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CONCISE SUMMARY

The purpose of this study is to test the effectiveness (how well the drug works), safety, and tolerability of two investigational drugs called nivolumab and ipilimumab in subjects with late stage skin cancer that have had their tumors completely removed, but are likely to have their cancer return. You are being asked to take part in a research study. Research studies include only people who choose to take part. The study team members will explain the study to you and will answer any questions you might have.  You should take your time to make your decision. If you decide to take part in the study, you will have tests, exams and procedures that are part of your standard care and for study purposes such as blood collection for lab tests, tissue collection for genetic testing, CT or MRI scans, EKG, and physical exams to determine whether you are eligible for this study (screening procedures). Additional detailed information regarding these screening procedures is outlined within this document and will be further explained by the research team.
If you choose to take part in this study, and if you meet eligibility criteria, you will be assigned to receive either nivolumab alone, or nivolumab in combination with ipilimumab. There is a 50% chance that you will receive nivolumab in combination with ipilimumab, or a 50% chance that you will receive nivolumab alone (with placebo). Placebo looks like the real treatment but contains no active study drug.  Neither you nor your study doctor will know which treatment you are receiving, except in an emergency. Placebo is given so that your treatment assignment stays a secret to you and your study doctor.

Everyone taking part in this study will receive blinded treatment for up to 49 weeks (1 year) by intravenous (IV) infusion, meaning the drug is a solution given through a vein.  The infusions can take about 30 minutes each.  On some visits, you will receive only 1 infusion. When you do receive 2 infusions, there will be a break of about 30 minutes in between them.  The exact length of time that you participate will depend on your response to treatment. During your treatment, you will have tests, exams and procedures that are part of your standard care and for study purposes such as blood collection for lab tests, tissue collection for genetic testing, CT or MRI scans, EKGs, optional biopsies and stool sample tests, and physical exams. During your participation in this study, you will also be expected to complete a series of questions using an electronic tablet/paper forms to assess your signs and symptoms and how the disease is affecting your daily activities.  These assessments will be completed on each dosing day prior to receiving treatment. Additional detailed information regarding these procedures is outlined within this document and will be further explained by the research team.

After completing all study treatments or after you are withdrawn from treatment, you will be asked to continue with follow-up visits to monitor for side effects or potential benefits you may be experiencing from study treatment. If you complete the study, you will not continue to receive the study medications. Your doctor will prescribe medications that are available to treat your cancer. The first two follow up visits will be at your doctor’s office (the first one will be about a month after you stop treatment and the second will be about three months after the first follow-up visit). Also, the procedures/samples performed and/or collected while you were taking study drug may be repeated at one or more of these follow up visits, and additional blood may be drawn to measure your immune response to nivolumab and/or ipilimumab or the levels of nivolumab and/or ipilimumab in your blood. The remaining follow up visits may be conducted over the telephone or at your doctor’s office. These visits will occur approximately every 3 months and potentially more frequently. You will be asked the same questions regarding your medical condition that you answered while taking study drug.  CT scans or MRI will continue to be performed about every 12 weeks from the first dose of study drug through 36 months and then about every 6 months up to Year 5 until your disease has worsened.  Additional blood or tissue samples may be taken upon occurrence of severe drug-related side effect or relapse.
There are risks to this study drug that are described in greater detail within this document. Such risks may be categorized as very common, common, uncommon, or rare. Risks that are very common or common include: 

· Diarrhea

· Fatigue 

· Itching

· Rash

· Abdominal pain

· Alkaline phosphatase increased: lab test result associated with liver or bone abnormalities

· ALT increased: lab test result associated with abnormal liver function

· Amylase increased: lab test result associated with pancreas inflammation

· AST increased: lab test result associated with abnormal liver function

· Chills

· Constipation

· Cough

· Creatinine increased: lab test result associated with decreased kidney function

· Decreased appetite

· Dizziness

· Dry mouth

· Dry skin

· Fever

· Headache

· Increased blood sugar

· Lipase increased: lab test result associated with pancreas inflammation 

· Inflammation of the colon

· Inflammation of the mouth

· Infusion related reaction

· Joint pain or stiffness

· Loss of color (pigment) from areas of skin

· Lung inflammation (pneumonitis - see details below)

· Musculoskeletal pain

· Nausea

· Redness

· Shortness of breath

· Low sodium levels in the blood

· Swelling, including face, arms, and legs

· Thyroid gland function decreased

· Thyroid gland function increased

· Thyroid stimulating hormone increased: lab test result associated with abnormal thyroid function

· Tingling, burning, numbness or weakness, possibly in arms, legs, hands and feet

· Vomiting

The all-inclusive list of risks that are less likely or rare are further outlined later within this document and will be discussed with you by the study team.

There will be no direct benefit to you from participating in this study.  However, this study may help doctors learn more about your disease and it is hoped that this information will help in the treatment of future patients with conditions like yours. If you decide not to participate in this research, your other choices may include:

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

· Taking part in another study of an investigational drug

· Getting no treatment

If you are interested in learning more about this study, please continue reading below.
What Is Informed Consent? 

You are being asked to take part in a medical research study. As required by federal regulations, this research study has been reviewed and approved by an Institutional Review Board (IRB), a committee that reviews, approves and monitors research involving humans. Before you can make a decision about whether to participate, you should understand the possible risks and benefits related to this study. This process of learning and thinking about a study before you make a decision is known as informed consent and includes:

· Receiving detailed information about this research study;

· Being asked to read, sign and date this consent form, once you understand the study and have decided to participate. If you don’t understand something about the study or if you have questions, you should ask for an explanation before signing this form;

· Being given a copy of the signed and dated consent form to keep for your own records.
You should understand that your relationship with the study doctor is different than your relationship with your treating or personal doctor. The treating doctor treats a specific health problem with the goal of improving a medical condition. A study doctor treats all subjects according to a research plan to learn about the experimental drug, device or procedure being studied and with the understanding that you may or may not benefit from being in the study. You should ask questions of the study doctor and/or study team if you want to know more about this.
The type of study you are being asked to join is known as a Phase 3 study. 

A Phase 1 research study is one that determines the safe dose range and side effects of a new drug and how the body absorbs and gets rid of the drug. Phase 1 studies are done on small numbers of individuals, usually fewer than 30.  Phase 1 studies are usually done on healthy individuals. Phase 1 studies of anti cancer drugs are nearly always done on patients with cancer. These studies are considered experimental and their treatment value is unknown.

A Phase 2 research study is done to get further information on safety, dosage, and side effects, and to collect preliminary information about how well a drug works for a certain disease. Phase 2 studies usually have very strict rules about who may and who may not be in the study.  Phase 2 studies may compare the new drug to a placebo (inactive substance) or to a known treatment and usually enroll about 100 subjects.

A Phase 3 study is done on large numbers of individuals using the best dose as discovered in earlier phase studies.  Phase 3 studies may compare a new drug to a placebo (inactive substance) or to other available treatments. There are usually strict rules about who may and who may not participate in the studies.  Phase 3 studies may enroll hundreds or even thousands of subjects

A Phase 4 study is done after a drug has been approved by the Food and Drug Administration (FDA). Phase 4 trials find out how the new drug works and what are the side effects when used in the “real world” – that is in patients who may have other medical conditions in addition to the one the drug is designed to treat, and who may be taking other medications for these conditions.  Phase 4 studies may enroll tens of thousands of subjects.
What is the purpose of this study? 
The purpose of this study is to test the effectiveness (how well the drug works), safety, and tolerability of two investigational drugs called nivolumab and ipilimumab in subjects with late stage skin cancer that have had their tumors completely removed, but are likely to have their cancer return.

Nivolumab and ipilimumab are types of immunotherapy.  Immunotherapy works by encouraging the body's own immune system to attack the cancer cells.  OPDIVO® (nivolumab) is approved for the treatment of certain types of cancer, including skin, kidney, blood, and lung, in multiple countries including the United States (US, Dec-2014), the European Union (EU, Jun-2015), and Japan (Jul-2014).  Ipilimumab (Yervoy™) is approved by the FDA, EMA and other health authorities for the treatment of metastatic melanoma. The combination of nivolumab (Opdivo™) and ipilimumab (Yervoy™) is also approved by the US FDA and the EMA for the treatment of metastatic melanoma.

How many individuals will participate in the study and how long will the study last?
About 2000 patients will participate worldwide, with approximately 218 of them in the United States. We hope to enroll 11 patients at St. Luke’s University Health Network. Even though you may meet all the criteria for participation, it is possible that you will not be enrolled in this study. If you are randomized (assigned to a treatment arm), the exact length of time that you participate in this study will depend on your response to treatment. After completing all study treatments or after you are withdrawn from treatment, you will be asked to continue with follow-up visits to monitor for side effects or potential benefits you may be experiencing from study treatment. (As described below in the “Follow-Up” section, it may be necessary to gather additional information later, to further evaluate the safety or efficacy of the drug.)
What will I have to do during the study?  
Study Treatments
If you meet eligibility criteria, you will be assigned to receive either nivolumab alone,or nivolumab in combination with ipilimumab.

There is a 50% chance that you will receive nivolumab in combination with ipilimumab (Treatment Arm A), or a 50% chance that you will receive nivolumab alone (Treatment Arm B).
Treatment Arm A

	Investigational Drug
	Infusion Time
	Frequency
	Treatment Duration

	Nivolumab (240 mg)
	30 minutes
	Every 2 weeks
	Up to 49 weeks (25 doses)

	Ipilimumab (1 mg/kg)
	30 minutes
	Every 6 weeks
	Up to 49 weeks (9 doses)

	
	
	
	

	
	
	
	


· For participants 18 years of age, dosing will be weight based at 3mg/kg Q2W up to a maximum of 240 mg.
Treatment Arm B

	Investigational Drug*
	Infusion Time
	Frequency
	Treatment Duration

	Nivolumab (480 mg)
	30 minutes
	Every 4 weeks
	Up to 49 weeks (13 doses)


· For participants 18 years of age, dosing will be weight based at 6mg/kg Q4W up to a maximum of 480 mg.

This study is “blinded”.  Neither you nor your study doctor will know which treatment you are receiving, except in an emergency.

Everyone taking part in this study will receive blinded treatment for up to 49 weeks (1 year), but some of the treatments will be a fake drug, or “placebo”.  Placebo looks like the real treatment but contains no active study drug.  Placebo is given so that your treatment assignment stays a secret to you and your study doctor.

Nivolumab and ipilimumab (and placebo) are administered by intravenous (IV) infusion, meaning the drug is a solution given through a vein.  A pump will be used to ensure the correct amount of medicine is given over the proper amount of time. The infusions can take about 30 minutes each.  On some visits, you will receive only 1 infusion.  When you do receive 2 infusions, there will be a break of about 30 minutes in between them.  

If you complete the study, you will not continue to receive the study medications. Your doctor will prescribe medications that are available to treat your cancer.

Study Procedures

There are three periods to the study: screening, treatment and follow-up periods.

Screening

The Screening Period of the study can take about a month to complete.  This period may include more than one study visit for various procedures.  

At the Screening Visit you will be asked to read and sign this informed consent before any study-related procedures that are not standard of care are performed.  It is your right as a subject to have the study fully explained to you and you can ask that your study doctor explain or go over any parts of this informed consent that you do not understand.  The following tests and procedures will be performed by the study staff to determine if you qualify to participate in this study:

· Review of your medical history.
· Review of medications you are currently taking and have taken in the past including herbal medications.
· Review of your tumor pathology report.
· Your tumor tissue sample will be tested to determine the expression of a biomarker known as PD-L1.  Your study doctor will request the original samples from the medical facility where the surgery was done. A block or a minimum of 15 slides of tumor tissue is required.  In order to participate in this study, you must provide your permission to obtain these original samples and allow your study doctor to send them to an additional laboratory for testing. Your tumor samples will be tested by an outside laboratory to determine whether your cancer tumors have certain features which may help scientists better understand late stage skin cancer and also may help scientists understand why your specific type of late stage skin cancer tumor either responded or did not respond to the study drug.  Scientists will look for certain types of proteins which may be present on the surface of or within your tumor cells  and may also look to see if certain types of white blood cells called lymphocytes are present within your tumors. Genomic (DNA/RNA) testing will be used to identify specific genetic variants related to cancer risk, prognosis and treatments.

· Collection of a urine or blood sample for a pregnancy test for women of childbearing potential.  

Within 28 days prior to starting treatment:
· Collection of your blood (approximately (13 mLs/ about 2 1/2 teaspoons) for laboratory tests which check for hepatitis B or C infection.  You must not have known HIV and your hepatitis B and C tests must be negative for you to participate in the study.  If required by your state or country (for example, if you live in Germany), you will be tested for HIV and your HIV test must be negative for you to participate in the study.  
· Computed tomography (CT) scan or magnetic resonance imaging (MRI) of the known areas of disease.  These are special procedures which use X-rays (CT) or magnetic fields (MRI) to create pictures of the inside of your body. These pictures will allow your doctor to monitor your disease before, during, and after you receive nivolumab and/or ipilimumab.

· Brain scan (CT or MRI) (may be performed as determined by your study doctor).

Within 14 days prior to starting treatment: 
· A physical examination including measurement of your height and weight.
· Vital signs (temperature, blood pressure, and heart rate).
· You will be asked about the symptoms you are having from your disease (performance status).
· An Electrocardiogram (ECG) will be performed.
· Collection of your blood (13 mLs/ about 2 1/2 teaspoons) for laboratory tests which measure your blood chemistry, including kidney and liver function, the number of red and white blood cells and platelets, and thyroid function.
If, based on the results of the screening visit tests and procedures, you qualify to participate in the study, the following tests and procedures will be performed before the first dose of study medication is given.

· Review of any changes in your health and medications since your last visit

· A brief physical exam, including measurement of your weight, vital signs (including temperature, blood pressure, and heart rate), and performance status within 72 hours before the first dose of study medication is given.

· Collection of a urine or blood sample for a pregnancy test for women of childbearing potential.  A pregnancy test must be performed within 24 hours before the first dose of study medication is given.  Results of the pregnancy test must be negative for you to participate in this study.

· Another collection of your blood (6 mLs/about 1 teaspoon) for biomarker tests (including, but not limited to PD-1, PD-L1, PD-L2 and CTLA-4 genes).  Measuring biomarkers in the blood could help predict whether or not someone is likely to benefit from a drug.  This blood collection may occur on the first day of treatment, but before you receive the first dose of study medication.
Treatment Period 

At each visit you will receive study medication in 1 or 2 infusions.  Infusions can be about 30 minutes each.  When you receive 2 infusions, there will be about a 30 minute break in-between the first infusion and the second infusion.  The visit schedule with expected infusion timing is pictured on the next page.. 
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If you experience any changes in your body or develop any new or worsening side effects during or after the infusion you should inform the study doctor or nurse immediately.

During the Treatment Period, you will be asked questions about your condition including:

· How your cancer is affecting your daily activities.

· What medications you took or are currently taking including herbal supplements and over-the-counter medicines.

· What side effects you experienced. During your clinic visits, you should report the development of any new or worsening medical problems (since your last visit) to the study doctor or other study personnel taking care of you.

The following procedures/samples will be performed and/or collected at 1 or more visits:

· Physical examination

· Weight

· Vital sign measurements (blood pressure, heart rate, and temperature)

· You will be asked about the symptoms you are having from your disease (performance status)

· Urine or blood pregnancy test for women of childbearing potential every 4 weeks (result must be negative to receive study drug)

· Blood samples will be taken prior to study medication infusion to assess:

· Your blood chemistry, including kidney and liver function, the number of red and white blood cells and platelets, and thyroid function (13 mLs/about 2 1/2 teaspoons of blood every 4 weeks;

· Your immune response to nivolumab and/or ipilimumab and the levels of nivolumab and/or ipilimumab in your blood (8.5 mLs/almost 2 teaspoons of blood at Weeks 1, 5, 9, 15, 21, and 37);

· Biomarkers (substances in your blood such as cells, proteins, DNA, RNA or other markers) (86.5 mLs/about 17 1/2 teaspoons of blood at Weeks 1, 13, and 29; 61.5 mLs/about 12 1/2 teaspoons of blood at Week 7; and 8.5 mLs/almost 2 teaspoons of blood at Week 45). Additional samples may be taken upon severe drug-related side effect or relapse.

· CT or MRI of the known areas of disease or potential disease spread, every 12 weeks from the first dose of study drug through 12 months until your disease has worsened.  

· CT scan or MRI of the brain (to be performed as determined by the study doctor) every 12 weeks from the first dose of study drug through 12 months until your disease has worsened.

· Positron Emission Tomography/Computed Tomography (PET/CT) to confirm recurrence if biopsy is not feasible.  During this procedure you will be injected with a radioactive tracer that will be absorbed by your cancer cells so that they can be detected by a scanner (PET).  X-rays (CT) will also be used to create pictures of the inside of your body.

· Optional biopsy of affected organs as determined by the study doctor upon relapse.

· Optional microbiome testing of stool samples at Weeks 1, 7, and 29 

You may be discontinued from receiving study treatment based on your disease assessments or if you are having side effects that make you unable to tolerate study therapy. Based on discussions between you and your study doctor, you may discontinue for other reasons including your decision to stop being treated. 

During your participation in this study, you will be expected to complete a series of questions using an electronic tablet/paper forms, to assess your signs and symptoms and how the disease is affecting your daily activities.  These assessments will be completed on each dosing day prior to receiving treatment.

Follow-up 

When you stop or complete study treatments you will begin the last part of the study, the follow-up period. During this period your study doctor will continue to assess your health condition. It is important to know, for example, if you have recovered, developed an illness or suffered an important adverse event.

Initial Follow-up Phase (Follow up visits 1 and 2)

The first two follow up visits will be at your doctor’s office-the first one will be about a month after you stop treatment and the second will be about three months after the first follow-up visit. Also, the procedures/samples performed and/or collected while you were taking study drug may be repeated at one or more of these follow up visits.  An additional 8.5 mLs (almost 2 teaspoons) of blood may be drawn to measure your immune response to nivolumab and/or ipilimumab or the levels of nivolumab and/or ipilimumab in your blood.

Additional Follow up (after follow-up visit 2) 

The remaining follow up visits may be conducted over the telephone or at your doctor’s office. These visits will occur approximately every 3 months and potentially more frequently. You will be asked the same questions regarding your medical condition that you answered while taking study drug.  CT scans or MRI will continue to be performed about every 12 weeks from the first dose of study drug through 36 months and then about every 6 months up to Year 5 until your disease has worsened.  Additional blood or tissue samples may be taken upon occurrence of severe drug-related side effect or relapse. 

In the event it is necessary to further evaluate the safety or efficacy of the drug, it may be necessary to have access to additional information about your health status. Your study doctor may attempt to obtain study-related information about your health from you or from other sources, including your primary care physician and public sources such as national patient registries (e.g., cancer registries). This may include contacting you again by phone or letter.

If Your Study Doctor Cannot Locate You

If your study doctor needs to follow up with you but cannot find you, he/she may try to learn your new address, telephone number or current health status by calling or writing to the person(s) named as your secondary contacts. If your study doctor cannot obtain information through your secondary contacts, he or she may ask for the assistance of a third-party representative and may share with that representative limited information about you, such as your name and last known address. The representative will consult public sources, such as public health registries and databases, to obtain your current contact information. The representative will only share this information with the study doctor, to help him/her complete the follow-up stage of the trial. Only the study doctor or a member of <his/her> team will contact you or your family members. 

Your Responsibilities

If you participate in this study, at each visit: 
· Keep all study appointments and follow all instructions given to you by your study doctor and study staff

· You will be asked how you feel and possible side effects will be discussed. 

· You must inform your study doctor of any medication that you take while you are in this study including prescriptions, herbal supplements and over-the-counter medications.

· Discuss any medication (prescription or over the counter) that you wish to start taking with your study doctor before you start taking it.

· Tell the study doctor about any changes in your health

· Certain medications cannot be taken while you are participating in this trial. Your study doctor will explain what these medications are. If you need treatment with any medications that are not allowed during your participation in this trial, you must inform the study doctor or the study staff. You will not be denied medications required to treat an illness you may have, but you may be required to stop taking the study medication. This is for your safety, since some medications may not work well with the study treatment, and you might have physical problems.

· Tell your study doctor about any medical treatments that you plan to receive during the study (such as elective surgery or radiation). 

· Tell your study doctor or study staff if you change your address, telephone number, or other contact information

You must always carry with you the Subject Alert Card that you have been given. 

What are the risks or discomforts involved? 
Treatments for cancer often have side effects, including some that are life-threatening.  There is the possibility of death occurring as a result of this treatment and its side effects.  There may be additional unknown risks.

If you experience severe side effects associated with the study drug, your doctor may prescribe medications to treat the side effect(s), future treatments may be delayed, or treatment may be stopped permanently.  Any significant new findings that develop during the course of the research and may relate to your willingness to continue participation will be provided to you.

Nivolumab

Nivolumab may cause one or more of the side effects listed below.  This information is based on data from cancer subjects in other clinical trials with nivolumab.  In addition, there may be side effects that are not yet known that may occur.  You should tell your doctor or nurse right away about any possible side effects you experience.

Very common side effects of nivolumab are: [≥ 1/10 or ≥ 10% - (10 or more out of 100 patients)]

· Diarrhea

· Fatigue 
· Itching
· Rash

Common side effects of nivolumab include: [≥ 1/100 to < 1/10 or ≥ 1% to < 10% - (1 to less than 10 out of 100 patients)]

· Abdominal pain

· Alkaline phosphatase increased: lab test result associated with liver or bone abnormalities

· ALT increased: lab test result associated with abnormal liver function

· Amylase increased: lab test result associated with pancreas inflammation

· AST increased: lab test result associated with abnormal liver function

· Chills

· Constipation

· Cough

· Creatinine increased: lab test result associated with decreased kidney function

· Decreased appetite

· Dizziness
· Dry mouth

· Dry skin

· Fever

· Headache
· Increased blood sugar
· Lipase increased: lab test result associated with pancreas inflammation 

· Inflammation of the colon

· Inflammation of the mouth

· Infusion related reaction

· Joint pain or stiffness

· Loss of color (pigment) from areas of skin

· Lung inflammation (pneumonitis - see details below)

· Musculoskeletal pain

· Nausea
· Redness
· Shortness of breath
· Low sodium levels in the blood
· Swelling, including face, arms, and legs

· Thyroid gland function decreased

· Thyroid gland function increased

· Thyroid stimulating hormone increased: lab test result associated with abnormal thyroid function

· Tingling, burning, numbness or weakness, possibly in arms, legs, hands and feet

· Vomiting
Uncommon side effects of nivolumab include: [≥ 1/1,000 to < 1/100 or ≥ 0.1% to < 1%]

· Adrenal gland function decreased

· Allergic reaction/hypersensitivity
· Bilirubin (liver function blood test) increased

· Bronchitis

· Cranial nerve disorder

· Diabetes

· Dry eye

· Hair loss

· Heart rate increased

· Heart rhythm abnormal

· High blood pressure

· Hives

· Inflammation of the eye

· Inflammation of the kidney

· Inflammation of the pancreas

· Inflammation of the pituitary gland

· Inflammation of the stomach

· Inflammation of the thyroid gland

· Liver inflammation

· Low blood pressure
· Lung infiltrates, associated with infection or inflammation
· Pituitary gland function decreased

· Psoriasis: characterized by patches of abnormal, scaly skin

· Renal failure

· Respiratory failure

· Upper respiratory tract infection

· Vertigo (feeling off balance which can lead to dizziness)
· Vision blurred

Rare side effects of nivolumab include: [≥ 1/10,000 to < 1/1,000 or ≥ 0.01% to < 0.1%]

· Anaphylactic reaction (severe allergic reaction)

· Damage to the protective covering of the nerves in the brain and spinal cord

· Diabetes complications resulting in excess blood acids and diabetic coma

· Erythema multiforme: skin inflammatory reaction 

· Guillain-Barre syndrome, an autoimmune disorder associated with progressive muscle weakness or paralysis 

· Inflammation of blood vessels

· Inflammation of the brain, potentially life-threatening or fatal

· Inflammation of the heart
· Muscle inflammation

· Myasthenic syndrome (neurologic syndrome characterized by muscle weakness) including myasthenia gravis, a nerve disease that may cause weakness of eye, face, breathing, and swallowing muscles.

· Polymyalgia rheumatica, an inflammatory disorder causing muscle pain and stiffness

· Rhabdomyolysis: muscle fiber released into the blood stream which could damage your kidneys

· Rosacea: acne-like skin condition resulting in redness of face

· Sarcoidosis, a disease involving abnormal collections of inflammatory cells (granulomas) in organs such as lungs, skin, and lymph nodes

· Stevens Johnson syndrome: inflammatory disorder of skin and mucous membranes, resulting in blistering and shedding of skin

· Toxic epidermal necrolysis: a potentially fatal disease characterized by blistering and peeling of the top layer of skin resembling a severe burn

· Histiocytic necrotizing lymphadenitis or Kikuchi lymphadenitis: disorder of the lymph nodes which causes the lymph nodes to become enlarged, inflamed and painful, commonly affecting lymph nodes of the neck and possibly associated with fever or muscle and joint pains. 
· Vogt Koyanagi Harada syndrome; a disease that affects the pigmented tissue; this may affect the eye leading to swelling,  pain and/or  blurred vision;  the ear leading to hearing  loss , ringing in the ears and /or the skin leading to loss of skin color.

Lung Inflammation (pneumonitis):  It is possible that nivolumab may cause inflammation of the tissues of the lung.  This adverse effect has been reported in patients treated with nivolumab.  While many patients with x-ray or CT abnormalities have not developed any symptoms, some patients have developed mild to severe symptoms and in rare cases, death has occurred as a result of their lung inflammation.  Signs and symptoms of lung inflammation may include difficulty breathing, pain or discomfort while breathing, chest pain, cough, shortness of breath, increased rate of breathing, fever, low blood oxygen levels, or fatigue.  

Your study doctor and nurse will watch you closely for changes in your ability to breathe and for other signs or symptoms that might show you are developing this type of lung inflammation and will perform regular tests including physical exams, measurement of oxygen levels through non-invasive testing (i.e., pulse oximeter), blood tests, chest x-rays and/or CT scans.

Complications, including fatal events, have occurred in patients who received allogeneic hematopoietic stem cell transplantation (HSCT) before or after nivolumab.
Complications, including rejection, have also been reported in patients who have received an organ or tissue transplant. Treatment with nivolumab may increase the risk of rejection of the organ or tissue  transplant.
Please inform your study doctor or nurse AT ONCE if you experience any of the following:

· Any new or increased shortness of breath;

· Any new or increased chest pain;

· Any new or increased pain/difficulty while breathing;

· Any new or increased cough or any significant change in your type of cough; for example any new or increased mucous or blood in your cough;  

· Any change in the amount of oxygen you require;

· Any fever, fatigue, or other symptoms that occur at the same time as any changes to your breathing or other lung symptoms. 

If you start to develop symptoms, your study doctor will ask you to return to the clinic for additional tests, which could include a physical exam, measurement of oxygen levels, blood tests, chest x-rays, and/or CT scans. You will be monitored very closely for changes in your overall lung symptoms, monitoring may require hospitalization. You may require specific treatment in order to control pneumonitis. You may also be seen by a special doctor called a pulmonologist, who has special training to be an expert in how your lungs work.

Prolonged treatment with medicines that suppress inflammation, sometimes needed to manage the side effects of nivolumab treatment, may lower your body’s ability to fight off certain infections (i.e., opportunistic infections). These infections may require treatment with antibiotic or antifungal medications and may be fatal.
Nivolumab combined with ipilimumab 

Very common side effects (≥ 1/10 or ≥ 10%  [10 or more out of 100 patients]) of nivolumab combined with ipilimumab are:

· ALT increased: lab test result associated with abnormal liver function

· AST increased: lab test result associated with abnormal liver function

· Diarrhea

· Fatigue
· Fever
· Itching

· Nausea

· Rash

Common side effects (≥ 1/100 to < 1/10 or ≥ 1% to < 10%  [1 to less than 10 out of 100 patients]) of nivolumab combined with ipilimumab include:

· Abdominal pain

· Adrenal gland function decreased

· Alkaline phosphatase increased: lab test result associated with liver or bone abnormalities

· Amylase increased: lab test result associated with pancreas inflammation

· Appetite decreased
· Bilirubin (liver function test) increased
· Chills

· Constipation

· Cough

· Creatinine increased: lab test result associated with decreased kidney function

· Dehydration

· Dizziness

· Dry mouth

· Dry skin

· Hair loss

· Headache
· Increased blood sugar
· Inflammation of the colon

· Inflammation of the mouth
· Inflammation of the pituitary gland
· Inflammation of the thyroid gland
· Inflammation of the pancreas
· Infusion related reaction

· Joint pain or stiffness

· Lipase increased: lab test result associated with pancreas inflammation

· Liver inflammation

· Loss of color (pigment) from areas of skin

· Low blood pressure

· Lung inflammation (pneumonitis)

· Musculoskeletal pain
· Redness
· Renal (kidney) failure or damage to your kidneys
· Shortness of breath

· Sodium levels in blood low

· Swelling, including face, arms, and legs

· Thyroid gland function decreased

· Thyroid gland function increased

· Tingling, burning, numbness or weakness, possibly in arms, legs, hands and feet

· Vision blurred

· Vomiting

Uncommon (≥ 1/1,000 to < 1/100 or ≥ 0.1% to < 1%) side effects of nivolumab combined with ipilimumab include:

· Allergic reaction/hypersensitivity
· Bronchitis

· Cranial nerve disorder

· Diabetes

· Diabetes complications resulting in excess blood acids and diabetic coma

· Disease caused by the body’s immune system attacking healthy organs

· Double vision

· Drug-induced liver injury

· Dry eye

· Guillain-Barre syndrome, an autoimmune disorder associated with progressive muscle weakness or paralysis 

· Heart rate increased

· Heart rhythm abnormal

· High blood pressure

· Hives

· Inflammation of the brain (potentially life threatening or fatal)

· Inflammation of the eye

· Inflammation of the heart

· Inflammation of the kidney

· Inflammation of the small intestine and colon

· Inflammation of the stomach

· Lung infiltrates, associated with infection or inflammation

· Muscle inflammation

· Myasthenic syndrome (neurologic syndrome characterized by muscle weakness) including myasthenia gravis, a nerve disease that may cause weakness of eye, face, breathing, and swallowing muscles. 

· Pituitary gland function decreased

· Psoriasis: characterized by patches of abnormal, scaly skin
· Rhabdomyolysis: muscle fiber released into the blood stream which could damage your kidneys
· Respiratory failure or distress
· Rupture of the intestine/ hole in the intestine 
· Sarcoidosis, a disease involving abnormal collections of inflammatory cells (granulomas) in organs such as lungs, skin, and lymph nodes 

· Upper respiratory infection
· Vertigo

Rare side effects (≥ 1/10,000 to < 1/1,000 or ≥ 0.01% to < 0.1%) side effects of nivolumab combined with ipilimumab include:

· Anaphylactic reaction (severe allergic reaction)

· Damage to the protective covering of the nerves in the brain and spinal cord

· Erythema multiforme: skin inflammatory reaction

· Inflammation of the lining of the brain and spinal cord

· Inflammation of blood vessels
· Rosacea: acne-like skin condition resulting in redness of face

· Syndrome associated with fever, white blood cell activation and abnormal function (including destruction of other blood cells by certain white blood cells), low blood cell counts, rash, and enlargement of the spleen

· Stevens Johnson syndrome: inflammatory disorder of skin and mucous membranes, resulting in blistering and shedding of skin

· Toxic epidermal necrolysis: a potentially fatal disease characterized by blistering and peeling of the top layer of skin resembling a severe burn

Other side effects
Side effects associated with blood draws or use of an IV catheter may include infection, bruising, redness, discomfort, or bleeding at the needle puncture site.

Sometimes patients have allergic reactions to the dyes used in CT scans.  This is rare.  It can involve itching or rash.  In severe cases, you may have difficulty breathing and dangerous lowering of your blood pressure.  If you know you have an allergy to the dye, or to iodine or shellfish, please let your study doctor and radiologist know.  These scans are also associated with exposure to varying amounts of radiation.

There may be risks or side effects which are unknown at this time.  

Your condition may not get better or may become worse while you are in this study.

Certain drugs may increase the severity of these side effects if taken during the study.  Ask your study doctor for a full list of prohibited medications.

You should call the study doctor as soon as possible at 484-503-4500 if, during the course of this study, you develop any of these side effects or symptoms. The study doctor has told you that if your condition worsens, if side effects become very severe, or if it turns out that being in this study is not in your best interest, you will be taken out of the study.

What are the risks to fetuses, infants and pregnant women?  
Pregnant women or women who are breast feeding should not be in this study because exposure to investigational drugs may be hazardous to an embryo, fetus or nursing infant. Even medications that are well known and prescribed may have adverse effects on an embryo or fetus. As with any medication, there are unknown risks. To be in this study you and your partner must practice adequate birth control measures. The study doctor will discuss acceptable methods of birth control with you. If you are a woman of childbearing potential, you will have a pregnancy test before making a decision about being in this study. This requires either a urine test or that blood be drawn from a vein in your arm (1-2 tsp.) prior to the start of the study and according to study guidelines. The results of this pregnancy test will be made available to you prior to the start of the study. 

If you become pregnant during the course of this study, you should notify the study doctor as soon as possible.

If you are a man participating in this study, you also should practice adequate birth control because investigational drugs may have adverse effects on sperm that could also adversely affect a fetus.  If your partner becomes pregnant during the course of the study, the sponsor may want to follow her through the pregnancy and receive information on the pregnancy outcome. She will be asked to sign a separate consent form or a form for release of medical information to collect this information. 
If you are a person in a same sex relationship, it is not necessary for you to practice birth control. However, if you are female, you will still have to have pregnancy tests according to the study protocol.

Nivolumab and the combination of nivolumab and ipilimumab have been studied in laboratory and animal experiments to see if they cause problems with pregnancy or birth defects. However, even when the results are all normal it is still not possible to say that nothing bad will happen when a woman gets pregnant while taking nivolumab and/or ipilimumab.

Information about birth defects: 

No information is available at the present time

Information about harm to developing babies:
No information is available at the present time
Information about harm that may result from breastfeeding:
Because many medicinal products, including antibodies, can be secreted in human milk, a risk to newborns/infants cannot be excluded.

Human Pregnancy Outcomes with nivolumab:
The use of nivolumab in pregnant women has not been formally studied in clinical studies. 

Human Pregnancy Outcomes with ipilimumab:
The use of ipilimumab in pregnant women has not been formally studied in clinical trials.  

Laboratory & Animal Reproductive Toxicology Findings
No studies have been conducted to determine if nivolumab and the combination of nivolumab and ipilimumab cause damage to genetic material (DNA). Because nivolumab is an antibody, the risk of damage to DNA is believed to be low.

Laboratory and animal studies have not been conducted using nivolumab to determine if nivolumab may cause cancer.  One study in monkeys has been conducted to evaluate the effects of nivolumab on pregnancy.  The preliminary findings revealed an increase in late stage pregnancy loss as well as deaths in premature infants.  These animal study findings suggest a potential risk to human pregnancy if there is continued treatment with nivolumab during pregnancy.

Findings with Similar Drugs in the Class
There is no data/information for similar drugs in this class that may be under evaluation in other clinical trials.

Significant Findings with Study Comparator Drugs

Not Applicable.

Requirements for contraception

Your study doctor is familiar with the different forms of acceptable contraception (see table below) and will be able to give advice about which method might be required for participation in this study.   

Any birth control method used must be highly effective with a failure rate less than 1% per year, and must be discussed with your doctor if it is started during the course of the study. You must not be pregnant or breastfeeding, and you should not become pregnant or breastfeed while you are taking the study treatments. Females should not breastfeed while receiving study drug and up to 5 months from the last dose of study drug. You must use an adequate method(s) to avoid pregnancy for the duration of this study and for up to 5 months after the last dose of study drug. Male subjects who are sexually active with a woman of child bearing potential should also use an adequate method(s) of birth control to avoid pregnancy of their partner for up to 7 months after the last dose of study drug. You should immediately contact your study doctor if there is a change in your method(s) to avoid pregnancy or if you start any prescription drug or other medication (including over-the-counter drugs and herbal supplements) not prescribed by the study doctor. 
Sexual partner(s) of a male study participant can be exposed to the study drug because small amounts of investigational compounds may be present in seminal fluids. For this reason, for the duration of the study and for up to 7 months after the last dose of study drug you must:

1. Communicate your participation in this clinical trial to any sexual partner(s) you may have. 


You must promise to use an acceptable form of contraception (see table below).

2. Tell the study doctor if your partner becomes pregnant during the clinical trial.

While your sexual partner is pregnant or breastfeeding you must agree to remain abstinent from penile vaginal intercourse or use a male condom during each episode of penile penetration.  You and your partner will be asked to provide information about the pregnancy outcome.

3. Refrain from donating sperm.

The sponsor has not set aside any funds to pay for any aspects of obstetric, child or related care and does not plan to pay for them.

	Highly Effective Methods of Contraception
	Progestogen only hormonal contraception associated with inhibition of ovulation

	
	Hormonal methods of contraception including oral contraceptive pills (combination of estrogen and progesterone), vaginal ring, injectables, implants, transdermal and intrauterine hormone-releasing system (IUS)

	
	Bilateral tubal ligation

	
	Vasectomized Partner

	
	Intrauterine devices (IUD)

	
	Complete abstinence

	Additional Method for Male Subjects
	Condom

	
	NOTE: Partners of male subjects are to use one highly effective method of contraception

	Unacceptable Methods for Contraception
	Vaginal sponge with spermicide

	
	Progestin only pills

	
	Diaphragm with spermicide

	
	Periodic abstinence (calendar, symptothermal, post-ovulation methods)

	
	Withdrawal (coitus interruptus)

	
	Spermicide only

	
	Lactation amenorrhea method (LAM)

	
	Male condoms with or without spermicide for partners of female subjects, as the only method of contraception

	
	Female condoms

	
	A male and a female condom must not be used together


It is important to contact your study doctor if: 

· you have difficulty following the study doctor’s contraception advice

· your normal period is late or is missed

· you think for any other reason you might be pregnant 

· you start to take any medication or non-prescription supplements without the study doctor’s approval

If you become pregnant during this study, suspect pregnancy or if you missed your period or it is late, or if you have a change in your usual menstrual cycle (e.g., heavier bleeding during your period or bleeding between periods), you should immediately contact your study doctor.

1. You will discontinue study medication immediately. You will be instructed about continued use of other medications.

2. The study doctor will help you understand how nivolumab and/or ipilimumab might affect your pregnancy. This will be based on all the information available at that time.

3. You will be referred to other doctors for pre-natal medical care. Your study doctor will be available to counsel other doctors about how nivolumab and/or ipilimumab might affect your pregnancy.

4. The study doctor will ask for your permission to follow the progress of your pregnancy. This information will be used to advise other women who might become pregnant while taking the study medication.

Your doctor will discuss this with you, as well as options for additional appropriate care for your cancer.  The sponsor has not set aside any funds to pay for any aspects of obstetric, child or related care and does not plan to pay for them.

Are there alternatives to being in the study?

You do not have to participate in this study. There may be other alternatives that could be considered.  These alternatives would include:  
•
Getting treatment or care for your cancer without being in a study 

•
Taking part in another study of an investigational drug

•
Getting no treatment
The study doctor will provide information about the study and any alternative treatments available to you.  

HIPAA Authorization: How will privacy and confidentiality (identity) be protected?

Federal regulations require that certain information about individuals be kept confidential. This information is called “protected health information” (PHI). PHI includes information that identifies you personally such as name, address and social security number, or any medical or mental health record, or test result, that may have this sort of information on it. The laws state that you may see and review your St. Luke’s University Health Network medical records at any time. However, in a research study, you may not see the study results or other data about the study until after the research is completed unless the study doctor decides otherwise.

If you join this study, the following individuals or entities may have access to your PHI and by law must protect it.  These include investigators listed on this consent form and other personnel of St. Luke’s University Health Network involved in this specific study, including the Institutional Review Board (IRB), and your health insurance company (if necessary for billing for standard medical care). 
Your PHI may also be shared with the following entities that, while not obligated by law to protect PHI, will protect it to the best of their ability: 
· Bristol-Myers Squibb which is providing funds to St. Luke’s University Health Network to conduct this research 

· The Food and Drug Administration (FDA) or other domestic or foreign health authorities
· A Contract Research Organization (CRO) or other designated entity which has been hired by the sponsor to coordinate and/or monitor the study 
· Sponsor collaborators and/or sponsor business partners
· A Data and Safety Monitoring Committee (DSMC),
· Research Monitors hired by the sponsor to oversee the study and review medical records to ensure study-related information is correct,  

· With any person or agency required by law. 
· Health care providers who provide services to you in connection with this study

· The study sponsor, its current or future research partners, collaborators, assignees, licensees or designees Ono Pharmaceuticals and their affiliates, agents, and employees,

· Other individuals and organizations that analyze or use your  information in connection with these research activities, including laboratories and study sites (in the event you transfer to another study site); 
· Other individuals and organizations that assist in determining your health, vital status, or contact information should you withdraw from treatment or are otherwise lost to follow-up
· The Institutional Review Boards (IRB) 
The following information will be provided to the study sponsor and other entities noted above:
Study data for analysis: lab results, imaging studies, questionnaire results, medical records, life habits and sexual life
Demographic data: race and ethnicity
For the purposes of your participation in this study and the protection of your identity, your study doctor will assign you a unique code, such as a series of numbers and/or letters. The study doctor will record the study data collected from you in a report form that uses your assigned code, not your name.  This is to protect your study data by making it anonymous for most study purposes.

The data that is recorded with your assigned code rather than your name is called “key-coded data”. The key-coded data will be entered into the study’s computer database. Your study doctor will keep a confidential list linking your name to your code and only authorized persons will have access to this list. 
Your key-coded data may be shared with and used by the following:
· The study doctor and study 
· The study sponsor, its current or future research partners, collaborators, assignees, licensees or designees Ono Pharmaceuticals and their affiliates, agents, and employees,
· Other individuals and organizations that analyze or use your  information in connection with these research activities, including laboratories and study sites (in the event you transfer to another study site); 
· Domestic or foreign health authorities e.g., the Food and Drug Administration (FDA), and 
· Institutional Review Boards (IRBs) 
· Other persons required by law
Your key-coded data will be used in connection with this study and may also be:

· Used for other current or future research involving the same drug(s), the same or related health conditions, or for other relevant health research;

· Transferred to individuals or companies located outside of the country or region in which you reside. However, all access to the key coded data will be controlled in accordance with applicable laws and regulations. This may include written agreements that require that the data be kept confidential and secure and be used only for the purposes permitted by this consent form or applicable laws and regulations; 

· Used in publications about this study but it will remain coded. Your identity will not be revealed in any compilation, study report or publication at any time.

Your Access to and Correction of Study Data that Identifies You

You have the right to obtain any initial and updated information about the study data that identifies you, as well as the right according to local law and procedures to require the correction of any errors. This information, as well as the fact of your participation in this study, can also be provided or made known to your primary physician if you wish. You can discuss this further with your study doctor, who will be your primary contact person for your access rights.
Regarding Your Samples and/or Images collected during the study 
· The sample and/or image encoding procedure is the same as that used for your medical data, and is described in more detail earlier in this section above.  Samples and/or images sent to the sponsor will, therefore, only include your study ID code.  Your name and identifying information will remain confidential at all times and will not be revealed in any compilation, study report or publication.

· These samples and/or images will be used for the scientific evaluation of this study.  Any remaining samples and/or copies of images that are available after the study-specific analyses are completed will be known as leftover samples.  Any samples and /or images that are taken from you for use outside of the study-specific analyses will be known as new samples.  Leftover and new samples may be used for other current or future research involving the same drug(s), the same or related therapeutic area, or for other relevant health research, except where prohibited by local laws or regulations.  This research may involve analyses that reveal genetic information.

· All requests for permitted research on leftover and/or new samples and/or copies of images that are volunteered under this consent will be reviewed by a diverse committee of senior leaders in Research and Development at BMS to ensure the research supports appropriate and well-defined needs of our scientific research activities and efforts to develop new therapies.

· Samples and/or images may be transferred to the research sponsor, its collaborators, research partners, designees, or other relevant third parties who may analyze the samples and/or images in connection with this study or other current or future research involving the same drug(s), the same or related therapeutic area, or other relevant health research. These samples and/or images may be transferred to individuals or companies located outside of the country/region in which they were taken, when determined by BMS to be important for our scientific research and development of therapies.  However, the samples and/or images and derived data will be kept confidential and secure in accordance with applicable laws regarding Privacy and security.  Your samples and/or images will not be sold to any other people or companies.  You will not be contacted after this study to provide new samples and /or images.

· Samples kept for future research will be stored at the BMS Biorepository in Hopewell, NJ, USA or an independent, BMS-approved storage vendor.  The manager of these samples will ensure they are properly used throughout their usable life and will destroy the samples at the end of the scheduled storage period, no longer than fifteen (15) years after the end of the study.  

· Copies of images may be maintained at an independent imaging corelab or at BMS in Lawrenceville, NJ USA. Images are archived for no longer than fifteen (15) years after the end of the study

· Each sample of biological material and/or image taken is deemed to be a “donation” and you will not receive any financial or in kind benefit associated with the development of any new therapies derived from the use of your donation, which may be of commercial value.

· If you withdraw your consent to take part in the study, you may contact the investigator and have your samples destroyed if they have not yet been used.  You may also choose to withdraw your consent to the use of your samples and/or images for other current or future research involving the same drug(s), the same or related therapeutic area, or for other relevant health research. Any use of your samples that occurs before you withdraw your consent remains the property of the study sponsor.

If you develop an illness or injury during the course of your participation in this study, other PHI about treating and following the condition may be generated and disclosed as it relates to this study. Your PHI may be used/disclosed indefinitely. 
You may quit the study and revoke permission to use and share your PHI at any time by contacting the principal investigator, in writing, at: 
Dr. Sanjiv Agarwala

1600 St. Luke’s Blvd.

Easton, PA 18045

If you quit the study further collection of PHI will be stopped, but PHI that has already been collected may still be used.
The results of clinical tests and procedures performed as part of this research may be included in your medical records. The information from this study may be published in scientific journals or presented at scientific meetings but you will not be personally identified in these publications and presentations.
After your information is shared with others, like the sponsor, it may no longer be protected by the Privacy Rule. The people who receive this information could use it in ways not discussed in this form and could disclose it to others. The sponsor will use and disclose information about you only for research or regulatory purposes or to prepare research publications. In addition to using it for this study, the sponsor may reanalyze the study data at a later date or combine your information with information from other studies for research purposes not directly related to this study. When using the information in these ways, the sponsor may share it with other researchers, its business partners, or companies hired to provide research-related services. However, your name will never appear in any sponsor forms, reports, databases, or publications, or in any future disclosures by the sponsor.
A description of this clinical trial will be available on http://www.ClinicalTrials.gov, as required by U.S. Law. This Web site will not include information that can identify you. At most, this Web site will include a summary of the results. You can search this Web site at any time.
Does this authorization expire and can you revoke authorization for the use and disclosure of your PHI? 
This authorization does not expire. However, you may revoke it by providing written notice to the study doctor that you are revoking the Institution’s, study doctor’s and study staff’s authorization to use or disclose your protected health information/PHI. If you revoke this authorization, you will not be allowed to continue your participation in this study and neither the Institution, the study doctor, nor the study staff will be able to use or disclose your PHI generated from this study except to the extent that they or the study sponsor has already relied on this information to conduct the study.
You have the right to refuse to sign this consent, but you will not be allowed to participate in this study. In addition, while your doctor and other treatment providers cannot require you to sign this authorization as a condition of providing general treatment, they may require it for study-related treatment.
What if I am injured as a result of being in this study? 
In the event that you experience a research-related injury, necessary and available medical care (including hospitalization) will be provided. A research-related injury is a physical injury or illness resulting to you that is directly caused by any procedure or treatment used in this study that is different from the treatment you would receive if you were not participating in a research study. If you are physically injured due to any drug/substance or procedure properly given under the plan for this study, medical expenses for treating the injury will be billed to your insurance carrier. Costs not covered by your insurance may be paid for by the sponsor of this study. There is no plan to provide compensation for loss of wages, lost time from work, personal discomfort, or for injuries or problems related to your underlying medical condition(s).

If you have questions about the sponsor’s agreement regarding payment for a research-related injury please discuss with the study doctor.

If you receive a bill related to a research-related injury that seems wrong, please discuss it with the study doctor or research coordinator.

Medicare, Medicaid and TRICARE Beneficiaries

If you are a Medicare, Medicaid or TRICARE beneficiary, the costs of necessary medical treatment of the study-related injuries described above may not be billed to Medicare, Medicaid and TRICARE. These medical bills should be submitted first to study doctor for review and payment. Contact your study doctor if you have any questions about this restriction.

Will I benefit from being in this study? 

You may or may not benefit from being in this research, but we hope that what we learn may be helpful to future patients with cancer or society in general. 

Will I be paid for being in this study?

 As a participant in this study, you will receive payments of $50 per visit to help support your participation (time and travel) in the clinical trial.  You will be paid for study visits that you complete, even if you do not complete the overall study.

Greenphire is a company working together with Bristol-Myers Squibb to manage the reimbursement process.  You will be issued a Greenphire ClinCard, which is a specially designed debit card for clinical research onto which your funds will be loaded as appropriate.  When a visit is completed, funds will be approved and loaded onto your card.  The funds will be available within 1 business day and can be used at your discretion.  You will be issued one card for the duration of your participation.  If your card is lost or stolen a replacement card will be provided.

Also, you will have the option to receive updates related to appointment reminders and payment alerts via text message (standard text messaging rates will apply) or email message.  You will have the opportunity to opt-in to receive these messages.  In order to send you the messages, Greenphire will need your cell phone number and/or e-mail address.  You are not required to provide your cell phone or email address to be enrolled in the study or to use a ClinCard.  If you choose to receive messages and decide at a later date that you want to stop these messages, you will have the ability to opt-out.

In order for Greenphire to be able to reimburse you via the ClinCard, Greenphire will need to collect information about you, including:

•
Your Name

•
Your Address

•
Your Date of Birth

•
Your Social Security 

This information will be collected from you by the staff at your study doctor’s site.

All information is stored in a secure fashion and conforms to regulations relating to Person Data Protection.  Your information will not be shared with any third parties (including Bristol-Myers Squibb) and will be kept completely confidential.  Your information will be deleted once the study has completed and the funds on your card have been exhausted.

By registering with the ClinCard system and using the ClinCard, you consent to participate in the ClinCard program.

You will not be paid if inventions and/or patents are developed from the study results.
Will I be told about any new findings? 

Anything learned during the study, beneficial or not, that may affect your health or your willingness to continue in the study, will be told to you and explained. 

Disclosure of Financial Interest

The sponsor of this clinical study, Bristol-Myers Squibb, is paying St. Luke’s University Health Network to conduct this study.
Are there costs related to being in this study?
Research Procedures 
The investigational agent will be provided by the sponsor free of charge. In some research studies there are costs related to giving a medication and these may be billed to insurance.  If that is the case, the study doctor will discuss this with you before you agree to be in the study. If a study drug or device becomes commercially available while you are still in the study, you may be asked to purchase it yourself through insurance until the end of your participation in the study.

Standard Testing Procedures

Procedures, tests and doctor’s charges resulting from being in the study that are considered standard of care will be billed to your health insurance carrier. These are charges that you would have whether or not you were participating in a research study. It is possible that your insurance company may deny payment. If that happens you may be responsible for some or all of these charges. The study doctor will explain to you which procedures, tests and doctor visits are considered standard of care.

If you receive a bill that you think is wrong, please discuss it with the study doctor or research coordinator.
Can I be removed from the study or quit the study?

Your decision to participate in this research study is entirely voluntary. You have been told what being in this study will involve, including the possible risks and benefits. 

Your participation in this research project may be terminated by the study doctor or study sponsor without your consent for any reason that he/she feels is appropriate.  
You may refuse to participate in this investigation or withdraw consent and quit this study without penalty and without affecting your ability to receive medical care at St. Luke’s University Health Network.

If you withdraw from this study, you may continue treatment with your St. Luke’s University Health Network doctor, or you may seek treatment from another doctor of your choice.

Should you decide to withdraw from the study, please be sure to inform the study doctor. Additional tests or procedures may be needed to ensure your safety.  The study doctor will explain why these tests or procedures are necessary.

CONTACT INFORMATION

	Telephone number for questions about your rights as a research participant
	St. Luke’s University Health Network Institutional Review Board
	484-526-6742

	For questions, concerns or complaints about the research, or if you suspect a research-related injury
	The Principal Investigator,

Dr. Sanjiv Agarwala
or any co-investigator listed at the beginning of this form


	484-503-4500


By your agreement to participate in this study, and by signing this consent form, you are not waiving any of your legal rights.

You affirm that you have read this consent form, and have been told that you will receive a copy.

You also authorize the use and disclosure of your health information to the parties listed in the HIPAA authorization section of this consent for the purposes as described.

	Please check the box of YOUR choice and initial where indicated.
□ YES, I wish to take part in the optional microbiome testing of stool samples at Weeks 1, 7, and 29.
                                                                                                            _________
                                                                                                            initial

□ NO, I do not wish to take part in the optional microbiome testing of stool samples at Weeks 1, 7, and 29.                                                                                                                                                                                                                             
                                                                                                            _________ 

                                                                                                            initial


Your Name (please print or type)









____________


Your Signature


Date




Name of Person Conducting 



Consent









_____________
Signature of Person Conducting 
Date

Consent

I, _______________________________ (Treating Physician Name), have reviewed the procedure, the risks, and the alternatives with the patient on _________________ (Date).

________________________

Name of Treating Physician

_________________________                                   ___________

Signature of Treating Physician                                  Date

SLUHN IRB:  - Original 4/4/2017

SLUHN IRB: 05/02/2017 - Ipilimumab Version 20 dated (09 March 2017)
SLUHN IRB: 10/03/2017 – Protocol Revision 1 dated (20 July 2017)

SLUHN IRB: 02/06/2018 – Increase to enrollment

SLUHN IRB: 02/06/2018 – Protocol Revision 2 dated (12 Dec 2017)
TEACH-BACK FOR INFORMED CONSENT (GREATER THAN MINIMAL RISK STUDIES)
1. Is the drug or device used in this study FDA approved?

                YES ______   NO ______    DON’T REMEMBER ______

2. Do you have to be in this research in order to be able to receive your usual care?

                YES ______   NO ______  DON’T REMEMBER ______

3. Do you understand the risks of being in this study?

                YES ______   NO ______  

4. Is there a risk(s) you would like to know more about?

                YES ______   NO ______  

If yes, what risk(s)

5. Is there a benefit to you from being in this study?

                YES ______   NO ______  DON’T REMEMBER  ______

6. Are there other treatments you can get for your condition without being in this research study?

                YES ______   NO ______  DON’T REMEMBER  ______

7. Will you be paid for being in this study?

                YES ______   NO ______  DON’T REMEMBER  ______

8. Can you drop out of this study at any time for any reason and still receive care from the study doctor or your regular doctor?

                YES ______   NO ______  DON’T REMEMBER  ______

9. Do you need to tell the study doctor or study staff if you are going to quit the study?

                YES ______   NO ______  DON’T REMEMBER  ______

If patient is being reconsented due to changes in the study that may affect participation, please answer below questions in addition to the above:
1. Have the risks changed since your initial consent?

                YES ______   NO ______  DON’T REMEMBER  ______

2. Have the requirements of participation changed since your initial consent?

                YES ______   NO ______  DON’T REMEMBER  ______

3. Do you understand the changes that have been made since your initial consent?

                YES ______   NO ______  DON’T REMEMBER  ______

Version Number: SL 2.0; Sponsor 03
Version Date: SL 04/2017; Sponsor 04/07/2017
Version Number: SL 4.0; Sponsor 05
Version Date: SL 01/2018; Sponsor 12/19/2017

