
UNIVERSITY OF CALIFORNIA, SAN DIEGO 
 

Protocol Amendment 3, dated 28 Jan 2013                                                                   Page 1 of 18 
Revision date: 12 Mar 2013 

 

#090252 

 
INFORMED CONSENT 

TO ACT AS A RESEARCH SUBJECT IN: 
 

 

A Double-Blind, Placebo-Controlled (Sham Surgery), Randomized, Multicenter Study Evaluating 
CERE-110 Gene Delivery in Subjects with Mild to Moderate Alzheimer’s Disease 

 
 

Principal Investigator: 
Michael Rafii, M.D., Ph.D. 

UCSD│Comprehensive Alzheimer’s Program 

8950 Villa La Jolla Drive, Suite C126 

La Jolla, California 92037 

858-246-1300 
Neurosurgeon: 
David Barba, M.D. 

UCSD│Department of Neurosurgery 

200 W. Arbor Drive # 8893 

San Diego, CA 92103-8893 

619-543-5540 
Hospital: 
UCSD│Medical Center (Hillcrest) 

200 West Arbor Drive 

San Diego, CA 92103  

Phone: (619) 543-6222 

 

 
              
 

This consent form describes a research study, its possible risks and benefits, other options available to 

you, and your rights as a participant in the study.  Please take whatever time you need to discuss the 

study with your physicians, hospital personnel and your family and friends. You can ask the study 

doctor and/or study staff questions at anytime if you do not understand any of the words or information 

that you read. Please ask as many questions as you need to in order to understand this study and why 

you are being asked to participate.  The decision to participate or not is yours.  

 

INTRODUCTION  
 

You are being asked to participate in a research study to test the safety of injecting a growth factor gene 

into the brain of people with Alzheimer’s disease. You are being invited to take part in this research 

study because you have Alzheimer’s disease. The purpose of this study is to find out if the experimental 

study drug, “CERE-110”, is safe and well-tolerated when administered to people with Alzheimer’s 

disease and if it has possible benefits. CERE-110 is a gene transfer drug that has been carefully studied 

by scientists in laboratory animals and is now in the early stages of testing in people. If you agree to 

participate, you will be one of 50 subjects enrolled in the study at approximately 10 sites across the 

United States.  We plan to enroll between six and eight (6-8) subjects here at UCSD. The study period is 

approximately 61 months.  Your health will be closely monitored through the entire duration of the 

study.  After the 61 month study is finished you will be seen yearly thereafter so that your health can be 

 

 
Approved 

Initial Approval: 02/26/2009 
Current Approval: 05/09/2013 
Do not use after: 11/14/2013 

 
18 pages 



UNIVERSITY OF CALIFORNIA, SAN DIEGO 
 

Protocol Amendment 3, dated 28 Jan 2013                                                                   Page 2 of 18 
Revision date: 12 Mar 2013 

 

#090252 

 

 
Approved 

Initial Approval: 02/26/2009 
Current Approval: 05/09/2013 
Do not use after: 11/14/2013 

 

checked.  This study is being conducted by the Alzheimer’s Disease Cooperative Study (ADCS) through 

a grant from the National Institute on Aging (NIA).  Ceregene, Inc. is providing the study drug, “CERE-

110”. 
 

Your participation in this study is entirely voluntary. This consent form will give you information about 

this study and your rights so you know as much as possible about the study and CERE-110 before you 

make your decision. A total of 50 subjects will be enrolled in the study, 25 in the active treatment group 

and 25 in the placebo/sham surgery group.  Your chances of being enrolled in the active treatment group 

are 1 in 2, or 50%.   

 

Once this study is completed and depending on the results, subjects in the sham surgery group may be 

eligible to participate in a new study that will include administration of CERE-110. 

  

No guarantees can be made about the study results. You should feel free to talk with your study partner, 

family, friends, primary physician, and/or any other person(s) that you wish about whether or not you 

want to join into this study. Once the study has been explained and you have had all of your questions 

answered to your satisfaction, you will be asked to sign this form if you wish to participate. You will 

also be asked to initial each corner of this form so that we are sure that you have read each page. If you 

decide to sign this form, you will be given a signed and dated copy of the form to keep. We encourage 

you to share a copy of this form with your primary physician. 

 

YOUR STUDY PARTNER 
 

If you decide to participate in this research study, you will need to identify one person to serve as your 

study partner. This person will need to accompany you to all study visits and may need to answer some 

study-related questions about you or your health. The same person needs to be your study partner 

throughout the entire length of the study. The study partner will sign this consent form with you. If a 

subject does not show adequate evidence of all required elements of decisional capacity, the subject will 

be notified of the investigator’s intent to obtain surrogate consent. If the subject expresses resistance or 

dissent to participation or to the use of surrogate consent by word or gesture, the subject will be 

excluded from the research study. 

 

WHAT IS GENE TRANSFER? 
 

Gene transfer is sometimes called “gene therapy”. It is a medical technique being studied for a number 

of diseases such as cancer, Parkinson’s disease, cystic fibrosis, and other illnesses. It is a technique that 

uses genes (DNA) to treat diseases. Genes are transferred or added to cells so that the body can make a 

protein that may help to treat a disease. At this time, there are no Food and Drug Administration (FDA) 

approved gene transfer products for the treatment of any illness. Gene transfer is experimental. The gene 

transfer part of this study uses CERE-110. 

 

WHAT IS CERE-110? 
 

CERE-110 is an experimental drug that is designed to tell brain cells to produce more of a 

protein that helps nerve cells grow and function better. CERE-110 is made by putting a 

virus called adeno-associated virus type 2 (AAV-2) together with a gene that can make a 

protein called Nerve Growth Factor (NGF). Once prepared, the drug is injected by the 

neurosurgeon directly into an area of the brain that is affected by Alzheimer’s disease. 
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Adeno-associated viruses do not seem to cause disease in people. Ceregene, Inc. has changed the virus 

in the laboratory so that CERE-110 should only carry the gene for NGF. Once CERE-110 is injected 

into the brain the NGF gene will hopefully be taken up by nerve cells and the cells will then use the 

NGF gene to make NGF protein. This protein may then protect nerve cells from dying and may make 

them healthier and function better. 

 

DESCRIPTION OF STUDY PROCEDURES 
 

You will be assigned by chance (like a flip of a coin) to one of two treatment groups: 

 

o The Active Treatment Group:  Subjects in this group will have brain surgery to inject 

CERE-110 into the brain; or 

 

o The Inactive Treatment [Placebo / “Sham” Surgery] Group: Subjects in this group will undergo 

a sham surgical procedure similar to the Active Group, but without insertion of a needle or 

CERE-110 into the brain.   

 

A total of 50 subjects will be enrolled in the study, 25 in the active treatment group and 25 in the 

placebo/sham surgery group.  Your chances of being enrolled in the active treatment group are 1 in 2, or 

50%.   

 

Once this study is completed and depending on the results, subjects in the sham surgery group may be 

eligible to participate in a new study that will include administration of CERE-110.  If eligible, you and 

your study partner will be asked to read and sign a new consent form in order to participate in this new 

study. 

 

Study subjects, their families, the study doctor and the research staff will not know which group you are 

in.  The neurosurgeon will find out your treatment assignment only at the time of surgery. This 

information could be provided to the study doctor if it became medically necessary. 

 

During this study, Dr. Rafii and his staff will be monitoring your condition.  Dr. Barba and his staff will 

be performing the surgery.  

 

The study visits are as follows: 

 

VISIT 1 
SCREENING EVALUATION  (approximately 1 month before surgery) 

 
4 HOURS 

 

During this visit, we will determine your eligibility for the study.  You will not begin the screening 

process until you and your study partner have signed the consent form.   

 

VISIT 1 ACTIVITIES: 
 General medical history collected and medical records reviewed 

 Current medications list collected 

 Physical Examination  
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 Neurological (nervous system) Examination 

 Blood Pressure, Pulse, Respiration Rate and Temperature Recorded 

 Height Recorded 

 Weight Recorded 

 ECG (a heart tracing test that measures electrical signals from your heart) 

 Memory & Thinking Skills Tests 

 Blood Draw 

 Urine Test 

 Adverse Experiences Collected 

 

Approximately 20 milliliters (4 teaspoons) of blood will be drawn from a vein in your arm and you will 

be asked for a urine sample for routine laboratory tests to ensure that there are no other medical 

conditions that might interfere with participation in the study or that could be responsible for any 

changes in your condition throughout the study period.  Your blood will also be tested for clotting ability 

(coagulation panel), thyroid and vitamin B-12 levels, and syphilis, and a toxicology screen to measure 

any drug or alcohol levels in your blood.   

 

VISIT 2 
BASELINE EVALUATION (2 weeks before surgery) 

 
2 HOURS 

 

If the screening evaluation proves that you are eligible for this study, you will undergo what is called the 

Baseline Evaluation. You will be asked not to drink or eat anything after midnight and not take any 

medications prior to coming to the clinic for this visit. This restriction includes all food and drinks such 

as coffee, tea, milk and juice (water is OK). Also, do not use any substances which contain nicotine such 

as cigarettes, chewing tobacco, nicotine gum and nicotine patches. 

 

VISIT 2 ACTIVITIES: 
 Current medications list collected 

 Physical Examination  

 Neurological Examination 

 Blood Pressure, Pulse, Respiration Rate and Temperature Recorded 

 Weight Recorded 

 Chest X-Ray 

 Memory & Thinking Skills Tests 

 Functional & Behavioral Tests 

 Blood Draw 

 Urine Test 

 Adverse Experiences Collected 

 Magnetic Resonance Imaging (MRI) 

 Positron Emission Tomography (PET) 

 

Up to 60 milliliters (4 tablespoons) of blood will be drawn from a vein in your arm and you will be 

asked for a urine sample for research and safety labs.  DNA will be extracted from this blood sample to 

assess your Apolipoprotein (ApoE) gene type.  There is evidence that ApoE gene type may influence the 

rate of disease progression or a subject’s response to treatment.  De-identified (your identification is 
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removed) DNA will be stored for potential future studies.  If you decide against the sample storage, 
you may still participate in this study. You will be asked later in this consent if you would like to 
participate in the DNA sample storage portion of this study.  
 

Magnetic Resonance Imaging (MRI).  You will be asked to have an 

MRI scan.  An MRI is an electronic picture of your brain created using 

a strong magnet instead of x-ray.  Each MRI will take approximately 

30-60 minutes to complete.  Prior to the MRI scan, a needle will be 

placed into your vein (intra-venous line or "IV"). A liquid containing a 

gadolinium contrast “dye” will be injected into your vein through the 

IV. This dye helps to show a better picture of the brain.  You will lie on 

your back and enter the MRI machine for the study, during which time 

you may hear loud knocking noises.  If you are medically unable to 

undergo a MRI test (for example claustrophobia, pacemaker, etc.) then 

a CT (computerized x-ray) at your Baseline Visit, then you will be  

excluded from participating in this study. 

 
Computerized Axial Tomography (CT) 
There are two study visits where a Computerized Axial Tomography (CT) scan may be performed 

instead of an MRI – Day 0 and Day 1. A CT scan uses x-rays to take pictures of your brain instead of 

magnets. A computer pieces together these pictures to produce three-dimensional images of your brain. 

The surgeon will determine whether an MRI or CT should be done at these visits. A CT scan can take up 

to 45 minutes to complete. 

 
Positron Emission Tomography (PET).  You will have a positron emission tomography (PET) scan of 

your brain. The PET scan shows which areas of the brain are most active at a particular time and which 

areas are not. It uses very small amounts of a radioactive form of sugar, called 
18

F-fluorodeoxyglucose 

or FDG, to make a picture showing how active your brain is.  You may not eat for 4 hours before a PET 

scan.  When you come to the scan room, a small catheter (plastic tubing with a needle on the end) will 

be placed in your arm to check your blood sugar and to inject the FDG. You cannot have the PET scan if 

your blood sugar is too high. If you have a standard PET scan, after the FDG is injected you will sit 

quietly in a chair for 30 minutes.  Following this, you will be positioned on the scanner bed while the 

scanner takes pictures for 30 minutes.  During this time you must hold your head as still as possible. The 

visit to the PET center will take an additional 2 hours. 

 

VISIT 3 
CERE-110 SURGERY 

 
  

24 HOURS 
 

You will be asked not to eat or drink anything after midnight and not take any medications prior to being 

admitted to the hospital for the CERE-110 surgery.  This restriction includes all food and drinks such as 

coffee, tea, milk and juice (water is OK). Also, do not use any substances which contain nicotine such as 

cigarettes, chewing tobacco, nicotine gum and nicotine patches.   

 

VISIT 3 ACTIVITIES (Before Surgery): 
 Current medications list collected 

 Physical Examination  

Sample MRI Machine 
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 Blood Pressure, Pulse, Respiration Rate and Temperature Recorded 

 Adverse Experiences Collected 

 Magnetic Resonance Imaging (MRI) or Computed Tomography (CT) 

 

Once it is confirmed that you are ready for surgery, a metal frame used for guiding the surgery will be 

placed on your head using a local anesthetic and you will be taken to the imaging center.   You will be 

given medication to make you sleep (anesthesia) through a vein in your arm. You will be asked to have 

an MRI with gadolinium or a CT scan for planning purposes. A CT scan uses x-rays to take pictures of 

your brain instead of magnets. The anesthesia is given so that you do not feel any pain or discomfort and 

do not move during the MRI/CT or the surgery. You will be asleep during the MRI/CT and for your 

entire surgery.  

You will then be brought to the operating room, where a portion of your scalp will be shaved for 

surgery. You will have one incision (cut) across the top of your head (about 4-5 inches) and two small 

holes called “burr holes” (about 1 inch) will be placed in the skull, one hole on each side of your head.  

 

 

 

 

 

 

 

 

 

 

If you are assigned to the CERE-110 treatment group, the 

protective covering of the brain called the dura will be 

opened and a very small amount of CERE-110 (about the 

size of a drop from an eyedropper) will be slowly injected 

into a tiny area in the brain called the nucleus basalis of 

Meynert.  If there is any indication that CERE-110 has 

entered the cerebrospinal fluid (CSF) or a different brain 

structure that what is planned, the delivery of CERE-110 

will be stopped immediately.  

 

If you are assigned to the sham surgery placebo group, the surgical procedure will end after placement 

of the burr holes in your skull. The dura (coverings of the brain) will not be opened and no CERE-110 

will be injected during sham surgery. 

 

The burr holes may be covered with a titanium “cap” that you may be able to feel under the skin.   

 

After surgery, the holes and incisions will be closed 

with approximately 15 – 20 staples to help the incision 

heal. These staples will be removed in your study 

neurosurgeon’s office approximately 1 – 2 weeks after 

surgery.  You will not be able see the burr 

hole – or burr hole cover – under the 

skin. 
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The length of the surgical procedure will be approximately 4 to 8 hours for all participants, whether you 

receive CERE-110 or not.  Following surgery, you will awaken from the anesthesia and will be closely 

monitored in the Surgical Intensive Care Unit for at least 24 hours. As part of the monitoring you will be 

given frequent brief neurological examinations.  Your heart rate, blood pressure, breathing rate, and 

temperature will also be checked frequently.  In addition, samples of blood and urine will be collected 

again for testing. You will then be moved to the neurosurgical care unit until you are released from the 

hospital. 

 

VISIT 4 
THE DAY AFTER CERE-110 SURGERY 

 
1-2 DAYS 

 

VISIT 4 ACTIVITIES (After Surgery): 
 Current medications list collected 

 Physical Examination  

 Neurological Examination 

 Blood Pressure, Pulse, Respiration Rate and Temperature Recorded 

 Blood Draw 

 Urine Test 

 Adverse Experiences Collected 

 Magnetic Resonance Imaging (MRI) or Computed Tomography (CT) 

 

On the day after surgery you will have some additional tests including an MRI or CT and you will be 

asked questions about whether you have any pain. You may be given medications to sedate you or make 

you sleep during the MRI or CT so that you do not move during the scan. Approximately 3 teaspoons of 

blood will be drawn from a vein in your arm and you will be asked for a urine sample for research and 

routine lab tests.  You will likely spend at least 1-2 nights in the hospital before you are released to go 

home. 

 

VISITS 5 – 20 
2 WEEKS – 5 YEARS AFTER CERE-110 SURGERY 

 

You and your study partner will return to the study center for check-up visits at 2 weeks, then 1, 3, 6, 9, 

12, 15, 18, 21, 24, 30, 36, 42, 48, 54 (telephone-only) and 60 months after the surgery.  

 

A telephone-only visit will be conducted at 54 months. A member of the study team will contact you 

and your study partner by phone to assess possible safety concerns, new medical conditions and new 

physical symptoms.  If the study team feels that any new changes are of concern, further evaluations 

may be arranged.  This call will take approximately 5 – 10 minutes. 
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VISIT ACTIVITIES 2
Weeks 1 3 6 9 12 15 18 21 24 30 36 42 48 54 60

Current Medications 
Collected

X X X X X X X X X X X X X X X X

Blood Pressure, Pulse, 
Respiration Rate and 
Temperature Recorded

X X X X X X X X X X X X X X X

Weight Recorded X X X X X X X X X X X X X X X
Physical Exam X X X X X X X X X X X X X X X
Neurological Exam X X X X X X X X X X X X X X X
ECG X
Blood tests X X X X X X X X X X X X X
Urine tests X X X X X X X X X X X X X
MRI X X X X
PET X X X
Memory & Thinking 
Skills Tests

X X X X X X X X X X X X X X X

Behavioral & 
Functional Tests

X X X X X X X X X X X X X

Adverse Events 
Collected

X X X X X X X X X X X X X X X X

Telephone Visit X
Total Time per Visit 
(Hours)

2.5 3.5 2.5 4.5 2.5 5.5 2.5 2.5 2.5 5.5 2.5 3.5 2.5 3.5 0.15 3.5

Months after surgery

 

In between study visits, you or your study partner should contact the study site if you experience any 

major changes in your health status. It is especially important to let the study site know if you are 

hospitalized, enter a long-term care or rehabilitation facility, or if you enter a hospice program.  

 

At any time, your study doctor may ask you to attend an extra visit at the study site and undergo some 

medical tests if he or she thinks that you may be experiencing a medical problem that could be due to 

your having had surgery to receive CERE-110.  

 

During the five years of your study participation, the total amount of blood that will be taken from you 

for routine and research lab tests will be up to 250 milliliters (approximately 17 tablespoons). 

 

EARLY TREATMENT DISCONTINUATION 
 

If you end the study early, you will be asked to have blood and urine tests, and the same 

physical and nervous system exams you previously had. You will also be asked to complete 

the same thinking and feeling tests you previously had.  It is also possible your doctor will 

request an MRI and/or a PET scan at this time. If you withdraw from the study it may no 

longer be possible for your study doctor to monitor you for possible medical problems. 
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You may decline, but you will be asked to give permission for telephone contacts to see how you are 

doing. 

 
It is also possible that your study doctor may withdraw you from the study without your consent if 

he/she thinks it is unsafe for you, or if you are not following the procedures required by the study. 

Ceregene, Inc., or the sponsor of the study, may also stop the study due to a number of factors (such as 

concerns about safety of people in the study, supply of study drug, by order of the Food and Drug 

Administration, and other factors). Your primary care physician will discuss any alternatives with you in 

this case. 

 

DNA SAMPLE STORAGE AND FUTURE USE 
 

At Visit 2, blood will be drawn for ApoE genetic research testing and optional DNA storage.  This 

testing is done for research purposes only – the results of the analysis will be kept confidential and you 

will never be given the results.  This study does not involve genetic testing for diagnostic purposes; the 

research is aimed at developing such testing for the future, but cannot currently provide any meaningful 

information to study participants.  If you are concerned about a potential genetic disorder, you should 

discuss this with your primary care doctor and you and your doctor may choose to test specifically for it.  

This would require additional blood samples and would NOT be part of this research project. The 

sample will be sent to Covance Central Laboratories and eventually stored at the University of 

California, San Diego. 

 

If you agree, the genetic samples you are providing for this study will be shared with other researchers 

studying Alzheimer’s disease and other neurodegenerative disorders of the brain. This may include 

researchers at other academic centers or companies in the biotechnology or pharmaceutical industry. 

These genetic samples or their by-products may have significant therapeutic or commercial value. By 

checking “yes” below, you are consenting to such uses. If these samples are sent to other researchers, 

they will be identified only by a code number and descriptive data (such as your age and gender).  No 

other personal identifying information will be attached to your samples, so it will not be possible to 

identify you from the sample. 

 

You agree to participate in the DNA Sample Storage portion of this study. 

   YES  NO     Subject Initials 

 
 

SHARING OF FINAL RESEARCH DATA 
 

Data from this research will be shared with other researchers.  Data sharing is important for further 

translation of research results into knowledge, products, and procedures to improve human health.  The 

NIH endorses the sharing of final research data to serve these and other important scientific goals.  All 

links with your identity will be removed from the data before they are shared. 
 

RISKS 
 

Participating in this research trial may involve risks that are currently unforeseeable due to 

the investigational nature of this study. However, if any new risks become known in the 

future you will be informed of them.  Participation in this study may involve some added 

risks or discomforts, which are outlined below.  
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Neurosurgical procedure (including general anesthesia).  Being given CERE-110 involves a surgical 

procedure where a neurosurgeon precisely injects CERE-110 through a needle inserted into the brain 

(stereotactic surgery). A portion of your head will be shaved for the procedure. You may experience side 

effects from the brain surgery itself. These include seizures (convulsions); bleeding in the brain (which 

could require an operation to remove the blood clot and stop the bleeding); air bubbles into the blood 

vessels, heart and lungs; brain swelling; increase of fluid in or around the brain; mental disturbances 

such as psychosis or hallucinations; infection; worsening of neurologic function (such as weakness in 

your arms or legs); paralysis on one side of the body; abnormal sensations such as tingling and pins and 

needles; change in smell or taste;  coma or death. These side effects are rare. Also, temporary confusion 

may occur in subjects after surgery on both sides of the brain, particularly in subjects with Alzheimer’s 

disease. Headaches are common after brain surgery and generally last for a few hours to a few days. 

Other problems such as fever, urinary tract infection, urinary retention, pneumonia, and swelling of the 

deep veins (at times with blood clots), can also occur and are related to surgery in general.  
 

Risks of general anesthesia include nausea, vomiting, irregular heart rhythms (arrhythmias), increases or 

decreases in blood pressure, rapid rise in body temperature, difficulty breathing, collapse of blood 

vessels due to low blood pressure, heart attack, and death due to cardiac arrest. Careful monitoring 

reduces the likelihood of these risks as outcomes. However, the possibility cannot be eliminated for all 

participants. 

 

During general anesthesia, you will have a tube placed in your throat (endotracheal intubation), so that 

your breathing can be regulated by a breathing machine. There is a small chance that this tube will cause 

some trauma to your throat and surrounding tissues. After the surgery, the breathing tube will be 

removed and you will breathe on your own. When you awaken, you may temporarily experience a sore 

throat or hoarseness.  You may also experience pain, bruising or bleeding from the IV site, pain, 

discomfort, swelling, bruising, bleeding or scarring from the head frame, or a possible allergic reaction 

to local or general anesthesia. 

 

The cosmetic risks associated with placement of a partial burr hole include an indentation at the site of 

the burr hole.  This however is minimized with placement of the burr hole behind the hairline, and also 

use of the metal cap. 

 

CERE-110 (AAV virus and gene for nerve growth factor).   
 

The possible risks of CERE-110 include, but are not limited to: 

 

 Allergic reaction to the virus, causing symptoms ranging from itching and  hives, to 

severe cases involving difficulty breathing 

 Pain, loss of appetite, weight loss and changes in brain cells 

 Infection of the brain (encephalitis), which may cause high fevers, confusion, loss of 

consciousness, neurologic difficulties, seizures, and even death 

 Recurrence of herpes zoster (a painful skin rash called shingles) 

 

In this study, the goal is to deliver the nerve growth factor (NGF) directly to certain brain cells and not 

allow it to go to other places. However, there is still a chance that unplanned spread of the study drug 

could happen, allowing CERE-110 to go to other parts of the brain and cause side effects. If this 

happens, the making of NGF cannot be turned "off" because the brain cells may have been permanently 

and genetically changed. Should side effects (like pain or loss of appetite) occur, medication can be 

given to help. Medication for treating side effects might or might not work. There is a chance that 
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permanent pain or weight-loss problems could occur. You and your study partner should consider this 

possibility carefully before agreeing to enroll in this study. These side effects did not occur in the 

previous small NGF gene transfer study using cells that was conducted before this study. But the 

previous NGF gene transfer study was not exactly the same as this one. In the ten subjects who have 

already had CERE-110 injected into their brain in this study, these side effects have not been seen.  

 

It is possible that CERE-110 (with adeno-associated virus or AAV) could cause cancer in cells that are 

exposed to this drug. In one animal study, mice were given AAV by injection into a vein and not 

directly into the brain. Tumors grew months after the mice received AAV. Scientists do not know if the 

tumor growth was related to the use of AAV or because of the underlying disease in the mice. Other 

studies of AAV in animals have not shown that tumors develop and grow after AAV is given. There 

have been no reports of cancer in humans who have been given AAV gene transfer, like the CERE-110 

being studied for Alzheimer’s disease in this research study.  

 

You may develop antibodies (immune or protective proteins produced by the body in response to a 

foreign substance) to CERE-110 or to NGF.  The possible risks of antibodies are unknown at the present 

time.   

 

ECG.  The use of adhesive electrocardiogram (ECG) electrodes may cause itching and/or redness under 

the electrodes in subjects with sensitive skin. This normally resolves when the electrodes are taken off. 

 

Blood Draws: Removal of blood by a needle and syringe poses a small risk of pain or bruising at the 

site of the needle stick, but this is temporary.  Some people may experience fainting or dizziness, and 

there is also a slight risk of infection at the site of the needle stick. To minimize these risks, experienced 

medical personnel will handle all the blood drawing procedures and sterile conditions will be 

maintained. In total, up to 250 milliliters (approximately 17 tablespoons) will be taken during this study, 

and your body will make up for the loss. 

 

Urine Collection.  You may experience mild discomfort, feelings of faintness, or soiling.   

 

Evaluations: Repeated evaluations of mood and mental status may be slightly frustrating or produce 

fatigue and boredom. 

 

Chest X-ray.  There is a small amount of radiation you will be exposed to during the chest x-ray at 

screening.   

 

MRI.  An MRI may cause possible anxiety for people due to the loud banging made by the machine and 

the confined space of the testing area.  People with pacemakers, aneurysm clips, artificial heart valves, 

ear implants or metal/foreign objects in their eyes are not permitted to have an MRI.   

 

Gadolinium MRI contrast agent. Side effects such as mild headache, nausea or burning at the 

injection site occur from the gadolinium contrast “dye”. Some people are allergic to gadolinium and 

experience hives, itchy eyes, or very rarely a bee-sting type of severe allergic reaction (anaphylactic 

shock). The use of gadolinium may be linked to a rare but sometimes fatal condition (nephrogenic 

systemic fribrosis or NSF) in people with severe chronic kidney disease or acute kidney 

problems. Therefore, before you are given this dye for MRI, your risk factors for kidney 

disease, will be reviewed and a blood test will be done to check for kidney disease. If the 

screening test shows that it might be unsafe for you to receive this contrast, then you will 

not be allowed to enroll in the study. 
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PET.  The experimental imaging compounds FDG will be given in very small amounts.  There are no 

additional pharmacological or drug-related risks associated with FDG, because it is being given in very 

small (trace) amounts. 

 

There is minimal risk in this study associated with the radiation exposure.  The amount of radiation you 

will be exposed to is relatively small and falls within the guidelines set by the Food and Drug 

Administration (FDA) for research.  The radiation dose from each PET scan is approximately equivalent 

to the amount of natural environmental radiation the average person in the United States receives in one 

year.   

 

The PET scan can be somewhat uncomfortable because you will be asked to lie still on your back for 

about 60 minutes. You will be able to see out of the scanner, but cannot move your head.  The PET staff 

will try to make the PET scan as comfortable as possible by providing padding, pillows, and blankets.  

 
There is a risk of discomfort, bruising, fainting, or infection with the placement or removal of the 

catheter used for injecting the FDG.  To minimize these risks, experienced medical personnel will 

handle all catheter placement and removal procedures and sterile conditions will be maintained. 

 

CT.  There is a risk of radiation exposure from having a brain CT.   

 

As a result of participating in this study, you will be exposed to a moderate amount of radiation 

(approximately 42.0 mSv). This amount is more than you would receive from a year of natural 

exposure, approximately 1.6 mSv. This exposure may slightly increase your chances of developing 

cancer in the future. If you are especially concerned with radiation exposure or you have had a lot of x-

rays already, you should discuss this with your doctor.  

 

Loss of Confidentiality. There is a risk that there may be loss of confidentiality of personal information 

by participating in this study.  All measures will be put in place to maintain the strictest level of privacy, 

including storage of study related materials in safe and secure locations.   

 

PRECAUTIONS | RESTRICTIONS 
 

 You should not donate sperm for six months following CERE-110 administration. 
 You should not donate blood for six months following CERE-110 administration 
 You should not receive vaccinations or immunizations 2 weeks prior to surgery and for a 

minimum of 30 days after the surgical procedure, unless it is deemed necessary by study staff. 
 BARRIER CONTRACEPTION.  There is a hypothetical possibility that others in close contact 

with recent recipients of gene transfer could become infected with the gene transfer virus. 

Because of this risk, it is important that barrier contraceptive methods (a condom) are used for a 

period of 6 months after surgery in this trial in the event of sexual activity. There has been one 

documented human case of a gene transfer vector being shed from an individual that underwent 

systemic gene transfer (that is, gene transfer with high doses of viruses delivered outside the 

brain). 
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BENEFITS OF PARTICIPATING IN THIS STUDY 
 

There may be no personal benefit to you from participating in this study. If there is a benefit, it is 

uncertain when the effect may occur and how long it may last. While it is possible that this research 

study drug, CERE-110 may have some benefit, there may still be no positive effect on the course of your 

Alzheimer’s disease. Because of your participation in this study, we may learn more about potential 

ways to treat Alzheimer’s disease. This information may prove useful in the future treatment of 

individuals with Alzheimer’s disease. Your study experience information will be used to decide how to 

plan future studies of CERE-110.  If you are assigned to the control group (sham surgery), there will be 

no direct benefit to you from participating in this study. 

 

ALTERNATIVE MEDICATIONS AND TREATMENTS 
 

If you are currently experiencing memory problems, there are 5 drugs (tacrine, also known by the brand 

name Cognex; donepezil, also known by the brand name Aricept; galantamine, also known by the brand 

name Razadyne; rivastigmine, also known by the brand name Exelon; and memantine, also known by 

the brand name Namenda) approved for the treatment of Alzheimer's disease. Thus, alternatives to 

participation in this study include just the continued use of any of these approved medications for 

Alzheimer’s disease.  If you are already taking one or more of these medications you do not have to 

discontinue them to participate in this study.  However, starting or changing your current dose of these 

medications during the course of the study is discouraged and needs to be discussed with study staff as 

soon as possible. 

 

Participation in any other clinical studies will not be permitted until your participation in this study has 

ended. If you participate in this study and receive CERE-110, it is likely that you will not be able to 

participate in any future studies of gene transfer. 

 

Another alternative is not to participate in this study and to continue under standard medical care, which 

may include receiving some of the above listed medications if you are experiencing memory problems. 
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CONFIDENTIALITY 
 

Research records will be kept as confidential as possible within the limitations of state and federal law.  

However, if you sign this consent form, you agree that in order to analyze the data collected during this 

research study, all of the health information generated or collected about you during this study may be 

inspected by your doctors and study staff, representatives of Ceregene, Inc., including its agents and 

contractors, the Alzheimer’s Disease Cooperative Study (ADCS) the U.S. Food and Drug 

Administration (FDA), National Institutes of Health (NIH), Rush University, the University of 

California, San Diego, Shiley-Marcos Alzheimer’s Disease Research Center, Thornton Medical Center, 

UCSD Human Research Protection Program (HRPP), and the UCSD Institutional Biosafety Committee 

(IBC) may read your medical records and have access to confidential information which identifies you 

by name. The UCSD HRPP is a special committee that reviews human research to check that the rules 

and regulations are being followed. The UCSD Institutional Biosafety Committee (IBC) is a special 

committee that reviews and approves potentially biohazardous research.  Because of the need to release 

information to these parties absolute confidentiality cannot be guaranteed.  The findings of this research 

will be presented at meetings or in publications; however, neither your name nor identity will be 

disclosed in those presentations.  By signing this consent form, you are authorizing such access to your 

medical records.   

 

Information related to this study, including your name, medical record number, date of birth, and social 

security number, may be shared with the billing offices of UCSD Medical Center, so that requests for 

reimbursement may be given to Ceregene for medical services and procedures provided to you during 

the study. 

 

If your test for syphilis is positive, you will be informed and referred for appropriate care and counseling 

and you will not be able to participate in this study. Positive results will be reported to public health 

authorities according to the laws of the State of California. 

 

ClinicalTrials.gov is a website that provides information about clinical trials. 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, the Web site will include a summary of the 

results. You can search this Web site at any time.  

 

MEDIA INTEREST IN THE RESEARCH 
 

This study is about trying to find a new way to treat Alzheimer’s disease and so there may be interest by 

the media (TV, newspapers, and other forms of media) in this study. Every effort will be made by the 

study doctor(s), their staff, and the sponsor to protect you from the media and to honor your privacy as 

described above. 

 

COMPENSATION FOR PARTICIPATING IN THIS STUDY 
 

During the active 24-month study participation period, you will receive a small stipend of $40 per visit. 
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COMPENSATION (MEDICAL/FINANCIAL) IN CASE OF ILLNESS OR INJURY 
 

Procedures related to the study and study drug will be provided at no charge to you.  There will be no 

costs to you for participation in this study.   

 

If you are injured as a direct result of participation in this research, the University of California will 

provide any medical care you need to treat those injuries. The University will not provide any other form 

of compensation to you if you are injured. You may call the Human Research Protections Program 

Office at (858) 657-5100 for more information about this, to inquire about your rights as a research 

subject or to report research-related problems. 

 

Ceregene, Inc. will cover the cost for reasonable and necessary medical expenses for the treatment of 

any injury/illness that is directly related to this study.  No financial payments or other forms of 

compensation (such as for lost wages or discomfort) or medical treatment beyond that which is offered 

above will be offered to you by Ceregene, Inc. 

 

The Alzheimer’s Disease Cooperative Study (ADCS) and the National Institute on Aging do not provide 

compensation for research-related injury.   

 

If you have any questions regarding this research or if you believe that you may have experienced a 

research related injury or a reaction to the study medication, you should contact Dr. Rafii (study doctor) 

at 858-246-1300. 

 

VOLUNTARY PARTICIPATION 
 

Your participation in this research study is entirely voluntary.  You have the right to refuse to 

participate, or may discontinue participation in this project at any time without jeopardy to the medical 

care you receive at this institution. There is also the possibility that the investigators may decide to 

terminate your study participation without your consent at any time if they determine that the side 

effects – should there be any – are severe enough to call for discontinuation of the medication.  You will 

be informed of any new findings that may affect your continued participation.  If you are terminated 

early from the study for any reason, you will be asked to come in for a final visit to ensure your safety. 

 

You may also revoke the authorization to use or disclose personal information about your health.  
If you choose to withdraw your authorization, you must notify Dr. Rafii in writing.  Dr. Rafii’s 

mailing address is: 
 
University of California, San Diego 

9500 Gilman Drive #0949 

La Jolla, California  92093 

 
Dr. Rafii will still be able to use the information collected about you prior to your withdrawal 
from the study.  Information that has already been sent to the sponsor cannot be withdrawn. 
 
LONG-TERM FOLLOW-UP 
 
To allow continued study of the safety of gene transfer if you were enrolled in the CERE-110 arm of the 

study, by signing this form you will consent to long-term follow-up that will continue past the five-year 
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mark of the active study. In order to be sure that study staff can reach you for important reasons, you 

will be asked to verify your contact information at each study visit. In addition, please list the names and 

telephone numbers of 2-3 people who could be reached in the event that you could not be reached with 

your home contact information: 

 

 Name (Please Print) Relationship Telephone Number 

1  
  

2  
  

3  
  

 

PARTICIPATION IN OPEN LABEL FOLLOW-UP FOR SHAM SURGERY SUBJECTS 
 

Depending on the results of this trial, at the end of the study, if you were assigned to the sham surgery 

group and did not receive CERE-110 in this study, you may be able to participate in an open-label study 

that would include administration of CERE-110.  Please indicate whether you might be interested in 

enrolling in a new study to receive CERE-110 at the completion of the current study if you are enrolled 

in the sham surgery placebo group.  Checking one of the boxes below indicates your preference at this 

time and will serve as guidance to your caregiver, if necessary.  This decision is not binding and you can 

change your mind at any time. 

 
You are interested in participating in an open-label study to receive CERE-110 (depending on the results of this 

trial). 

 Yes   No  Subject Initials 

 

AUTOPSY 
 

Much can be learned about how CERE-110 affects the brain of persons with Alzheimer’s disease (for 

example, under the microscope). Therefore, we are asking each person that participates in this study 

whether they agree to brain donation for research at time of death (see separate autopsy consent form). 

This would give us important information about the effect of CERE-110 that we could not otherwise 

obtain. You can decline an autopsy for brain donation at time of death and still participate in the study. 

If you agree to an autopsy at time of death, there will be no costs to you and your family associated with 

the autopsy. 
 

If you are not decided about whether to agree to an autopsy, you will be asked at a later date to consider 

autopsy at time of death. If you should die, even if it is a long time after you enter this study, your 

closest relative or legal representative will be asked to give permission for an autopsy to be performed.  
 

  I am interested in considering brain autopsy after death. You will be asked to sign a separate Autopsy consent 

form. 

 Yes   No  Subject Initials 

 

 

 

 

 
Approved 

Initial Approval: 02/26/2009 
Current Approval: 05/09/2013 
Do not use after: 11/14/2013 

 



UNIVERSITY OF CALIFORNIA, SAN DIEGO 
 

Protocol Amendment 3, dated 28 Jan 2013                                                                   Page 17 of 18 
Revision date: 12 Mar 2013 

 

#090252 

 

STATEMENT OF CONSENT 
 

You have read (or have had read to you) the above description of this research study.  You have been 

informed of the risks and benefits involved, and all of your questions have been answered to your 

satisfaction.  By signing this form, you voluntarily consent to participate in the research study and you 

authorize the use of your bodily fluids and tissue samples for the research described above. 

 

Unless you authorize the use and disclosure of your personal health information, you cannot 
participate in this research study.  If you refuse to give your authorization, your medical care will 
not be affected. 
 

You will receive a copy of this consent form and the Experimental Subject’s Bill of Rights. 
 

 You agree to participate. 

 

 Yes   No    Initials 

 

 

____________________________________________________________________________________ 

Printed Name of Subject 

 

____________________________________________________________________________________ 

Signature of Subject Date and Time 

 

____________________________________________________________________________________ 

Printed Name of Study Partner  

 

____________________________________________________________________________________ 

Signature of Study Partner   Date and Time 

 

____________________________________________________________________________________ 

Witnesses to signature: “I observed the signing of this document.” 

 

____________________________________________________________________________________ 

Signature of Witness Date and Time 

(Person other than Individual Obtaining Consent or Principal Investigator) 

 

____________________________________________________________________________________ 

Signature of Individual Obtaining Consent Date and Time 
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STUDY PARTNER INFORMATION & CONSENT 
 

As the subject’s study partner, you have important tasks that need to be carried out in order for the study 

to be conducted in the safest and best manner possible.  These responsibilities include: 

 

1) You must have direct contact with the subject at least 10 hours per week. 

2) You must be able to accompany the subject to all clinic visits. 

3) You are an important source of information about the subject.  You must agree to be asked 

questions in order to find out whether there are any changes in the subject.   

4) You must agree to return with the study subject for the subject’s examinations and evaluations of 

their response to treatment.  

If for some reason you become unable to carry out your responsibilities, please tell the study coordinator 

immediately.  You may be asked, if possible, to select a substitute who can take over your duties. 

You have read all the preceding information which describes both the subject’s participation in the study 

and your involvement as the subject’s study partner.  The study has been explained to you in detail. All 

your questions have been answered to your satisfaction.   

You voluntarily consent to participate in this study. 

 

 

               

     Study Partner’s Name (print)              Signature Date 

 

 

               

  Person Obtaining Consent (print)              Signature Date 
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