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UNIVERSITY OF PENNSYLVANIA 
RESEARCH SUBJECT INFORMED CONSENT AND 

HIPAA AUTHORIZATION FORM 
Protocol Title:  A Randomized, Placebo-Controlled Study of the Efficacy and Safety of 

Intracerebral Stem Cells (CTX0E03) in Subjects with Disability Following 
an Ischemic Stroke (PISCES III) 

Principal Investigator: Brett Cucchiara, MD 
3400 Spruce Street | 3 W. Gates Building | Phila, PA 19104 
215-662-6551 (office) | 215-349-5579 (fax)

Emergency Contact: 24-hr Emergency Neurologist (215) 662-4000

Research Study Summary for Potential Subjects 
You are being invited to participate in a research study.  Your participation is voluntary and you 

should only participate if you completely understand what the study requires and what the risks of 
participation are.  You should ask the study team any questions you have related to participating before 
agreeing to join the study.  If you have any questions about your rights as a human research participant 
at any time before, during or after participation, please contact the Institutional Review Board (IRB) at 
(215) 898-2614 for assistance.

The research study is being conducted to find out if this study drug provides any improvement in
the arm and/or leg function affected by the stroke. The study will also gather more information about the 
safety of the study drug, surgical procedure and equipment used to inject the study drug. The study drug 
is called CTX0E03 DP and is made from stem cells. The study drug, including the equipment being used 
to give the stem cells, is experimental and will be injected into the brain.    

If you agree to join the study, following confirmation of eligibility criteria, you will be 
randomized in 2:1 ratio to receive either a single administration of CTX0E03 DP by intracerebral 
implantation or receive placebo surgery only. Subjects will be followed for 12 months after study drug 
administration or placebo surgery with follow-up assessments occurring at Day 1, 7, and Months 1, 3, 6, 
9, and 12. All eligible subjects will be assigned a standardized PT program based on their baseline 
functional impairment. Subjects will be expected to complete their PT exercises daily, and 
independently or with a family member/caregiver for 12 wks post-surgery. 

Your participation will last for will last approximately 1 year. 

The most common risks of participation are:   
Side effect Severity Frequency 
Headache or migraine Moderate 26% 
Abnormalities on MRI scan Moderate 20% 
Low blood pressure Moderate 8.80% 
Blood under the surface of the skull Mild 8.80% 
Infusion site bleeding Mild 8.80% 
Pain at surgery site Mild 8.80% 
Muscle contractions or tightness Mild 8.80% 
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Seizures or epilepsy  Severe 5.90% 
Slow heart rate Moderate 5.90% 
Nausea or vomiting Moderate 5.90% 
Speech difficulties Moderate 5.90% 
Fever Mild 5.90% 
Wound complication  Mild 5.90% 
Wound infection Mild 5.90% 
Walking difficulties Moderate 2.90% 
Sepsis (Blood Infection) Moderate 2.90% 
Narrowing of the windpipe Moderate 2.90% 
Conjunctival bleeding Moderate 2.90% 
Cyst Mild 2.90% 
Constipation Mild 2.90% 
Neck pain Mild 2.90% 
Back pain Mild 2.90% 
Air in skull Mild 2.90% 
Tingling or numbness in extremities Mild 2.90% 
Further small stroke Mild  2.90% 

 
If you agree to take part in this study, it is not known if injection of study drug will have any 

beneficial effects. If you receive CTX0E03 DP and it is effective for you, your symptoms of disability 
may improve while you take part in this study. We hope that information from this study may benefit 
other people who have had disability as a result of an ischemic stroke in the future. The knowledge 
obtained from this research may help health care professionals to better treat other patients undergoing 
treatment for a condition similar to yours. 
 

You may discuss with the study doctor any other options available to you. If you choose not to 
participate in this research, your study doctor will discuss other options with you, and their risks and 
benefits, which may include alternative physiotherapy options, based on your insurer. If you decide not 
to take part in this study, it will not affect your future treatment. If you are interested in participating, a 
member of the study team will review the full information with you. You are free to decline or stop 
participation at any time during or after the initial consenting process. 
 
Why am I being asked to volunteer? 

You are being invited to take part in this research study because you have suffered a specific 
type of stroke called an ischemic stroke. As a result of your stroke, you have limited movement of your 
arm(s) and/or leg(s).  Your participation is voluntary, which means you can choose whether or not you 
want to participate. Research studies are voluntary and only people who consent (choose) to take part 
may be in the study. If you choose not to participate, there will be no loss of benefits to which you are 
otherwise entitled. Before you can make your decision, you will need to know what the study is about, 
the possible risks and benefits of being in this study, and what you will have to do in this study. 
Important information about the study is described in this consent form. Please read this consent form 
carefully and take your time making your decision. Ask your study doctor or the study staff to explain 
any words or information that you do not clearly understand. We encourage you to talk with your family 
and friends before you decide to take part in this research study.  Please tell the study doctor or study 
staff if you are taking part in another research study. If you decide to participate, you will be asked to 
sign this form. A signed copy of this form will be provided to you. 
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What should I know about this research? 
The study doctor will conduct the study and the study is being funded by ReNeuron Limited 

(Sponsor). Approximately 130 subjects will be involved in this study at approximately 30 centers in the 
United States. Consent for this study is a two-step process. If you agree to participate in this study, you 
will be asked to sign this consent form. After you have been deemed eligible for study participation, a 
separate consent form for the surgical procedure will need to be signed prior to surgery at the surgical 
site. 

 
What is the purpose of this research study? 

The purpose of this study is to find out if this study drug provides any improvement in the arm 
and/or leg function affected by the stroke. The study will also gather more information about the safety 
of the study drug, surgical procedure and equipment used to inject the study drug.   

 
The study drug is called CTX0E03 DP and is made from stem cells. The study drug, including 

the equipment being used to give the stem cells, is experimental and will be injected into the brain. The 
word “experimental” means the study drug, and related equipment, are still being tested in research 
studies and is not approved by the U.S. Food and Drug Administration (FDA). The study drug is being 
studied as a possible treatment to improve movement in arms and legs after a stroke and has previously 
been studied in 34 subjects who have had an ischemic stroke.   

 
Stem cells are cells that can develop into specialized cells or can split to produce more of the 

same stem cells. The study drug stem cells were made from a single sample of fetal brain tissue that was 
voluntarily donated to research following a legal termination of pregnancy. These fetal stem cells were 
genetically modified to include an extra gene so that large numbers of stem cells could be tested as a 
potential new therapy for stroke. 

 
How long will I be in the study?  

We expect that your taking part in this research will last approximately 1 year.  
 

What am I being asked to do? 
Study visits will take place in 2 types of centers: Assessment Center) and Surgical Center. Most 

of the study assessments and procedures will be carried out at the Assessment Center and the surgery 
(and administration of the study products) will take place at the Surgical Center. The Stroke Division at 
the Hospital of the University of Pennsylvania is an Assessment Center. The Surgical Center may be at 
Penn or it may be another site. This form serves to inform you and confirm your willful participation in 
the study at the Assessment Center at the Hospital of the University of Pennsylvania.  
 

If you agree to take part in the study, after reading and signing this document, you will need to 
answer a number of questions to ensure that you have understood the study requirements. You will have 
up to 2 attempts to answer these questions and all questions must be answered correctly to be able to 
participate in this study. You can refer to this document and ask questions while completing the 
assessment to help you find the answers. 

 
If you are successful in answering all questions correctly, you will undergo a number of tests to 

ensure you are suitable for the study. If the study doctor determines you are suitable for the study, you 
will be randomly assigned to one of two groups (like a coin toss): the “active” group that has surgery 
and receives the study drug injection into the brain, or the “placebo” group that has surgery but does not 
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receive the study drug injection. This way of putting people into different groups at random is called 
‘randomization’.   
 

The randomization is done by a computer program and no one can decide which group you are 
put into. You will have twice the chance of being put into the active group, as you will the placebo 
group. This means that for every three subjects enrolled, two will receive the investigational drug and 
one will not. No one will know which group you are assigned to (including you) except the staff at the 
Surgical Center, who will only know after the surgery has started and they are not allowed to tell 
anyone. Keeping your group assignment secret is called “masking”. The process of randomization and 
masking is very important because it allows researchers to tell whether a new treatment is safe and 
effective. The people who are randomized to the placebo (no treatment) group are just as important as 
those people who receive the treatment. Your study doctor can find out in case of an emergency. 
 

Everyone eligible for surgery will receive general anesthetic (be put to sleep), have a stereotactic 
frame or device fitted and have a small hole drilled into the skull. A stereotactic frame is a device fitted 
to the skull and positioned over the head of a patient about to undergo brain surgery, and is used for 
targeting the injection. If you are assigned into the active group, you will have a hole drilled all the way 
through the skull, and then have the study drug injected into your brain using a long thin needle. The 
study drug will be injected in the area near to where damage from the stroke is known to have been. If 
you are assigned into the placebo group, the hole will not go all the way through your skull, and no 
injections of any kind will be made into your brain. All subjects will have the hole surgically covered 
and the scalp wound closed in the same way. If you agree to take part in this study, regardless of which 
group you are assigned to, you are agreeing to have this surgery. 
 

After surgery you will have to perform physical therapy exercises at home for approximately an 
hour a day, every day for 12 weeks. You will also have to fill out a daily diary recording your progress. 
You will discuss your progress weekly with someone from the Assessment Center who may adjust the 
exercises according to your abilities. The study will last about 1 year, and you will visit the Assessment 
Center at least 8 times and the Surgical Center at least 3 times.  

 
The Sponsor will be conducting a second study to follow the long term progress of everyone in 

this study. When this second study is ready, you will be contacted about being part of it.   
 
What are my responsibilities if I take part in this research? 

If you take part in this research, you will be responsible for attending all study visits. The study 
visits are spread across 4 periods which are summarized below: 

 
1. Screening – You will undergo a number of medical checks to see if you are suitable for the study 

at the Assessment Center  
2. Pre-Surgery – if you are suitable for the study, the surgeon and team at the Surgical Center will 

check if you are well enough to undergo the surgical procedure 
3. Treatment/Surgery – you will have the surgery and be monitored to ensure you recover well 
4. Assessment Center Follow-up –you will return to the Assessment Center to assess your progress 

and the safety of the study drug.  
 
The table below tells you a bit more about the study assessments and Table 2 shows you how the study 
is organized and what tests will be performed at each visit.  
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Test / Procedure 
 

Description: Why the test or procedure is being done 

Informed Consent 

This form makes sure that you understand why this study is being done, what will 
happen to and be expected from you if you agree to take part and how your safety, 
rights and well-being are being protected if you decide to participate.  
 
You will need to complete a short comprehension assessment to make sure you 
understand the risks and requirements of the study. You will have up to 2 attempts 
to answer these questions; all questions must be answered correctly to be able to 
participate in the study.  
 
You will also be asked to sign an additional consent form(s) at the Surgical Center 
prior to your surgery to confirm you wish to continue participating. 
 
If you are unable to complete this form due to a weakness of a writing arm, with 
your approval, someone else can confirm your consent in writing. 

 

For Women:  
If you are a female of child-bearing potential or if your last menstrual period has 
been within 2 years of participation, you will undergo blood and/or urine 
pregnancy tests. About 1 teaspoon (5mL) of blood will be drawn for the pregnancy 
test, each time it is completed. The pregnancy test must be negative to allow you 
to have the surgery.  
 
If you are pregnant, planning a pregnancy or breastfeeding, you will not be able to 
participate in the study.  
 
If you enter the study and have the surgery you must agree to use a minimum of 
two forms of reliable contraception for at least 6 months after your surgery. If you 
are unsure whether your current method(s) are acceptable, please discuss with 
your study doctor. Examples of two acceptable methods are:  

• Approved oral contraceptive and condoms 
• Intra-uterine device (IUD) and condoms 
• Diaphragm with spermicide and condoms 

 
Contraceptive methods sold for emergency use after unprotected sex are not 
acceptable methods.  Please discuss with your doctor if you have any questions.  
 
If you become pregnant during the study, or if you think there is any chance you 
could be pregnant (even if you have had a recent negative pregnancy test), you 
must inform your study doctor immediately. You will be asked to sign a form to 
allow the study doctor to follow your pregnancy.  
 
For Men: 
If you enter the study and have a partner who is a female of childbearing potential, 
you must be willing to use a reliable method of contraception (as described above) 
for at least 6 months after your surgery.  
 
If you or your partner becomes pregnant after you have the surgery, you must tell 
the study doctor as soon as possible. We will ask you or your partner to sign a 
form that will allow the study doctor to follow up on the pregnancy.  
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Test / Procedure 
 

Description: Why the test or procedure is being done 

Medical History 

Your past medical history will be used to confirm the date and type of your 
previous stroke and to gather information regarding your age, sex, race, ethnicity 
and other relevant medical history, including medications and supplements that 
you have taken. 

Physical Examination This will be performed to assess our overall health status.  

Magnetic Resonance 
Imaging (MRI) Scan 

An MRI machine will take images of your brain using strong magnets and radio 
waves (no radiation). Some of the MRI scans may involve injecting gad 
(gadolinium) contrast media into your vein to help make the images clearer. 
 
If, during the course of the study, you can no longer undergo MRI scan for any 
reason, you will need to complete a CT scan(s) instead. 

Computerized 
Tomography  
(CT) Scan 

A CT machine will take detailed images of your brain using x-rays (low levels of 
radiation). This scan may be done instead of, or as well as, an MRI scan at visit 4 

Vital Signs Your blood pressure, heart rate and temperature will be checked. 

Hospital Admission You will be admitted to the Surgical Center before your surgery, as per the site’s 
local practice. 

General Anesthetic  This is medication given to you just before surgery and is used to send you to 
sleep, so that you do not move or feel pain while the surgery is carried out.  

Burr Hole Surgery 

One or more holes will be drilled into the skull. This hole(s) will allow the drug to 
be injected into the brain if you are assigned to the ‘active’ group, but a hole will 
be drilled for everyone whether they receive the study drug or not. After the 
surgery, the surgeon will fix a cover over the hole(s). The cover is a man-made 
cover of plastic or metal that allows the bone to grow over and through the holes 
in the skull. Your scalp and hair will be closed over the cover, which will remain 
on your skull forever.  

In-Patient 
Observation 

You will remain in the Surgical Center for 6 to 24 hours after your surgery unless 
the surgeon has any concern about your recovery following the surgery (in which 
case you may be kept in hospital longer). During this time, your vital signs will be 
checked on a regular basis.  

Hospital Discharge You will be discharged from the Surgical Center after you are checked and 
considered well enough to leave. 

Electrocardiogram 
(ECG) 

An ECG uses sticky pads placed in various places on your body to take a tracing 
of the electrical activity of the heart. You may need to have some hair shaved from 
these areas to make sure the sticky pads stick properly. 

Blood Sample 
Collection 

Blood will be taken at approximately 5 time points during the study, where a total 
of approximately 100mL/20 teaspoons of blood will be drawn over the 1-year 
duration. This will include several types of blood tests, which include: 

• routine blood count and chemistry tests to assess your general health (2 
teaspoons/10mL of blood drawn per sample)  

• antibody tests to see if your body may have an immune response to the 
study drug (3.5 teaspoon/17mL of blood drawn per sample) 

• future research samples where a sample of blood will be collected and sent 
to a secure location for storage (1 teaspoon/5mL of blood drawn per 
sample). These samples will be used to test for naturally occurring 
molecules or characteristics that could be linked to stroke and stroke 
damage once the study has been completed.  

No genetic testing will occur on your blood samples. 
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Test / Procedure 
 

Description: Why the test or procedure is being done 

Note: If you have a positive antibody test before surgery, you will not be able to 
participate in the study. If you develop an antibody response after surgery, you 
will be monitored and any symptoms will be treated with conventional 
medications.  

Urine Sample 
Collection 

These samples will be tested to assess your general health, if you are women this 
may also include a pregnancy test. 

Physical Therapy 
Assessment and 
Assignment 

A hand and arm exercise program will be assigned to you to try and help improve 
the remaining function in the affected side. The program is 12 weeks long and 
involves daily exercises and recording your progression in a daily diary, which 
will be assessed with you weekly by telephone.  

National Institutes of 
Health Stroke Scale 
(NIHSS) 

This assessment involves a short physical examination that is used to assess the 
range of neurological problems caused by your stroke. It aims to assess your 
speech, vision, eye movement, limb strength, coordination and feeling.  

Chedoke Arm & 
Hand Activity 
Inventory (CAHAI) 

This assessment looks at your ability to use the arm and hand affected by your 
stroke in everyday tasks such as pouring a glass of water or opening a jar.  

Fugl-Meyer 
Assessment (FMA) 

This assessment looks at factors affecting recovery of your affected arm, and in 
particular, movements involving the hand and wrist.  

Modified Rankin 
Scale (mRS) 

This assessment measures the degree of disability or dependence in daily activities 
of people who have suffered a stroke. This assessment will be video recorded at 
particular study visits. The recordings will include your face and will be sent to 
another person working on this clinical study to ensure consistent scoring across 
everyone who is taking part in the study.  

Barthel Index (BI) This assessment involves questions about your ability to manage specific day-to-
day tasks such as feeding, bathing, toilet use, dressing and using stairs.  

Timed Up & Go 
(TUG) Test 

This assessment tests your mobility and balance by measuring the time it takes to 
rise from a chair, walk three meters (approximately 10 feet), turn around, walk 
back to the chair and sit down.  

Subject Assessment of 
Masking 

This assessment involves asking you whether or not you believe you received the 
study drug.  

Subject Global 
Rating of Change 

This is a questionnaire that asks you to describe any changes in your symptoms by 
rating on a 7-point scale. 

Quality of Life 
Questionnaires  
(aSIS & EQ-5D) 

These are surveys that ask questions about your quality of life and general health.   

Cognitive Tests These assessments involve tasks related to thinking (e.g. reasoning, perception, 
memory, verbal and mathematical ability, and problem solving).   

Medications and 
Procedures Check 

You will be asked to confirm any medications you are currently taking, or have 
taken, including therapies that do not need a prescription. Some medications are 
not allowed to be used during this study, and your study doctor will discuss these 
restrictions with you. You will also be asked what medical procedures you have 
had, or that you may have scheduled for the future.  

Assessment of 
General Health 

You will be asked if you have felt unwell or had any health issues since your last 
study visit. 
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Table 2 - Study Visits with Procedures 

 
Screening Pre-

Surgery Treatment/Surgery Clinic Follow-Up 

Visit ID 1 21 3 4 5 6 7 8 9 10 11 ET/ Withdrawal 

Timing   Day -1 Day 0 Day 0 or 
1 1 Week 4 

Weeks 3 Months 6 Months 9 Months 1 Year  

Informed Consent X  X X2         
Pregnancy Test  X X          
Medical History X            
Physical Examination X          X X 
MRI Scan X3  X4 X5  X  X X  X  
CT Scan  X6  X7 X7 X        
Vital Signs  X  X X    X  X X 

Hospital Admission    X8 
(optional) X8         

General Anesthetic    X         
Burr Hole Surgery    X         
In-Patient Observation     X X        
Hospital Discharge    X9 X9        
ECG  X X   X     X X 
Blood Sample Collection  X X   X X  X  X X 
Urine Sample Collection  X     X      
PT Program Assessment/Assignment10  X11    X X X     

Stroke Scales 

NIHSS  X        X  X X 
CAHAI X      X X X  X X 
FMA X        X  X X 
mRS X X     X X X X X X 
BI  X     X  X  X X 
TUG  X     X X X X X X 

Subject Assessment of Masking      X X  X    
Subject Global Rating of Change        X X  X  
Quality of Life Questionnaires  X X       X  X  
Cognitive Tests X X     X  X  X  
Medications and Procedures Check X X X X X X X X X X X X 
Assessment of general health X X X X X X X X X X X X 

 

1Visits 1 and 2 may be combined. Assessments will not be repeated if visits are 
combined. 
2If not obtained at visit 3. 
3A MRI or CT may be required at visit 1 as determined by your study team. 
4MRI will only be obtained if your last scan was greater than 6 months ago. 
5If an MRI is performed at visit 3, a second MRI may not be conducted at visit 4. 
6A MRI or CT may be required at visit 1 as determined by your study team. 
7A CT scan may be performed at visit 3 or visit 4 for the purpose of trajectory 
planning prior to your surgery. 
8You will be admitted to the hospital at visit 3 or visit 4. 
 

9Hospital discharge may occur at visit 4 or visit 5. If discharge occurs at visit 4, it 
will occur a minimum of 4-6 hours after your surgery. 
10You will be contacted via telephone each week to discuss your progress with the 
physical therapy program and to make any adjustments to the program if required. 
11A PT exercise program will be assigned at visit 2 and you will be trained; 
however, you will not begin the program at this visit. 
12mRS at Visits 2, 8, 9 and 11 will be video-recorded for central review
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Study Visits  
*Please Note:  Visits 1 and Visit 2 may be combined (assessments will not be performed twice if 
visits are combined) 
 
Screening – Visit 1 (Assessment Center) 

• Review & Sign Assessment Consent (this informed consent form) 
• Complete a short comprehension assessment 
• Medical history 
• Physical examination 
• Stroke scales – NIHSS, CAHAI, FMA and mRS 
• Medications and procedures check 
• MRI or CT scan to confirm your stroke  

o (if a report is not available, or your prior scan/report is not able to be used to confirm 
suitability for surgery)  

• Assessment of general health 
 

Screening – Visit 2 (Assessment Center) 
 May occur within 30days of Visit 1, but no more than 21 days prior to surgery 

• Pregnancy test (blood) 
• Medical history 
• Vital signs 
• Blood & Urine sample collection 
• Physical therapy assessment and assignment 
• ECG 
• Stroke scales – mRS (video recorded), BI and TUG 
• Quality of life questionnaires 
• Cognitive tests 
• Medications and procedures check 
• Assessment of general health 

 

If the results from the tests in Visits 1 and 2 allow you to enter the study, you will then be 
randomized to either the study drug group or the placebo group. Neither you nor your doctor will 

know group you are in until the end of the study. 
 

If the results do not allow you to enter the study, your participation will end at this time point. 
 
Visits at the Surgical Center – Visits 3-4-5  

• Pre-Surgery – Visit 3 (Surgical Center) – Days 1-10 Pre Surgery 
o Review & sign an additional consent form(s) (may be signed just prior to surgery) 
o Hospital Admission (may occur the day prior to surgery or the day of surgery) 
o MRI/CT Scan (may be performed at visit 4) 
o ECG 
o Blood and Urine (Pregnancy) Sample Collection 
o Medications and procedures check 
o Assessment of general health 

• Day of Surgery – Visit 4 (Surgical Center) 
o Review & sign an additional consent form(s) (if not completed at Pre-Surgery Visit/V3) 
o Hospital Admission (if not completed at Pre-Surgery Visit/V3) 
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o MRI/CT Scan (if not completed at Pre-Surgery Visit/V3) 
o Vitals Assessment 
o General Anesthetic Administration 
o Burr Hole Surgery 

 If you are assigned to the ‘active’ group, the hole will go all the way through your 
skull, and less than a 10th of a teaspoon of study drug will be given in a series of 
small injections into your brain 

 If you are assigned to the ‘placebo’ group, the hole will go only part of the way 
through your skull, and you will not receive any injections into your brain  

o In patient Observation  
o Hospital Discharge (may occur may occur 4-6 hours after surgery or per local site 

standard of care) 
o Medications and procedures check  
o Assessment of general health 

• Post-Treatment – Visit 5 (Surgical Center) – Day 1 Post Surgery 
o Vitals Assessment 
o Observation 
o CT Scan 
o Hospital Discharge (if not discharged on the day of Surgery) 
o Medications and procedures check 
o Assessment of general health 

 
Clinic Follow-up – Visit 6 (Assessment Center) – Week 1 

• ECG 
• Blood sample collection 
• Physical therapy program started 

o Refresher training will be given to you at this visit and any adjustments to the program 
assigned to you at the Screening visit will be made. 

o The exercise program should be completed at home each day for 12 weeks 
• MRI  
• Subject assessment of masking 
• Medications and procedures check 
• Assessment of general health 

 

 
Telephone Contacts (Weekly during your physical therapy) 

• You will be contacted by phone each week by someone at the Assessment Center to discuss your 
physical therapy program progress and to make any adjustments to the program if required. 

• If you are experiencing pain during your physical therapy exercises, you should not wait for 
these weekly calls, but contact the Assessment Center as soon as possible 

 
Clinic Follow-up – Visit 7 (Assessment Center) – Month 1 

• Blood & Urine sample collection 
• Physical therapy program check (and adjustment if required) 
• Stroke scales – CAHAI, mRS, BI and TUG 
• Subject assessment of masking  
• Cognitive tests 
• Medications and procedures check 
• Assessment of general health 
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Clinic Follow-up – Visit 8 (Assessment Center) – Month 3 

• MRI scan 
• Physical therapy program check (and adjustment if required) 
• Stroke scales – CAHAI, mRS (video recorded) and TUG 
• Subject global rating of change 
• Medications and procedures check 
• Assessment of general health 
 

Clinic Follow-up – Visit 9 (Assessment Center) – Month 6 
• MRI scan 
• Vital signs 
• Blood sample collection 
• Stroke scales – NIHSS, CAHAI, FMA, mRS (video recorded), BI and TUG 
• Subject assessment of masking 
• Subject global rating of change 
• Quality of life questionnaires 
• Cognitive tests 
• Medications and procedures check 
• Assessment of general health 

 
Clinic Follow-up – Visit 10 (Assessment Center) – Month 9 

• Stroke scales – mRS and TUG 
• Medications and procedures check 
• Assessment of general health 

 
Clinic Follow-up – Visit 11 (Assessment Center) – Year 1 

• Physical examination 
• MRI scan 
• Vital signs 
• ECG 
• Blood sample collection 
• Stroke scales – NIHSS, CAHAI, FMA, mRS (video recorded), BI and TUG 
• Subject global rating of change 
• Quality of life questionnaires 
• Cognitive tests 
• Medications and procedures check 
• Assessment of general health 

 
Early Termination (ET) or Withdrawal Visit (Assessment Center) 

• Vital signs 
• Physical examination 
• Blood sample collection 
• ECG 
• Stroke scales – NIHSS, CAHAI, FMA, mRS (video recorded), BI and TUG 
• Medications and procedures check 
• Assessment of general health 
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What are the possible risks or discomforts?  
Side effects of study drug or surgical procedure seen in earlier studies 

Previous clinical studies have treated 34 subjects. The table below shows a list of side effects 
which were seen in these previous studies which the study doctor thought may have been caused by the 
study drug or by the surgical procedure used to inject the study drug.  
 
Severity definitions:  

Mild - is easily tolerated and causes minimal discomfort.  
Moderate - intensity is sufficiently discomforting to interfere with normal daily activity.  
Severe - incapacitating and/or prevents normal daily activities. 
 

Type of disorder Side effect Severity 
 General Walking difficulties Moderate 
 Fever Mild 
Infections Sepsis (Blood Infection) Moderate 
 Cyst Mild 
Procedural Complications Infusion site bleeding Mild 

 

Blood under the surface of the skull Mild 
Wound complication  Mild 
Wound infection Mild 
Low blood pressure Moderate 
Air in skull Mild 
Pain at surgery site Mild 

Gastrointestinal disorders Nausea or vomiting Moderate 
 Constipation Mild 
Investigations or tests Abnormalities on MRI scan Moderate 
Cardiovascular disorders Slow heart rate Moderate 
Eye disorders Conjunctival bleeding Moderate 
Musculoskeletal disorders Neck pain Mild 
 Back pain Mild 
Respiratory disorders Narrowing of the windpipe Moderate 
Nervous System Muscle contractions or tightness Mild 

 

Headache or migraine Moderate 
Speech difficulties Moderate 
Tingling or numbness in extremities Mild 
Seizures or epilepsy Severe 
Further small stroke Mild 

 
Other possible side effects not yet seen in previous studies 
There are other possible side effects that may be related to the study drug or the surgical procedure that 
have not been seen in previous clinical studies but could still occur. These are described below. 
 
Study Drug Related Risks: 

Allergic Reactions 
As with all new investigational research drugs, an immune response (allergic reaction) is 
possible. Following injection of the study drug, you will be monitored closely for any signs of an 
allergic response to the study drug or any medication used during surgery. If you develop an 
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allergic response, you will be monitored and your study doctor will ensure that any symptoms 
are treated with conventional medications.  

 
Chance of tumors 
The study drug is made up of living stem cells and there is a theoretical risk of tumor formation 
with any cell based therapy. However, the animal safety testing and clinical studies performed to 
date have not shown such a risk with CTX0E03 DP. Although the chance of tumor formation 
cannot be completely excluded, your study doctor will monitor you for any potential signs and 
symptoms throughout the study.  Furthermore, you will be asked to participate in a 14-year long-
term safety follow up study at a later date.  

 
Procedure-Related Risks 

The following risks associated with the surgical procedure, including the general anesthetic, may 
possibly occur during or after surgery.  

• infection at the site of the head surgery wound 
• visual problems 
• reduced ability to move your arms and legs 
• reduction in consciousness 
• bleeding into the brain 
• blood clots in your legs or lungs 
• chest infection 
• heart attack 
• infection of the brain  

 
Other complications, including death, are possible with any surgical procedure. However, you 
will be assessed by a doctor specializing in general anesthesia for brain operations who will 
ensure that all necessary assessments have been carried out to make sure that you are fit for a 
general anesthetic and surgery. You will also be monitored carefully throughout your surgery 
and afterwards and if any of these possible side effects of the procedure occur, your study doctor 
will ensure that you receive appropriate treatment.  
 
To avoid a chance of bleeding during and after surgery, it is necessary to temporarily stop 
treatment with antiplatelet/anti-coagulant or blood-thinning medications that you may be taking 
(such as aspirin, clopidogrel or warfarin) for a few days before and after your scheduled surgery. 
The risk of stopping these medications is extremely small when done for a short period (usually 
less than 8 days in total). The study doctors will advise you if and when you need to stop taking 
certain medications and when you can resume taking these medications. 
 

Risk to an Unborn Child/Breastfeeding  
For Women:  

The effects of this study drug on pregnant women, on unborn babies and on breast milk are 
unknown and currently unforeseeable. Pregnant women must therefore not take part in this study. If you 
become pregnant you must inform the study doctor immediately. 
For Men 

Your participation in this research may damage your sperm, which could cause harm to a child 
that you may father while on this study. Such harm may be currently unforeseeable. If you do make your 
partner pregnant, you must inform the study doctor immediately. 
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Other Possible Risks Associated with Study Participation 
Blood Draw   
Risks associated with drawing blood include momentary discomfort and/or bruising. Infection, 
excess bleeding, clotting, or fainting are also possible. All of these risks are easily treatable.   

 
Electrocardiogram (ECG) 
ECG testing itself is harmless, however the sticky pads used to connect the electrodes patches to 
your skin may cause some side effects like redness and itching of the skin. If the skin under the 
electrode patches needs to be shaved, reactions to shaving could also occur. You may experience 
minor discomfort (tugging of the skin) during removal of the patches. 

 
MRI Risks 
An MRI machine uses a magnet and radio waves to make pictures of the inside of you head 
and/or body. MRIs do not use radiation. There is currently no evidence of any health risks from 
MRI scans. However, the magnet could attract certain kinds of metal that may cause injury to 
you and you may experience minor feelings of discomfort due to the small space in which you 
have to lie for the MRI scan (for up to 30 minutes), there is also a loud buzzing noise which 
occurs during the scan.We will ask you about metal within your body (this includes certain dyes 
used in tattoos and body piercings). If there is any question about potentially hazardous metal 
within the body, you will not be able to have an MRI. If it is known you cannot have MRI scans 
before your surgery, you will not be able to enter the study. If during the study you can no longer 
receive MRI scans, you will have CT scans instead.  
 
Some of the MRI scans completed in the study will also require something called a contrast 
agent to be injected into your body. This allows certain areas of the brain to be seen better by the 
study doctor. The contrast contains a substance called gadolinium. A rare but serious reaction 
called nephrogenic systemic fibrosis (NSF) has been observed in patients that received a 
gadolinium-based contrast material. NSF may cause skin thickening, joint pain and/or swelling. 
In rare cases NSF can lead to lung and heart problems and cause death. To minimize the 
likelihood that you will be affected, you will have a blood test to measure your kidney function. 
If your blood test is abnormal, you will not be permitted to receive gadolinium. 

 
Flying Objects: The known risks associated with this study are minimal. Implanted medical 
devices and metallic foreign fragments inside your body may pose a risk if you were to enter the 
MRI magnet room. Therefore, questions regarding medical and work history will be asked prior 
to your exam. The greatest risk is a magnetic object flying through the air toward the magnet and 
hitting you. To reduce this risk, we require that all people involved with the study remove all 
magnetic metal from their clothing and all magnetic metal objects from their pockets. No 
magnetic metal objects are allowed to be brought into the magnet room at any time except by 
approved personnel. In addition, once you are in the magnet, the door to the room will be closed 
so that no one inadvertently walks into the room. 

 
Magnetic Fields Health Risks Statement: There is no known health risk associated with exposure 
to magnetic fields during an MRI. There are minimal risks from the loud noise associated with 
the MRI scanner and from the discomfort of lying on a hard surface. We shall provide you with 
protective earplugs as necessary and make every attempt to ensure your comfort with blankets, 
etc. during your time in the scanner. 
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Incidental Findings Clause: This MRI is not a clinical scan. It is possible that during the course 
of the research study, the research staff may notice an unexpected finding(s). Should this occur, 
the finding(s) will be considered by the appropriate personnel and the PI will inform you if 
necessary. These possible finding(s) may or may not be significant and may lead to anxiety about 
your condition and to further work-up by your physician. 

 
IV Contrast Risks: Part of your MRI study will require the injection of a gadolinium contrast 
agent into your blood stream. There is a rare possibility that you could have an adverse allergic 
reaction to the contrast agent such as rash, hives, itching, mild headache and nausea. However, 
some allergic reactions can be severe and potentially fatal. You may also experience some minor 
discomfort and low risk of bleeding, infection and bruising associated with Intravenous catheter 
placement.  There is a risk of kidney injury, which is rare. The risk is low unless you have kidney 
disease. Notify the study doctors if you have any kidney problems.  

 
Retention: Traces of gadolinium may remain in the body long-term after contrast administration. 
This risk increases with the number of administrations, but reviews to date have not identified 
adverse health effects from gadolinium retained in the brain or bodily tissues after MRI 
(Gadolinium agents administered in this study are thought to minimize or eliminate this risk). If 
you would like more information, please go to this link 
https://www.fda.gov/Drugs/DrugSafety/ucm589213.htm or ask the study team for more 
information. 

 
Pregnancy: Gadolinium-based IV contrast agents are not approved in pregnant women and 
therefore pregnant women will be excluded from this trial. 

 
Incidental Findings Clause: It is possible that during the course of the research study, the 
research staff may notice an unexpected finding(s). Should this occur, the finding(s) will be 
considered by the appropriate personnel and the PI will inform you if necessary. These possible 
finding(s) may or may not be significant and may lead to anxiety about your condition and to 
further work-up by your physician. 

 
Risks of Radiation Exposure 
This research study may involve exposure to radiation from a CT scan.  Therefore, you may 
receive a radiation dose.  This radiation dose would not be necessary for your medical care and 
would occur only as a result of your participation in the study.  At doses much higher than you 
would receive, radiation is known to increase the risk of developing cancer after many years.  At 
the doses you would receive, it is very likely that you would see no effects at all. 

 
Other Unknown Risks 

There may be other risks, discomforts, drug interactions or side effects that are not yet known. 
Also, the risks or discomforts described may occur more often or be more severe than has been seen 
before.  Your study doctor will monitor you throughout the study and will treat any side effects you 
experience. It is important that you inform your study doctor immediately if you experience any 
symptoms that cause you concern, even if you have withdrawn from the study. Your study doctor will 
discuss your symptoms in detail, as well as treatments if any are known, that can be provided to help 
you. You and your study doctor will also discuss whether or not you should continue to participate in the 
study, if applicable. 
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Study Restrictions & Drug Interactions: 
• For your safety, you must tell the study team about all the prescription and other drugs, herbal 

products, over-the counter (OTC) drugs, vitamins and natural remedies that you are taking before 
you start the study, and before starting to take any of these products while you are participating 
in the study.  

• Some medications commonly used by people who have had strokes have some special 
limitations for use while in the study. You will be asked about these medications and given 
special instructions for using them by the study team. It is important that you follow these 
instructions for your safety: 

o Oral antispasticity medications (e.g. Baclofen, Tizanidine), Selective Serotonin Reuptake 
Inhibitors (SSRI) medication (e.g. Prozac), Demethylating medication (e.g. azacitidine) 
and botulinum toxin, phenol or injectable antispasticity medications 

 
What if new information becomes available about the study? 

During the course of this study, we may find more information that could be important to you.  
This includes information that, once learned, might cause you to change your mind about being in the 
study.  We will notify you as soon as possible if such information becomes available. 

 
What are the possible benefits of the study?  

This study is a research study. If you agree to take part in this study, it is not known if injection 
of study drug will have any beneficial effects. As a participant in this study, your condition may 
improve, stay the same, or worsen. If you receive CTX0E03 DP and it is effective for you, your 
symptoms of disability may improve while you take part in this study.  We hope that information from 
this study may benefit other people who have had disability as a result of an ischemic stroke in the 
future. The knowledge obtained from this research may help health care professionals to better treat 
other patients undergoing treatment for a condition similar to yours. 

 
What other choices do I have if I do not participate?  

You may discuss with the study doctor any other options available to you, including non-
participation in this study.  If you choose not to participate in this research, your study doctor will 
discuss other options with you, and their risks and benefits, which may include alternative physiotherapy 
options, based on your insurer. If you decide not to take part in this study, it will not affect your future 
treatment. 

 
Will I be paid for being in this study? 

You will be paid $50.00 after completion of each assessment center visits (8 visits). Payment 
will occur as each visit is completed. In total, if all visits are completed, you will receive a total of 
$400.00 for your participation in this study. All costs related to your travel to the Assessment Center and 
Surgical Center and back home, meals and any overnight hotel stays will be paid for you and, if 
necessary, your caregiver. Assistance with travel may be arranged if you need to travel long distances to 
get to the Assessment Center or the Surgical Center. Costs for meals and any travel changes will be paid 
by you and reimbursed by the sponsor and/or designees. 
 
Greenphire ClinCard Reimbursement Program:   

Greenphire is a company working together with the University of Pennsylvania to manage your 
compensation. You will be issued a Greenphire ClinCard, which works like a debit card.  When your 
participation is complete, 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 
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your participation.  In order for Greenphire to be able to reimburse you via the ClinCard, Greenphire 
needs to collect certain information about you from your study doctor, including your name, address and 
date of birth.  
 

All information about you is stored in a secure fashion and is deleted from Greenphire’s system 
once the study has been completed.  Your information will not be shared with any third parties 
(including the study sponsor) and will be kept completely confidential. By signing this consent form, 
you consent to providing all the before mentioned personal information that is needed to set up 
payments. You agree that the information you provide is used by Greenphire to perform reimbursement 
payments to you.  By registering with the ClinCard system and using the ClinCard, you consent to 
participate in the ClinCard program. 
 
Please note: In order to be compensated for your participation in this study, you must provide your 
Social Security Number. Additionally, please note that the University of Pennsylvania is required to 
report to the IRS any cumulative payments for participation in research studies that exceed a total of 
$600 in a calendar year. 
 
Will I have to pay for anything? 

There are no costs to you for being in this study. You will not have to pay to participate in the 
study and undergo the tests and procedures described. While you are in the study, you may still need to 
get regular medical care. You (and/or your health insurance) will still have to pay for the costs of your 
regular medical care that are not a part of this study. You may talk to the study staff and your insurance 
company about what is covered.  
 
Will I receive the results of research testing?  
 None of the tests or procedures required as a part of this research study will be included in your 
electronic medical record within the University of Pennsylvania Health System. Any results of tests or 
procedures involving the use of investigational devices or that would result in a break of the study 
treatment blind, will not be released to study participants until the study has officially completed and 
results have been published.  
 
What happens if I am injured from being in the study?  

If you have private health insurance, please check with your insurance company before agreeing 
to take part in this study. You should do this to ensure that participation will not affect your health 
insurance. If you need assistance with this, please let us know.  
  

If you have a medical emergency during your participation on this study, we will offer you the 
care needed to treat injuries directly resulting from taking part in this research.  We may bill your 
insurance company or other third parties, if appropriate, for the costs of the care you get for the injury. 
You should contact the Principal Investigator or Emergency contact listed on page one of this form as 
soon as possible. You may also contact your own doctor, or seek treatment outside of the University of 
Pennsylvania.  Be sure to tell the doctor or his/her staff that you are in a research study being conducted 
at the University of Pennsylvania.  
  

In the event of a bodily injury or illness directly resulting from the use of the study drug in 
accordance with the study protocol or any properly performed study procedures required for this study, 
ReNeuron will cover the cost of all reasonable, unreimbursed, and necessary medical expenses to treat 
this injury or illness. ReNeuron will not reimburse for injuries unrelated to the procedures required for 
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this study or which are a result of your underlying disease or any pre-existing medical conditions. If you 
have an illness or injury during this research trial that is not directly related to your participation in this 
study, you and/or your insurance will be responsible for the cost of the medical care of that illness or 
injury.    
  

You may receive bills for injuries/illnesses that occur during your participation in this study. If 
you have questions about these bills and whether or not they are covered by the research study, please 
bring copies of these bills to a member of the study team and they will be able to answer your questions. 
  

There are no plans for the University of Pennsylvania or the Sponsor to pay you or give you 
other compensation for the injury.  You will not lose any of your legal rights when you sign this form. 
For questions about the study or research-related injury, please contact the study doctor using the contact 
details on page 1 of this form. 

 
When is the Study over?  Can I leave the Study before it ends? 

This study is expected to end after all participants have completed all visits, and all information 
has been collected.  This study may also be stopped at any time by your physician, the study Sponsor, or 
the Food and Drug Administration (FDA) without your consent because: 

• The Primary Investigator feels it is necessary for your health or safety.  Such an action would not 
require your consent, but you will be informed if and why such a decision has been made. 

• You have not followed study instructions.  
• It is discovered you do not meet the eligibility requirements 
• The Sponsor, the study Principal Investigator, or the Food and Drug Administration (FDA) has 

decided to stop the study. 
 
Your participation in the study is voluntary. Your participation in this study will last about 1 

year. If you decide to participate, you are free to leave the study at any time without penalty or loss of 
any benefits to which you are entitled. Withdrawal will not interfere with your future care. You may 
choose not to be in the study or, if you agree to be in the study, you may withdraw from the study at any 
time. However, if you decide to stop participating in the study, we encourage you to talk to your doctor 
first. If you decide to stop participating in the study before you complete Visit 11, you will be asked to 
have a final visit, the early termination (ET)/withdrawal visit. 

 
If you withdraw from the study, no new data about you will be collected for study purposes 

unless the data concerns an adverse event (a side effect) related to the study. All data that have already 
been collected for study purposes, and any new information about an adverse events related to the study, 
will be sent to the study Sponsor. Your decision not to participate or to withdraw from the study will not 
involve any penalty or loss of benefits to which you are otherwise entitled, and will not affect your 
access to health care at the study site.   

 
We will tell you about new information that may affect your health. The study doctor can choose 

to discontinue your participation in the study at any time and for any reason. These reason will be 
discussed with you to ensure you understand why you can no longer participate. The most likely reason 
for discontinuing your participation will be for your safety. The Sponsor or regulatory agencies (such as, 
the FDA) may stop this study at any time without your consent. If this happens, you will be notified and 
your study doctor will discuss other options with you.  
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What may happen to my information and samples collected on this study?  
Your samples may be used to create products, including some that may be sold and/or make 

money for others. If this happens, there are no plans to tell you, or to pay you, or to give any 
compensation to you or your family. Whole genome sequencing will not be conducted on your samples. 
Whole genome sequencing involves analyzing your entire personal genetic code. 
 
Future Research 

Some of the blood being collected at visits 2, 7, and 9 will be stored by the Sponsor in a secure 
location for future research use to better understand stroke and stroke injury.  
 

There is a risk of breach of confidentiality (unintentional release of your information). We will 
do our best to make sure that this doesn’t happen. However, we cannot guarantee total privacy. Samples 
will be stored at the study central laboratory and labeled with your study ID. Your samples may be 
stored and used for future research purposes for an indefinite amount of time. Samples may be destroyed 
upon your request. You should inform your study doctor of such a request and the study doctor can 
inform the study sponsor, who will ensure the samples are destroyed.  
 

Samples will not be shared with other researchers/entities; however, anonymized results may be 
published. You will not be told of any future research that may use your samples or the results of that 
research.  This can be done without again seeking your consent in the future, as permitted by law. It is 
possible that you may have chosen not to participate in these future research studies, had you been 
approached for participation.  Sometimes future research can lead to discoveries that can be used for 
profit, but you will not share in any profits that may result from research done with your samples. 
 

You will likely not directly benefit from future research with your samples. Research with your 
identifiable samples may help others by improving our understanding of health and disease, improving 
health care and making safer or more effective medical therapies, and developing new scientific 
knowledge. 

 
What information about me may be collected, used or shared with others?   

• Name, address, telephone number, date of birth 
• Social Security number (for travel reimbursement purposes) 
• Personal and family medical history  
• Medical record number 
• Electronic mail address 
• Results from physical examinations, tests or procedures, including videotaped assessments 

 
Why is my information being used? 

Your information is used by the research team to contact you during the study. Your information 
and results of tests and procedures are used to: 

• do the research 
• oversee the research 
• to see if the research was done properly 
• to evaluate and manage research functions 
• to obtain marketing approval for new products resulting from this research   
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Who may use and share information about me?   
The following individuals may use or share your information for this research study: 

• The investigator for the study and the study team  
• Other authorized personnel at Penn, including offices that support research operations 
• Other research personnel with access to the databases for research and/or study coordination 

and as otherwise approved by the IRB. 
 
Who, outside of the School of Medicine, might receive my information?  

• Those working under the direction of the investigator for the study, (e.g. under subcontracts). 
• All research centers participating in the study, even if they are not part of the School of Medicine 
• The funding sponsor (ReNeuron, Ltd) and organizations supporting the sponsor and/or its 

representative including Duke Clinical Research Institute (DCRI).   
Oversight organizations: 

• The Food and Drug Administration 
• UK Medicines and Healthcare Products 
• The Office of Human Research Protections 
• The study data and safety monitoring board 

 
Once your personal health information is disclosed to others outside of the School of Medicine, it 

may no longer be covered by federal privacy protection regulations. The Principal Investigator or study 
staff will inform you if there are any additions to the list above during your active participation in the 
trial. Any additions will be subject to University of Pennsylvania procedures developed to protect your 
privacy.  
 
How will my personal information be protected during the study? 

The study doctor will provide information about your treatment to the Sponsor (ReNeuron, Ltd)) 
and/or its representatives, including Duke Clinical Research Institute (DCRI).  You have the right to 
privacy, and all information obtained in this study that can identify you individually will remain 
confidential to the extent possible within the state and federal laws. We will try to keep your identity and 
other information collected in this study confidential. The information we collect from you and your 
medical records in this study will be sent to the Sponsor’s representative in the United States, the Duke 
Clinical Research Institute (DCRI), for processing and analysis. Study records that identify you will be 
kept confidential as required by law. U.S. Federal Privacy Regulations and the EU Data Privacy 
Directives provide safeguards for privacy, security, and authorized access to your personal information.   
There may be some exceptions when the law requires disclosure.  Representatives of the University of 
Pennsylvania School of Medicine and/or the Food and Drug Administration, or other regulatory 
agencies outside the University of Pennsylvania School of Medicine may ask to review the data 
collected from this study.  These groups can have access to your name and medical records. 

 
You will not be identified by name, social security number, address, telephone number, or any 

other direct personal identifier in study records disclosed outside of the study site except where required 
by law or for your care. For records disclosed outside of the study site, you will be identified by a unique 
code number/identifier. Information on the code will be kept secure and is safely stored with access 
limited to research study personnel. For the video recorded mRS assessments that are sent outside of the 
study site, you will be identified by the same unique code number however, the evaluators who view the 
video will be able to see your face. These evaluators will be bound by the same terms of confidentiality 
as required by law.  
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Your research records that include all of the information and data collected about you will be 

kept by the Assessment Center for at least 2 years after the Sponsor receives regulatory approval for the 
study drug product and all study drug records will be kept for a minimum of 30 years after the expiry 
date of the product.  All the data created as part of this study will be retained indefinitely by the sponsor, 
their representatives (including the DCRI).  

 
While the information and data resulting from this study may be presented at scientific meetings 

or published in a scientific journal, your identity will not be revealed. Every effort will be made to 
protect your confidential information, but this cannot be guaranteed. Information from which you may 
be personally identified will be maintained in a confidential, secure location at the Assessment Center. 
This information will only be accessible to authorized members of the study team. The information will 
only be disclosed to third parties as described in this form, with your permission, or as may be required 
by law.  

 
A description of this clinical trial will be available on http://www.ClinicalTrials.gov, as required 

by U.S. Law.  This website will not include information that can identify you.  At most, the website will 
include a summary of the results.  You can search this website at any time.  

 
How long may the University of Pennsylvania School of Medicine use or disclose my 
personal health information?   

Your authorization for use of your personal health information for this specific study does not 
expire. Your information may be held in a research database.  However, the University of Pennsylvania 
School of Medicine may not re-use or re-disclose information collected in this study for a purpose other 
than this study unless: 

• You have given written authorization  
• The University of Pennsylvania’s Institutional Review Board grants permission 
• As permitted by law  

 
Can I change my mind about giving permission for use of my information? 

Yes. You may withdraw or take away your permission to use and disclose your health 
information at any time.  You do this by sending written notice to the investigator for the study.  If you 
withdraw your permission, you will not be able to stay in this study.  If you choose to withdraw your 
permission, information previously obtained may still be used as part of this research study. 
 
What if I decide not to give permission to use and give out my health information? 

Then you will not be able to be in this research study. You will be given a copy of this Research 
Subject HIPAA Authorization describing your confidentiality and privacy rights for this study.  
By signing this document, you are permitting the University of Pennsylvania School of Medicine to use 
and disclose personal health information collected about you for research purposes as described above. 
 
Electronic Medical Records and Research Results  

An Electronic Medical Record (EMR) is an electronic version of the record of your care within a 
health system. An EMR is simply a computerized version of a paper medical record.  A clinical trial 
management system (CTMS) is used to register your information as a participant in a study and to allow 
for your research data to be entered/stored for the purposes of data analysis and any other required 
activity for the purpose of the conduct of the research.  
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If you are receiving care or have received care within the University of Pennsylvania Health 
System (UPHS) (outpatient or inpatient) and are participating in a University of Pennsylvania research 
study, information related to your participation in the research (i.e. laboratory tests, imaging studies and 
clinical procedures) may be placed in your existing EMR maintained by UPHS. Information related to 
your participation in clinical research will also be contained in the CTMS. 
 

If you have never received care within UPHS and are participating in a University of 
Pennsylvania research study that uses UPHS services, an EMR will be created for you for the purpose of 
maintaining any information produced from your participation in this research study.  The creation of 
this EMR is required for your participation in this study. In order to create your EMR, the study team 
will need to obtain basic information about you that would be similar to the information you would 
provide the first time you visit a hospital or medical facility (i.e. your name, the name of your primary 
doctor, the type of insurance you have). Information related to your participation in the study (i.e. 
laboratory tests, imaging studies and clinical procedures) may be placed in this EMR. Once placed in 
your EMR or in the CTMS, your information may be accessible to appropriate UPHS workforce 
members that are not part of the research team.  Information within your EMR may also be shared with 
others who are determined by UPHS to be appropriate to have access to your EMR (e.g. Health 
Insurance Company, disability provider, etc.). 
 
Who can I call with questions, complaints or if I’m concerned about my rights as a 
research subject? 

If you have questions, concerns or complaints regarding your participation in this research study 
or if you have any questions about your rights as a research subject, you should speak with the Principal 
Investigator listed on page one of this form.  If a member of the research team cannot be reached or you 
want to talk to someone other than those working on the study, you may contact the Office of 
Regulatory Affairs with any question, concerns or complaints at the University of Pennsylvania by 
calling (215) 898-2614. 
 
 
Additional Blood Sample Collection:  

Please indicate a response of “Yes” or “No” to state whether you approve of the additional blood 
sample collection for future testing. Note that, while the research study is still going on, you can 
withdraw your consent for research on stored specimens at any time and the specimens will be 
discarded. Your refusal or withdrawal of consent for the storage of these samples will not affect your 
study participation since storage of leftover samples is not a requirement for the study. (Initial/Date 
below) 
 

_______________ Yes, I agree.   _____________ No, I do not agree. 
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Statement of Consent: 
To make sure that the requirements of this study are clear to you, the study team will ask you 

some questions about what you expect in the study. In order to be in the study, you will have to correctly 
answer these questions.  

When you sign this form, you are agreeing to take part in this research study. This means that you 
have read the consent form, your questions have been answered, and you have decided to volunteer.  Your 
signature also means that you are permitting the University of Pennsylvania to use your personal health 
information collected about you for research purposes within our institution. You are also allowing the 
University of Pennsylvania to disclose that personal health information to outside organizations or people 
involved with the operations of this study. A copy of this consent form will be given to you. 

 

  
 
Printed Name of Participant 
 
 
 
 
Signature of Participant                 Date   Time 
 
 
 
 
Name of Person Obtaining Consent 
 
 
 
 
Signature of Person Obtaining Consent     Date   Time 
 
 
Statement of the Witness (when applicable*) 
The information in the consent form was accurately explained to, and appeared to be understood by the 
participant. Informed consent was freely given. 
 
 
  
Printed Name of Impartial Witness  
 
 
  
Signature of Impartial Witness       Date 
 
*Impartial Witness: If the participant cannot physically sign, the signature of an Impartial Witness is 
needed.  An impartial witness is: 

• a person who is independent of the trial,  
• who cannot be unfairly influenced by people involved with the trial, 
• who attends the informed consent process, and  
• who reads the informed consent form and any other written information supplied to the 

participant. 
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Optional Statement of Consent for Autopsy: 
Should you die during the study observation period, do you give permission for an autopsy to be 
performed? This may help the sponsor determine the effect, if any, of the drug product on the brain. 
Tissue samples of the brain would be collected during the autopsy and sent to the sponsor for analysis.  

 
 YES, I do consent to an autopsy and my brain tissue to be analyzed 

 NO, I do not consent to an autopsy  

 
 
Printed Name of Participant 
 
 
 
 
Signature of Participant                 Date   Time 
 
 
 
 
Name of Person Obtaining Consent 
 
 
 
 
Signature of Person Obtaining Consent     Date   Time 
 
 
Statement of the Witness (when applicable*) 
The information in the consent form was accurately explained to, and appeared to be understood by the 
participant. Informed consent was freely given. 
 
 
  
Printed Name of Impartial Witness  
 
 
  
Signature of Impartial Witness       Date 
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PISCES III Comprehension Assessment 
 

Before answering these questions, please ensure you have fully read and signed the attached informed 
consent document and had your questions answered if you are unsure about any part. Both you and the 
member of the study team obtaining the consent must have signed the document before you start 
answering these questions. 
 
You must get all the below questions correctly to continue into the study.  
 
You can refer to any of the information that has been provided to you to help you choose the correct 
answer. If you do not understand any of the questions, ask one of the study team to explain it to you, but 
they cannot help you answer it. 
 
You will have two chances to answer each question correctly. If after your first attempt you have got 
some questions wrong, you will be told which one(s) you got wrong. You will also have an opportunity to 
ask additional questions and re-review the informed consent document before/during your second attempt. 
 
 
ATTEMPT 1:  
Please choose the correct answer for each question from the choices below. 
  Mark the correct answer.  
 

1. This study involves surgery where a small hole is drilled into the skull. I understand:  
a. Only those subjects which will receive study drug will have surgery  
b. All subjects will have surgery 
c. I will be able to choose if I have surgery 

 
2. In this study I will: 

a. be able to choose if I receive study drug or placebo treatment 
b. know immediately after surgery if I received the study drug or placebo treatment 
c. be randomly assigned to receiving either study drug or placebo and I will not know which 

until after everyone has completed their last visit 
 

3. I have agreed to the following commitments after my surgery:   
a. 12 weeks of physical therapy which includes completing a daily diary and weekly 

telephone calls to assess my progress on the exercises, and coming to see my doctor at set 
time points for the first year after my surgery 

b. To be contacted by telephone only for 1 year after surgery 
c. To visit the Assessment Center every week for 1 year after surgery 

 
4. Risks in the study may include; infection, bleeding in the brain, seizures and wound complications 

a. True 
b. False  

 
5. The surgeon will cover the burr hole in your skull with a plastic or metal cover, which allows the 

bone to grow over and through the holes in the skull. This cover will remain in my skull forever. 
a. True 
b. False 
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If you are confident that you have answered the questions correctly, please hand this to the doctor/study 
nurse who will provide you the result of the test. If you have not got them all right, you will be told which 
question(s) you have got wrong and you will need to repeat it/them below.  
If you get the question wrong again, you will not be able to continue in the study.  
 
 
ATTEMPT 2:  
You must re-attempt the following questions:  
 
[Study team to complete] ____________________  
 
You only need to answer the questions which are listed above. Please re-select the answer which you 
think is right by marking the correct answer: 
 

1. This study involves surgery where a small hole is drilled into the skull. I understand:  
a. Only those subjects which will receive study drug will have surgery  
b. All subjects will have surgery 
c. I will be able to choose if I have surgery 

 
2. In this study I will: 

a. be able to choose if I receive study drug or placebo treatment 
b. know immediately after surgery if I received the study drug or placebo treatment 
c. be randomly assigned to receiving either study drug or placebo and I will not know which 

until after everyone has completed their last visit 
 

3. I have agreed to the following commitments after my surgery:   
a. 12 weeks of physical therapy which includes completing a daily diary and weekly 

telephone calls to assess my progress on the exercises, and coming to see my doctor at set 
time points for the first year after my surgery 

b. To be contacted by telephone only for 1 year after surgery 
c. To visit the Assessment Center every week for 1 year after surgery 

 
4. Risks in the study may include; infection, bleeding in the brain, seizures and wound complications 

a. True 
b. False  

 
5. The surgeon will cover the burr hole in your skull with a plastic or metal cover, which allows the 

bone to grow over and through the holes in the skull. This cover will remain in my skull forever. 
a. True 
b. False 
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