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Introduction:

You are being asked to be in a medical research study. This form is designed to tell you everything you need to think about before you decide to consent (agree) to be in the study or not to be in the study.  It is entirely your choice.  If you decide to take part, you can change your mind later on and withdraw from the research study. The decision to join or not join the research study will not cause you to lose any medical benefits.  If you decide not to take part in this study, your doctor will continue to treat you.
· Please carefully read this form or have it read to you

· Please listen to the study doctor or study staff explain the study to you 

· Please ask questions about anything that is not clear

· Feel free to take home an unsigned copy of this form and take your time to think about it and talk it over with family or friends

If you agree to join this research study, you will receive a copy of this consent form with your signature and the date, to keep.  Do not sign this consent form unless you have had a chance to ask questions and get answers that make sense to you.  By signing this form you will not give up any legal rights.

Purpose:

The purpose of this study is to see if it is safe to inject special cells into the spinal cord of patients with Amyotrophic Lateral Sclerosis (ALS).  The cells have been made in a laboratory from the spinal cord of an aborted fetus.  They are called Human Spinal Cord Derived Neural Stem cells (HSSC).  These cells have been made to reproduce and create a supply of cells for many patients to receive in research studies. Both the cells and the procedure for injecting the cells are experimental. It is the first time that these cells have been transplanted into people and this study is only designed to see if the procedure and cells are safe. This study is not designed to benefit you directly.
Cell transplantation into the spinal cord is difficult and risky for several reasons.  First, the spinal cord is very fragile and it is important that the tool that injects the cells is held very still so that the tool itself does as little damage as possible to the spinal cord.  Second, the injection of cells needs to be done at a slow and steady speed.  A new device has been designed to hold the tool still and give the injection at a steady speed.  This device is experimental and is not a legally marketed product.  It will be used only during the actual operation.  The FDA considers the cells, the surgery, and the device to go together as one experimental activity.  The Food and Drug Administration (FDA) has given approval for this study to go forward.  
The surgeon who will be implanting the cells is Dr. Nicholas Boulis.  In the course of Dr. Boulis’ extensive research on the surgical techniques for spinal cord transplants, he has invented this device to make the procedure as safe and accurate as possible.  Dr. Boulis has received a licensing fee from Neuralstem, the sponsor.  In the future Dr. Boulis may be entitled to receive royalty payments from the sponsor.  The terms of this arrangement have been reviewed and approved by Emory University in accordance with its conflict of interest policies.

The causes of ALS are mostly unknown.  Using autopsies, scientists studying ALS have discovered that there is an abnormally high level of a chemical called glutamate found in the brain and spinal cord of people with ALS.  Rilutek® (riluzole) is the only drug that has been proven to help ALS patients live longer and riluzole  works by slowing down the release of glutamate into the cells.  The reason that we hope that transplanting HSSC might help people with ALS is that HSSC are known to make amino acid transporters that clean glutamate out of the cells.  A second possible action of the HSSC is that they may release substances called growth factors that could provide nourishment to the cells injured by the ALS.   These injured cells are called motor neurons and they are the cells that connect to the muscles allowing them to move.  Injury or loss of motor neurons causes weakness.  The motor neurons are located in the region of the spinal cord that will be injected with the experimental human stem cells.
The only way to learn if the transplanted cells are alive after the surgery would be to remove a part of the spinal cord and study it in the laboratory.  It is not possible to remove a piece of spinal cord without causing harm.  Therefore, we ask you to consider allowing an autopsy after you die.  Agreeing to an autopsy is not required to be in the study but the study of autopsy tissue will add much knowledge to the study of stem cell transplantation.  You will be given separate papers to inform you and your family about autopsy but at the end of this form we will ask you to tell us if you are willing to consider autopsy.  

It is important to understand that this study involves transplantation of cells into your spinal cord.  After the transplant is done, it is impossible to remove the cells from your body.  At any time before the transplant you may change your mind and choose not to participate.  However, after the surgery, you will have the cells in your body for the rest of your life.  We will closely observe your response to the transplanted cells for 24 months or longer and will monitor your condition for the rest of your life.  You may decide to drop out of the observational part of the study at any time but the cells will still be present in your body.  While the eligibility criteria are different for every clinical trial, the presence of these cells in your body may make you ineligible to participate in future clinical trials.
The HSSC transplant is like other organ transplants, and it will be necessary for you to take medication to prevent the body from rejecting the transplanted cells.  You will take these medications for the rest of your life unless you have serious side effects.  If this happens, the drugs will be stopped. These medications make your immune system less responsive.  It is the job of the immune system to tell the difference between your own healthy cells and what has come into you from the outside.  A healthy immune system protects against disease by killing organisms that cause infection or tumors.  Your immune system might also reject the transplanted cells introduced into your body during this treatment.  Even if used in the most careful way, these drugs can lessen a person’s natural immunity that protects against infections and even cancer.  When your immune system is less responsive it is called being “immunosuppressed.”    Even if you choose to withdraw from the study, once the stem cells have been injected you will need to take these immunosuppressive medications for the rest of your life.
You may not participate in this study if you:

· Are pregnant or might get pregnant

· Have taken an experimental drug in the last 30 days

· Have had previous spinal surgery in the area where the transplant will go

· Are unable to undergo MRI

· Have been taking Rilutek® (riluzole) for less than 30 days 

· Have a positive blood test for Hepatitis B or C, or HIV
· Are not a patient at the Emory ALS Center and are not geographically accessible and able to travel to Emory for study visits.

Procedures:

While we are discussing this consent form with you we will ask your permission to video tape all or parts of the discussion, so that we may have a record our conversation.

It is expected that 18 patients with ALS will receive a one time injection of HSSC.  The patients will be divided into groups with three patients in each group. There is no control group in this study, meaning nobody will receive placebo.  All patients will receive HSSC.  You are being considered for the second half of the first group.  The first group will be people with advanced disease who have a lot of disability.  If this group of patients tolerate the procedure then the next group will be invited to join the study.  In general, each group will be less disabled than the group that went before them.

Subjects will receive injections of the HSSC into both sides of the spinal cord.  For the surgeon to get to your spinal cord, it is necessary to do surgery on the lower back or neck and remove some bone.  This surgery is called a laminectomy.  A laminectomy is not an experimental surgery but it is not part of the routine care of people who have ALS.  Laminectomies are performed commonly as part of the regular care of various abnormalities of the spine.  The laminectomy will remove bone only from the back of your spine and will not cause your spine to be unstable.  

Following bone removal, the membrane surrounding the spinal cord will be cut to expose your spinal cord.  This will allow the surgeons to see your spinal cord directly in order to avoid blood vessels, minimizing the risk of injection.   Opening the membrane is not experimental and is commonly used to reach the spinal cord.  Following transplantation, the membrane will be sewn closed.  

After surgery you will be in the hospital for approximately 4-7 days, and it is likely that you will be in the Intensive Care Unit for all or part of that time.

Subjects in this first group will be unable to walk.  Their breathing measurements must be at least 60% of normal  while sitting and 50% when measured lying down unless they have a tracheostomy and are on a ventilator.  Ventilator subjects do not need to have their breathing strength measured.  
A group of physician scientists will be watching over the study to identify any unexpected risks.  They are called the Safety Monitoring Board (SMB).  The SMB has the authority to stop the study at any time because of safety concerns.  After the subjects in the first group have had their surgery the SMB will take at least one month to review how the subjects have done.  If they decide that the risks are what was expected, then they will give approval for the second group to begin.  They will meet after each group is completed and review all of the reports before they give permission for the study to continue.

A variety of tests and examinations will take place if you participate in this study.  These tests are described below:

· Urinary bladder evaluation:  You will be asked to use the bathroom and urinate.  After you empty your bladder, a member of the study team will place clear medical jelly on your lower abdomen just over your pubic bone.  A wand attached to a machine will be placed over the jelly.  The machine will bounce sound waves over your bladder and measure the amount of urine left in your bladder after you have urinated.  This is called a bladder ultrasound or bladder sonogram.  You will feel the jelly and the wand touching your skin; there is no pain.  The test will be done with you lying down and will take five minutes.

· Vital Capacity (VC) Testing: The VC measures the maximum amount of air you can exhale following a deep breath. For this test, you will be asked to hold a mouthpiece in your mouth, breathe in deeply, and blow out as long and hard as you can.  The test will be done with you seated in a chair and then repeated while you are lying on the exam table.  This test will take 15-20 minutes.
· Negative Inspiratory Force testing (NIF):  The NIF measures the power of your ability to breath in.  You will be asked to suck in through a mouthpiece.  This test takes 1-2 minutes.
· Magnetic Resonance Imaging (MRI): The MRI uses a strong magnet to make a picture of your nervous system.  The first MRI will be of your brain and whole spinal cord.  You will lie on a narrow table and the table will slide into a tunnel where you will lie still for 2 to 2 ½ hours.  The MRIs after your transplant will only be of your lower back and will take 20-30 minutes.  There will be a loud tapping noise as the machine takes the picture.  You will remove all jewelry and metal containing objects.

· ALS Functional Rating Scale – Revised (ALSFRS-R) Questionnaire: This questionnaire consists of 12 questions about your ability to function in certain daily activities. Although we hope you will answer all questions, you may skip any questions that you do not want to answer. This questionnaire will take about 5-10 minutes to answer.

· ALS-Specific Quality of Life (ALSSQOL) Questionnaire: You will be asked to fill out a questionnaire that pertains to your quality of life. You may skip any questions that you do not want to answer. This questionnaire will take about 15-20 minutes to answer. 

· Pain scales: You will be asked to complete a questionnaire that asks you about pain.  This questionnaire is in standard use for the study of pain.  It will take about 5 minutes.

· Strength testing: You will have muscle strength testing performed on your upper and lower limbs. For this procedure, the evaluator will hold a small device (called a hand-held dynamometer) in his or her hand and will push against your arms and legs while you try to hold against this pushing. You will be asked to squeeze a grip testing device.  This testing will take approximately 15 minutes. This should not hurt, but may be slightly uncomfortable due to pressure and may make your muscles tired.  We may ask your permission to video tape this testing.
· Ashworth Spasticity Scale:  This scale is an examination of how stiff your limbs are.  The doctor or nurse will move your arms and legs while you relax.  It takes about one minute.

· Electrical Impedance Myography (EIM): This procedure involves applying a gentle electrical impulse through muscles in your legs.  Measurements of the signal are made through small electrodes taped to your skin.  The impulse is so low you will not feel anything.  Because it is essential that the electrodes be placed in exactly the same place every time do the test we ask that you allow us to place tattoos on your skin.  These tattoos are small dots, smaller than the thickness of a pencil lead.  We will place a total of 24 dots on both of your legs, four over each over each muscle we test.  The tattoos are placed by the research nurse using a very fine needle.  If your limbs are very hairy, we may ask your permission to shave your skin where the electrodes are placed.  Placing the tattoos and doing the test for the first time will take 1-2 hours.  When the test is repeated it will take less than 1 hour.
Below is a description of what you can expect during your visits to Emory:

Visit 1: Screening Visit:

The Screening Visit will take about 4-6 hours and you will have to come back to the clinic over 2 or 3 days to complete all of the testing. During these visits, the following procedures will be done to see if you meet the study requirements and are eligible to take part in the study:

· Medical history including drug allergies and complete physical and neurological exam

· Vital signs (blood pressure, heart and respiratory rates, temperature) and weight

· Review of current medications

· Blood drawn for routine laboratory tests, Blood drawn for Hepatitis B, C and HIV,  tests looking at other infectious diseases, and tests looking for antibodies that might make you more likely to experience rejection of the cells.  In all, there will be about 17 tubes of blood containing about 8 Tablespoons of blood.

· Skin test for tuberculosis 
· For women able to have children, blood drawn for pregnancy test (1 teaspoon)

· Urine collected for routine tests 

· Urinary bladder evaluation 

· Vital capacity test (VC) and NIF, unless you have a tracheostomy and are on a ventilator

· Chest X-ray and electrocardiogram (ECG)

· Magnetic Resonance Imaging (MRI) of your brain and whole spine
· ALS Functional Rating Scale, Revised  (ALSFRS-R), Quality of life questionnaire (ALSSQOL) and pain scales

· Strength testing and stiffness testing of arm and leg muscles - Hand Held Dynamometry (HHD) and Ashworth Spasticity Scale

· Testing of the thickness of your limb muscles - Electrical Impedance myography (EIM)
About the tests for tuberculosis, Hepatitis B and C and HIV:  If either Hepatitis test result is positive, the study doctor will:  report them to the local health department, treat your results in a confidential manner, encourage you to share a positive result with your regular doctor for treatment and not share your results outside of the study unless local laws/regulations require it.  If the tuberculosis or HIV test is positive, or if you have AIDS, the study doctor will: notify you promptly of the test results, refer you to an infectious disease specialist, inform you that your test results will become a part of your Emory University Hospital record and report the results to the appropriate State and Federal government agencies.

Visit 2: Preoperative Visit:

After the testing is complete, the study team will evaluate the results and decide if you are a candidate for this study.  You will have an appointment with the Neurosurgeon, Dr. Nicholas Boulis, to make sure that there are no reasons that the surgery would be too dangerous for you.  Dr. Boulis will make the final decision about who will undergo the surgery.  He will explain details about the surgery and ask you to sign an additional consent form that just covers the operation.  This visit will take about two hours.  You may need to return to the clinic within three days of the planned surgery date to make sure that nothing has changed in your physical examination or lab tests.  

Visit 3: Surgery

You will be admitted to Emory University Hospital and prepared for surgery on the same day.  You will receive a dose of medication through an IV that helps to prevent the immune system from rejecting the transplanted cells.  It is named basiliximab and is in the family of medications that make your immune system less responsive.  

After the surgery you will be taken to the post anesthesia recovery room and then to the neuroscience intensive care unit.  You will be under the care of your surgeon, Dr. Nicholas Boulis, and Dr. Jonathan Glass.  You will be cared for by staff of Emory University Hospital including intensive care doctors, other specialist doctors, physicians-in-training, nurses, therapists, nursing assistants and other staff.  The staff will provide pain medication, change your position regularly, check your surgical site and check your response to the surgery. 

After surgery you will begin taking pills that suppress the immune system.  You will receive another dose of basiliximab on or near the fourth day after surgery.  If the doctors think it is in your best interest you may move to a regular room in the hospital and you may receive physical therapy.  When you are stable and the doctors think it is safe, you will be discharged to go home.  It is expected that you will be in the hospital for approximately 4-7 days.  When you go home, you will have a supply of the immunosuppressive pills that you will be taking.

Visit 3a

About one week after surgery you will need a blood test to see how your are doing and to check on the status of your immunosuppression.  You may return to Emory for the test or you may be able to use a commercial laboratory in your community.
Visit 4: 2 Weeks after Surgery
There will be two visits at two weeks after discharge.  One visit will be to see Dr. Boulis or a member of his team so he can check your post-operative progress and remove your stitches.  You will also see Dr. Glass and the study team to review your condition, your medications, perform blood tests, complete a pain scale (questions about how much pain you are feeling) and give you more immunosuppressive pills.  The visit with Dr. Glass is likely to take two hours.  The visit with Dr. Boulis is likely to take less than an hour.  If Dr. Glass or Dr. Boulis think it is needed, you will have an MRI.

Visits:  Every month beginning at one month after surgery for one year

At each visit you will have:

· Vital signs measured

· Lab tests to check how immunosuppressive drugs are working.  Less than 2 ½ tablespoons of blood will be taken.  Dosages of medications may be changed based on these blood tests.

· General evaluation to see how you are doing and to identify any problems you may be having

· Medication check and dispensing of immunosuppressive medications

The table below shows the schedule for the other evaluations that take place after your 1 month post operative visit. An “X” indicates that the test will be done on that visit. 

	
	1 mo
	2 mo
	3 mo
	4 mo
	5 mo
	6 mo
	7 mo
	8 mo
	9 mo
	10 mo
	11 mo
	12 mo

	Neurological Exam
	X
	X
	X
	
	
	X
	
	
	X
	
	
	X

	*MRI
	X
	
	
	
	
	X
	
	
	
	
	
	X

	EIM
	X
	
	X
	
	
	X
	
	
	X
	
	
	X

	ALSFRS-R
	X
	
	X
	
	
	X
	
	
	X
	
	
	X

	HHD/Spasticity scale
	X
	
	X
	
	
	X
	
	
	X
	
	
	X

	*Urinary bladder evaluation 
	X
	
	
	
	
	X
	
	
	
	
	
	X

	Vital capacity/NIF
	X
	X
	X
	
	
	X
	
	
	X
	
	
	X

	Pain scale
	X
	X
	X
	
	
	X
	
	
	X
	
	
	X

	ALSSQOL
	X
	
	X
	
	
	X
	
	
	X
	
	
	X


*In addition, an MRI will be done whenever Dr. Glass or Dr. Boulis think it is needed.  Also, additional urinary bladder testing may be added if your pattern of urinating changes.
The visits at 1,3,6,9, and 12 months are likely to take 2-4 hours.  The visits at 2,4,5,7,8,10, and 11 months are shorter and are likely to take about 2 hours.
Visits beginning at the second year

During the second year, visits will be every other month with bigger visits every six months.  The regular visits are expected to take 1-2 hours.  The bigger visits are expected to take 2-4 hours.  During the third and fourth years, there will be big visits every six months which are expected to take 2-4 hours.  Blood tests to check your immunosuppressive medication levels may need to be done more frequently and will need to be done periodically for the rest of your life, as long as you continue to take these medications.

At each visit you will have:

· Vital Signs measured

· Lab tests to check how immunosuppressive drugs are working.  Less than 2 ½ tablespoons of blood will be taken.  Dosages of medications may be changed based on these blood tests.

· General evaluation to see how you are doing and to identify any problems you may be having

· Medication check and dispensing of immunosuppressive medications

The table below shows the schedule for the other evaluations that will take place for the second, third and fourth years after your surgery.

	
	14 mo
	16 mo
	18 mo
	20

mo
	22 mo
	24 mo
	30 mo
	36 mo
	42

mo
	48 mo

	Neurological Exam
	
	
	X
	
	
	X
	
	
	X
	

	MRI*
	
	
	
	
	
	
	
	
	
	

	EIM
	
	
	X
	
	
	X
	
	
	X
	

	ALSFRS-R
	
	
	X
	
	
	X
	
	
	X
	

	HHD/Spasticity scale
	
	
	X
	
	
	X
	
	
	X
	

	* Urinary bladder evaluation
	
	
	X
	
	
	X
	
	
	
	

	Vital capacity
	
	
	X
	
	
	X
	
	
	X
	

	Pain scales
	
	
	X
	
	
	X
	
	
	X
	

	ALSSQOL
	
	
	X
	
	
	X
	
	
	X
	


*In addition, an MRI will be done whenever if Dr. Glass or Dr. Boulis think it is needed.  Also, additional urinary bladder testing may be added if your pattern of urinating changes.

Risks and Discomforts:

This study is experimental.  There may be side effects from the HSSC that are not known at this time.  Your condition may not get better, and it may even get worse, as a result of your being in this study.  It is possible that being in the study will cause you to lose strength and get even weaker than you would with ALS alone.  It is possible that you will lose some sensory functions and experience pain, numbness, tingling or bowel and bladder problems that you did not have before you were in this study.  There are risks from the surgery itself, from the use of the investigational device used during surgery, from the transplant of cells into your spinal cord, and from the immunosuppressive therapy to prevent rejection.  
You will be taking the immunosuppressive drugs home.  You must keep them out of the reach of children or anyone else who may not be able to read or understand the label.  Do not let anyone else take the drugs besides you.

The most common risks and discomforts expected in this study are listed below.  

From the surgery and from the investigational device used during surgery:

· Temporary spinal cord problems that might include weakness, paralysis, numbness, or difficulty urinating occur 75% of the time and usually last from 3 days to 3 weeks

· Pain around the operative site 

· Infection of skin, near the site of the surgery 

· Infection in the blood (bacteremia)
· Urinary tract infection
· Bleeding which cannot be controlled

· Blood clot in a vein in your leg

· Blood clot in the lung

· Permanent spinal cord problems that might include weakness, paralysis, numbness or difficulty urinating occur about 5 % of the time. 

· Loss of bowel or bladder control which might be permanent

· Changes in sexual functioning which might be permanent

· Cerebrospinal fluid could leak under the skin or through the incision.  When it leaks under the skin it is called pseudomeningocele.  When it leaks through the incision it is called a cerebrospinal fluid (CSF) leak.  
· Pseudomeningocele may not require surgical repair.  The risk of developing a pseudomeningocele is about 30%.  

· A CSF leak will require repair, as CSF leaks can result in infections of the spinal canal.  Repair can involve the placement of stitches and a CSF drain, or additional surgery to examine the wound.  A CSF leak occurs in 5 % of operations in which the membrane is opened.

· The investigational device has never been used in humans before, only in animals.  Therefore, there might be risks that are not yet known.

· Death 

From the transplant of cells:

· Tumors, possibly brain tumors or spinal cord tumors, possibly malignant or benign

· Pain caused by changes in sensory nerves.  This pain can be severe and may require medication.  The pain may not be relieved by medication.

· The body’s immune response to the cells could damage the spinal cord resulting in pain, spasticity (stiffness), weakness, numbness, loss of bowel or bladder control or change in sexual functioning

· Infection

From the immunosuppressive treatment:

· Basiliximab (Simulect®): You will be receiving two doses of this medication through a vein, once during surgery and once after.  It helps to prevent your body rejecting the new cells.  In the past up to 10% of people receiving basiliximab experienced:  

· constipation, nausea, abdominal pain, vomiting, diarrhea, upset stomach 

· pain, swelling in limbs, fever, viral infection

· lab test abnormalities:  high or low potassium, high blood sugar, high cholesterol, low phosphate, high uric acid 

· urinary tract infection; 

· shortness of breath, upper respiratory tract infection

· surgical wound complications, acne

· high blood pressure

· headache, tremor, insomnia

· anemia

· Prednisone:  you will be taking prednisone for about one month after surgery.  Your dose will be slowly tapered down and then discontinued.  Side effects with prednisone can be severe when taken over a long period of time and one month is not considered a long time.  

· slower wound healing

· increased blood sugar for diabetics

· weight gain 

· facial or limb swelling 

· depression
· anxiety 

· hyperactivity 

· frequent urination
· mania, or other psychiatric symptoms 

· unusual fatigue or weakness 

· mental confusion / indecisiveness 

· blurred vision 

· abdominal pain 

· peptic ulcer 

· infections 

· painful hips or shoulders 

· osteoporosis (bone thinning)

· difficulty sleeping

· cataracts 

· stomach pain or bloating 

· black stool
· mouth sores or dry mouth 

· avascular necrosis (severe damage in the hip joint)

· stretch marks 

· acne or rash 

· increased appetite 

· diarrhea 

· Tacrolimus (Prograf®):  you will be taking capsules of this medication every 12 hours.  It is likely that you will be taking this medication for the rest of your life, depending on your side effects.  The possible side effects can be serious and include:

· diarrhea (55%)

· high blood pressure (50%)

· headache (50%) 

· tremors (50%) 

· increased susceptibility to infection (40%)

· elevated levels of potassium in the blood (40%)

· kidney damage (40%)

· nausea (39%) 

· vomiting (22%) 

· and increased blood sugar (22-47%) in patients that received a kidney or liver transplant

· dizziness (19%)

· mental illnesses such as depression and anxiety (3-15%) 

· less common adverse effects include enlargement of the heart, rash, itching, seizures, loss of coordination, and urinary tract infections. 
· Mycophenolate Mofetil (Cellcept®):  You will be taking these pills or capsules twice daily.  It is likely that you will be taking this medication for the rest of your life, depending on side effects.  The possible side effects can be serious and can include:

· diarrhea (30%)

· nausea, bloating and vomiting (20%), 

· constipation (25%)

· anemia (25%)

· low white blood cell counts (25%), 

· headache (5%)

· weakness (5%)

· urinary tract infection (5%)

· liver function test abnormalities (5%)

· infection related to immunosuppression (5%)

· skin rash (5%)

· irritation and bleeding in the stomach lining (5%) 

Other risks and discomforts:

· The MRI is done in a large magnet.  Because the magnet can affect any metal object, it is possible that you may not be able to participate if you have any type of metal implant in your body.  The compatibility of the metal object will be determined by experts.  Some people who have claustrophobia find the MRI experience to cause anxiety.  You will lie on a table which will be moved into a large metal tube.  There will be a loud tapping noise.  
Part of the MRI procedure involves injecting a substance, a contrast agent, into your vein that helps enhance the brain images.  The contrast agent that you will receive in this study contains gadolinium.  Side effects of the gadolinium contrast agent injection include mild headache, nausea and local pain.  Rarely (less than 1% of the time) low blood pressure and lightheadedness occurs.  This can be treated immediately with intravenous fluids.  

Very rarely (less than one in one thousand), patients are allergic to the contrast agent.  These effects are most commonly hives and itchy eyes, but more severe reactions have been seen which result in shortness of breath.  The substance that is injected should not be used in women who are pregnant.  For this reason women who can get pregnant are required to have a negative urine pregnancy test before the contrast agent can be given.  

Contrast agents containing gadolinium have also been linked with a rare disorder called nephrogenic systemic fibrosis (NSF) that can damage the skin and vital internal organs.  However, this side effect has only been observed in patients with kidneys that are not working properly.  In the event your doctor thinks that you might have this disorder, a skin biopsy would be necessary to accurately diagnose this disease.

· This research study involves exposure to radiation from a chest X-ray done prior to surgery and one or more X-rays of the spine during the surgery.  The chest X-ray is done to make sure that your lungs are clear before you are put to sleep.  The spinal X-rays are done during surgery so that the surgeon can verify that the instruments are in the right location.  These procedures are routinely used for medical purposes.  The radiation dose is not necessary for your medical care and will occur only as a result of your participation in this study.  

Women who may be pregnant should not participate in this study because of possible effects of radiation exposure on their unborn child.  There are currently no studies that show an increase in the risk of genetic mutation in the next generation of offspring.

The radiation dose that you will receive is equal to or less than the natural environmental radiation the average person receives in the United States annually.  The principal risk associated with a radiation dose is the possibility of developing a radiation-induced cancer later in life.  The risk from radiation exposure of this magnitude is considered to be negligible when compared to everyday risks.  
· Skin marking tattoos are placed using a very thin sterile needed but there is a small chance of infection.

· When blood is drawn, a bruise can form and some people experience slight pain.  Occasionally people feel faint.  Rarely, an infection can develop, which can be treated.

If you are a woman: to protect against possible side effects of the HSSC and the immunosuppressive drugs, women who are pregnant or nursing a child may not take part in this study.  If you are a woman of childbearing ability, you and the study doctor must agree on a method of birth control to use throughout the study.  It is very important to know that the effect of the HSSC on unborn children is unknown and that the immunosuppressive drugs can cause birth defects.  If you think that you have gotten pregnant during the study, you must tell the study doctor immediately.  Remember that the HSSC cannot be removed so it is important that you prevent pregnancy for the rest of your life.

If you are a man: the effect of the HSSC on sperm is not known.  To protect against possible side effects, if you are a man you should not get a sexual partner pregnant while taking the immunosuppressive drugs.  You and the study doctor should agree on a method of birth control to use throughout the study.

New Information:

It is possible that the researchers will learn something new during the study about the risks of being in it.  If this happens, they will tell you about it so you can decide if you want to continue to be in this study or not.  You may be asked to sign a new consent form that includes the new information if you decide to stay in the study.  Remember that the cells cannot be removed after they have been transplanted.

Benefits:

This study is not designed to benefit you directly.  Your condition may improve while you are in this study but it may not, and it may even get worse.  This study is designed to learn more about the safety of using stem cells.  The study results may be used to help other patients in the future.

Payment for Participation:

You will not be offered payment for being in this study.  

Other Treatment Outside this Study:

If you decide not to enter this study, there is care available to you outside of research.  You may attend multidisciplinary clinic at the Emory ALS Center and have access to care.  The study doctor will discuss other care options with you.  You do not have to be in this study to be treated for ALS.  

Confidentiality:

Certain offices and people other than the researchers may look at your medical charts and study records. Government agencies, Emory employees overseeing proper study conduct may look at your study records.  Study sponsors may also look at your study records.  These offices include the Food and Drug Administration, the Office for Human Research Protections, Neuralstem, the sponsor, Massachusetts General Hospital Neurology Clinical Trials Unit, the research organization managing the study for Neuralstem, the Emory Institutional Review Board, the Emory Office of Research Compliance and the Office for Clinical Research.  Emory will keep any research records we produce private to the extent we are required to do so by law.  A study number rather than your name will be used on study records wherever possible. Your name and other facts that might point to you will not appear when we present this study or publish its results. 

Study records can be opened by court order or produced in response to a subpoena or a request for production of documents.  

Research Information Will Go Into the Medical Record:

If you are or have been an Emory Healthcare patient, you have an Emory Healthcare medical record.  If you are not and have never been an Emory Healthcare patient an Emory Healthcare medical record will be created for you.  

Emory Healthcare may create study information about you that can help Emory Healthcare take care of you.  For example, the results of study tests of procedures.  These useful study results will be placed in your Emory Healthcare medical record.  If you agree to be in this study, a copy of the consent form and HIPAA patient form that you sign will be placed in your Emory Healthcare medical record.  Anyone who has access to your medical record will be able to have access to all the study information placed there.  The confidentiality of the study information in your medical record will be protected by laws like the HIPAA Privacy Rule.   On the other hand, some state and federal laws and rules may not protect the research information from disclosure.

Emory does not control results from tests and procedures done at other places.  So these results would not be placed in your Emory Healthcare medical record.  And they will not likely be available to Emory Healthcare to help take care of you.   Emory also does not have control over any other medical records that you may have with other healthcare providers.  Emory will not send any test or procedure results from the study to these providers.  So if you decide to be in this study, it is up to you to let them know. 

We encourage you to let your health care provider know if you decide to take part in this study.  That way they can have extra information that can help them to make decisions about your health care.
In Case of Injury:

If you get ill or injured from being in this study, Emory would give/arrange for you to have urgent health care.  Here we explain who would pay for this health care:

Would Emory Pay?  Emory has not set aside any funds to pay for urgent health care.  Also, Emory has not set aside any funds to pay you if you become ill or injured from being in this study.   The only exception to this policy is if it is proven that the negligence of an Emory employee directly caused your injury or illness.  “Negligence” means the failure to follow a standard duty of care. 

Would the Study Sponsor, Neuralstem Pay?  In some cases the Study Sponsor will pay reasonable and necessary medical costs.  Every item listed below must be in place for the Study Sponsor to pay for these costs:

· First, the illness or injury must be a direct result of the study drug, device or procedure.  The determination that the injury is a direct result of the medical research study will be made by the Safety Monitoring Board.
· Second, the illness or injury must not be a medical condition that you have before you started the study.

· Third, the illness or injury cannot result from the natural progress of your disease or health condition.

· Fourth, your medical costs must not result from your failure to follow the study plan.

· Fifth, you medical costs are not proved to be the direct result of Emory’s negligence.

· Sixth, the care is provided to you by Emory or the care is provided by a non-Emory organization, but only if you do the following things:

· Promptly write to the Study Sponsor to notify it about the care that you received; the reason for the care; and the name and location of the health care facility at which you received the care.  If requested, you also would have to provide any other records about the care and its costs.

· If Emory gives you your medical care, the Study Sponsor will pay Emory back for it.  If you receive medical care at a non-Emory facility, you should send the bills and any requested documents to the Study Sponsor.  The Study Sponsor will either pay you or your insurance company back or pay the health care provider directly.  

Here is the address where you should send bills to the Study Sponsor.

Mr. Richard Garr

Neuralstem
9700 Great Seneca Highway

Rockville, MD 20850

If you believe you have been injured by this research, you should contact Dr. Glass at 404-778-3807 during business hours and 404-778-5000 at other times.  
Costs:

Transportation to and from Emory will be at your own cost.  
Items that the Sponsor will Provide Free-of-Charge:

The sponsor will pay for all study related visits and all of the charges that come from the surgery and hospitalization.  All tests related to the study or surgery will be provided to you at no charge.  In addition, the sponsor will pay for and provide the immunosuppressive medications and the monitoring of these medications.  These medications will be paid for and provided to you as long as required by the protocol or the Food and Drug Administration.
Withdrawal from the Study:

You have the right to leave a study at any time without penalty.  For your safety, however, you should consider the study doctor’s advice about how to monitor your condition.  If you leave the study before the final planned study visit, the study doctor may ask you to have some of the final steps done.  
The study doctor and sponsor also have the right to stop your participation in this study without your consent if:
· They believe it is in your best interest

· Your condition changes before surgery

· Or for any other reason
Questions:

Contact Dr. Jonathan Glass at 404-778-3807 during business hours and 404-778-5000 at other times:

· if you have any questions about this study or your part in it,  

· if you feel you have had a research-related injury

· if you have questions, concerns or complaints about the research

If you have questions about your rights as a research subject or if you have questions, concerns or complaints about the research, you may contact the Emory Institutional Review Board at 404-712-0720 or 877-503-9797, or reach them at irb@emory.edu.

Autopsy:  Please check one of the boxes below:

· I agree to have an autopsy.

· I will not consider giving permission for autopsy.  
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