take part in the treatment study without giving your samples.  

Your samples will be stored safely at NCCTG and will be given a code (rather than your name) when they are used in research.  This code will allow your samples to be used without anyone knowing that they are your samples 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 samples to be used in research even though the research done on these samples may help to develop new products in the future.

Sometimes blood and tissue samples are used for genetic research (research about diseases that are passed on in families).  Even if your samples are 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 choices:

1.
I permit my blood sample(s) to be stored and used for future research about cancer:

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:



2.
I permit my blood sample(s) to be stored and used in future research to learn about, prevent, or treat other health problems:

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:



3.
I permit my tissue sample(s) to be stored and used for future research about cancer:

 FORMCHECKBOX 
  Yes
 FORMCHECKBOX 
  No

Please initial here:


Date:



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

 FORMCHECKBOX 
  Yes

 FORMCHECKBOX 
  No

Please initial here:


Date:



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

The samples will be the property of NCCTG.  Outside researchers may one day ask for a part of your samples 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 biopsy 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 biopsy 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 samples to be given to outside researchers, it will be given to them with a code number.  If researchers outside NCCTG use the samples 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.

Please read the following statements and mark your choices:

1.
I permit NCCTG to give my blood samples to outside researchers:

 FORMCHECKBOX 
  Yes

 FORMCHECKBOX 
  No

Please initial here:


Date:



2.
I permit NCCTG to give my tissue samples to outside researchers:

 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 docetaxel, capecitabine and bevacizumab 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.

	Docetaxel (Taxotere():  
Likely Risks 
(happen >20% of the time)
	Less Likely Risks
(happen ≤20% of the time)
	Rare but Serious Risks
(happen <2-3% of the time)

	· Lowering of the blood counts causing more risk of infection or low blood iron
	· Lowering of platelets in the blood that may lead to bleeding problems
	· Death

	· Feeling sick to the stomach (nausea) and throwing up (vomiting)
	· Too much fluid around the lungs and heart (may feel short of breath)
	· Hole in the intestine

	· Loose stools (diarrhea)
	· Liver problems (may have yellowing of skin and eyes)
	· Liver failure 

	· Mouth sores
	· Allergic reactions (skin rash, redness, itching, fever, chills and shaking or low back pain) 
	· Lung problems - Inflammation of the lungs, which may cause shortness of breath, cough and/or fever 

	· Lack of energy, tiredness and/or general weakness
	· Watery eyes 
	

	· Unusual sleepiness
	· Tiredness and/or pain in upper right belly 
	

	· Headache
	· Rash, redness and/or swelling of the skin
	

	· Hair loss
	· Swelling of legs and feet
	

	· Loss of taste or change in taste
	· Irregular heartbeat
	

	· Loss of appetite (not feeling hungry, not wanting to eat) and/or weight loss
	· Vasculitis - inflammation of the veins that may cause itching or swelling in arms or legs
	

	· Sore or red eyes (inflammation)
	· Seizures
	

	· Muscle aches or joint pain
	
	

	· Changes in fingernails and/or toenails, loosening of nails, 
	
	

	· Soreness or redness at the site where the drug is injected
	
	

	· Shortness of breath
	
	

	· Nerve damage - loss of feeling or numbness and tingling in fingers and toes
	
	

	· Irritation (sore, itchy) skin or loss of skin on hands or soles of feet
	
	


The following side effects have been reported for patients taking part in other docetaxel (Taxotere®) research studies.  It is not known if these side effects were related to the docetaxel
· Heart Failure

· Low or high blood pressure

· Hearing problems

· Kidney failure
	Capecitabine (Xeloda®)
Likely Side Effects
 (happen more than 20% of the time)
	Less Likely Side Effects

(happen less than or equal to 20% of the time)

	Diarrhea (loose stools)
	Headache

	Nausea (feeling sick to your stomach)
	Temporary lowering of the number of white blood cells, (cells that help your body fight infection --could lead to infection)

	Hand and foot syndrome (the palms of the hands and/or soles of the feet tingle, become numb, painful, swollen and/or red)
	Temporary lowering of the number of red blood cells (may cause a feeling of tiredness or shortness of breath)

	Sores and swelling in the mouth and throat
	Temporary lowering of the number of blood platelet cells, (cells that help your blood clot --could lead to bleeding)

	Dry or itchy skin
	Vomiting (throwing up)

	
	Stomach or abdominal pain

	
	Dizziness

	
	Loss of appetite or decreased appetite (not feeling hungry, not wanting to eat)

	
	Constipation (hard stools or trouble passing stool)

	
	Heartburn

	
	Fatigue (feeling tired run down)

	
	Weakness, loss of energy, loss of interest in activities

	
	Hair loss

	
	Skin rash

	
	Eye irritation (red, itchy or swollen eyes)

	
	Fever

	
	Pain, including joint or bone pain, muscle aches

	
	Infection


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

· Blood clots and/or bleeding

· Dehydration (severe loss of water in the body, that can lead to hospitalization)

· Abnormal liver function or liver failure

· Heart attack

· Abnormal heart rhythm

If you have any side effects from the capecitabine, contact your doctor right away.  It is important for your safety that your dose of capecitabine be stopped or reduced quickly.

	BEVACIZUMAB
Likely Risks
(occur >20%)
	Less Likely Risks
(occur less ≤20%)
	Rare but Serious Risks
(occur <2-3% of the time)

	· High or low blood pressure 
	· Blood clots in the arteries or veins of the legs, lung (pulmonary embolism) or abdomen (mesenteric vein thrombosis or bowel ischemia)(could be life threatening or fatal)
	· Stroke (cerebral vascular accident)

	· 
	· 
	· Very high blood pressure (including dangerously high blood pressure called hypertensive crisis)

· Increase in heart rate

	· Delay in wound healing or breakdown of a wound that had healed 
	· Muscle pain
	· Allergy that happens at the time the drug is given (fever, chills, rash, itching)

	· Loss of protein in the urine 
	· Sores in the mouth or throat
	· Heart attack

	· Nosebleeds 
	· Headaches
	· Shortness of breath 

	· Chills, shivering 
	· Nausea, vomiting (feeling sick to the stomach and throwing up)
	· Chest pain

	
	· Fever
	· Inability to bear children, unknown for how long, but may last forever 

	
	· Inflammation (swelling, redness) or sores of the lining of the mouth and/or throat
	· Nephrotic syndrome: kidney problems with loss of protein in urine, swelling of tissues, loss of albumin in blood

	
	· Rash
	· Infection

	
	· Mild bleeding from the lungs, stomach or colon 
	· Serious bleeding from the lungs, stomach or colon (which may be life threatening or fatal)

	
	· Bowel perforation (opening or hole in bowel, which may require surgery and can lead to death)
	· Blockage in the intestines (causes pain and may require surgery)

	
	· Fistula (an opening in the bowel that connects dying tumor to nearby bowel and may require surgery to repair)
	· Inflammation of the colon (causes pain)

	
	· Coughing up blood
	· Build up of fluid in the sac around the heart, which may affect the heart's ability to pump

	
	· Voice changes
	· Fluid leaking into the lungs (may be difficult to breathe)

	
	
	· Congestive heart failure (CHF)- which means weakening of the heart muscle leading to difficulty breathing and tiredness

	
	
	· Reversible Posterior Leukoencephalopathy Syndrome (RPLS) - see below for description


The following side effects have been reported for patients taking part in other bevacizumab research studies.  It is not known if these side effects were related to the bevacizumab:

· Lowered white blood cells (may make you more likely to get infections and fever may also be present) 

· Decrease in blood salts such as potassium or phosphorous (seen on a blood test)
· Increase in blood sugar (seen on a blood test)
· Abnormalities in liver function tests (type of blood test that may lead to liver problems)

Additional risks of Bevacizumab
There have been patients who have been treated with bevacizumab for lung cancer who have died due to hemorrhage (bleeding).

Some patients have also had a rise in liver function levels in the blood that go away.  This effect has been reported (rarely) when bevacizumab is used in combination with chemotherapy or at the same time as other drugs that also can have this effect on the liver.  It is unclear at this time what causes this liver side effect and if bevacizumab alone could be the cause or not. 

A few patients have had “bowel perforation” and “bowel anastomotic dehiscence.”  Bowel perforation happens when there is an opening in the bowel wall letting bowel contents spill into the abdomen.  Bowel anastomotic dehiscence is a breakdown in the surgical connection between two pieces of bowel.  These events can be life threatening.  In addition, there have been a few reports of surgical wounds healing slowly or poorly.  None of these reports have been in women with breast cancer.  The researchers do not know at this time if these side effects are because of treatment with bevacizumab or if they are from other reasons such as worsening of the patient’s cancer, chemotherapy, or previous surgery or radiation.  You should inform your doctor right away if you have pain in your belly or rectum that is new or getting worse.


Reversible Posterior Leukoencephalopathy Syndrome (RPLS) or similar leukoencephalopathy syndrome:  RPLS can cause confusion, blindness or vision changes, seizures and other symptoms as well as changes in brain scans.  RPLS may go away after bevacizumab is stopped.  In rare cases, it may be life-threatening and may have long-term effects on the brain.  

One of the side effects of this treatment is the rare possibility of developing leukemia later in life.
	Dexamethasone: 
Common Side Effects
	Less Common Side Effects
	Rare Side Effects

	· Stomach and throat ulcers (sores)
	· Muscle weakness
	· Depression (feeling very sad or tired all the time)

	· Worsening or irritation of existing ulcers
	· Brittle bones
	· Changes in personality

	· Pancreatitis (swelling of the pancreas that may lead to other problems in the future)
	· Menstrual changes
	· Convulsion and dizziness

	· Weight gain around the stomach
	· Itching
	

	· Puffiness (especially of the face)
	· Allergic reactions (including severe allergic reactions)
	

	· Retaining salt and fluids
	· Mood swings
	

	· Rise in blood pressure
	
	

	· Possible rise in blood sugar
	
	

	· Problems with the level of potassium in the body
	
	

	· Trouble sleeping
	
	


Rarely, persons who are more prone to heart disease may have heart failure when taking dexamethasone.

If you have any side effects, please contact your doctor as soon as possible.  Your doctor may need to change your doses or stop one or more of the study drugs for your safety.
Other Risks
As with any medication, allergic reactions are a possibility.

The risks of drawing blood include pain, bruising, or rarely, infection at the needle site.

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 birth control during this study, and must continue to use birth control for 30 days after the last study treatment.  Please discuss which birth control methods are allowed with your doctor.  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 and may need another test before starting treatment.  For the pregnancy test, blood will be taken from a vein in your arm with a needle within seven days before you start treatment.  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. 

Are there benefits to taking part in this research study?

This study may not make your health better.  However, we hope that your cancer may stop growing or even go away.  Your participation will help other people with breast cancer in the future. 
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 other chemotherapy medications (including docetaxel and capecitabine), hormonal treatments, other investigational treatments, or no specific treatments against the cancer, but supportive care to help you feel as comfortable as possible.  You should talk to your 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 docetaxel and capecitabine can be bought with a prescription.  You and/or your health plan will need to pay for all costs for these treatments.  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 check for possible side effects.

Genentech will provide you with the bevacizumab free-of-charge for this study.  The researchers have taken steps to make sure that there is enough free bevacizumab for all study participants.  However, if bevacizumab becomes available by prescription for metastatic breast cancer while you are being treated on this study, you and/or your health plan may be asked to purchase the rest of the bevacizumab you need.  

You will not need to pay for any tests and procedures that are done just for this research study.  These tests and procedures are the research blood draw and processing, and processing of a sample of your biopsy tissue for research.  However, you and/or your health plan will need to pay for all other tests and procedures that are part of this study, because they are needed for your regular medical care.  

The study drug, bevacizumab, will be given to you at no cost.  However, you may need to pay for the preparing and giving of the bevacizumab.  You and your health plan might also have to pay for other drugs or treatments that are given to help you control side effects of bevacizumab.  

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 health care provider, 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 drug, bevacizumab.

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, Genentech Inc, and Roche Labs Inc 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 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 should be specific for each institution.
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