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PARENTAL PERMISSION

PERMISSION TO ALLOW MY CHILD TO PARTICIPATE

IN AN EXPANDED Access Program
Parental Permission Form

Biogen Approved Protocol-Specific Parental Permission Form
This is a protocol-specific Parental Permission Form, which has been provided by Biogen, for use by the physician and the affiliated institution. It is the responsibility of each physician and institution to obtain any relevant Institutional Review Board/Independent Ethics Committee (IRB/IEC) approval of a Parental Permission Form that complies with Regulatory guidelines and ethical standards for their particular site. 

Parental Permission Form

Sponsor Name/Location:
Biogen Idec Research Limited 

Innovation House, 70 Norden Road

Maidenhead,

Berkshire

SL6 4AY
United Kingdom

Protocol Number:
232-SM-901
Protocol Title:
Expanded Access Program (EAP) to provide Nusinersen to Patients with Infantile-onset Spinal Muscular Atrophy (SMA) 
Introduction

Your child’s physician has requested that your infant participate in the nusinersen Expanded Access Program (EAP).  The nusinersen EAP provides early access to nusinersen, an experimental drug that is being developed as a potential treatment for SMA. 

“Experimental” means that nusinersen has not yet been approved for marketing by your local health authority. Nusinersen has been studied in research animals and in human clinical research studies in patients with SMA. This parental permission/consent document explains the nature of the program.
Voluntary Participation

Your decision to allow your child to participate in this program is voluntary.  This means that you are free to decide whether to allow your child to participate or not participate in this program.  You are also free to decide to have your child stop participating in the program at any time.  If you choose not to have your child participate in this program, you should discuss regular medical care options with the doctor.  If you decide not to have your child take part in the program or if you decide to stop taking part in this program, your infant will not lose access to medical care or lose any benefits to which he or she is otherwise entitled.    
It cannot be promised that your child will receive any medical benefit by participating in this program and having access to nusinersen.
If there is anything in this form you do not understand, please ask questions to the doctor or other medical staff.  Please take your time to read and understand the information in this form about the program.  

In the sections that follow, the word ‘we’ means your child’s physician and other medical staff.  

Purpose of the Program
The purpose of this program is to provide eligible infants with SMA, at the request of their physician, early access to nusinersen (the investigational drug) outside of a clinical program and commercial setting.  Nusinersen has been studied in clinical studies, and has been approved for commercial use by the FDA in the US. Nusinersen is yet to be approved by the European Medicines Agency (EMA) for Commercial use in Belgium.
If you agree to have your child participate in this program, he or she must first pass the screening, which means the doctor will have to see if your child is eligible to participate in this program.  
In order to be eligible, he or she must meet the following criteria: 
1. Genetic documentation of 5q SMA homozygous gene deletion, homozygous mutation, or compound heterozygote

2. Onset of clinical signs and symptoms at ≤ 6 months (180 days) of age, consistent with infantile onset, Type I SMA

3. Patient whose care in the opinion of the treating physician meets, and is expected to continue to meet, the guidelines set out in the 2007 Consensus Statement for Standard of Care in SMA 
4. The patient cannot be satisfactorily treated with the approved and commercially available alternative treatments, in accordance with clinical guidelines, because of efficacy and/or safety issues.
5. Appropriate Informed Consent has been gained from the patient’s parents/legal guardians

6. The Physician and patient’s parents/legal guardians agree to comply with the program protocol

You infant cannot participate in the program, if he or she meets the following criteria:

1. Patient is qualified to participate in an ongoing clinical trial with nusinersen and/or a clinical trial running in the envisaged indication of this program.*
2. Participation in a prior nusinersen study

3. Previous exposure to nusinersen
4. History of brain or spinal cord disease that would interfere with the LP procedures or CSF circulation

5. Presence of implanted shunt for the drainage of CSF or implanted CNS catheter

6. Previous or current participation in a clinical trial with an investigational gene therapy for SMA
7. Participation in a program with an investigational therapy for SMA within 6 months or five half-lives of the investigational drug, whichever is the longer, prior to the first dose of nusinersen.
*Your child’s physician should refer to the list of nusinersen clinical trials running in Belgium, provided in the protocol, when assessing if a patient is suitable for the EAP.

Additionally, physicians should also research if the patient is eligible to participate in any other open clinical trials for Spinal Muscular Atrophy in Belgium. If a patient is eligible for inclusion in a clinical trial, and the trial is accepting patients, they should be enrolled in the clinical study before being considered for the nusinersen EAP. Physicians can see currently available trials for SMA patients by going to www.clinicaltrials.gov and/or www.clinicaltrialsregister.eu and searching for “Spinal Muscular Atrophy Belgium”.
Biogen, a drug company located in Cambridge, Massachusetts, USA is developing nusinersen and is sponsoring this program.  This means that Biogen is providing program drug to the sites.
Program Design and Procedures
Your child may continue participation in the program until nusinersen has received local marketing approval and is reimbursed.  After nusinersen has received approval by your local Regulatory Authority/Agency and is reimbursed, you may access nusinersen through commercially available channels.  
The program consists of screening and treatment periods.
During the screening phase your Physician will assess if your child is eligible for the program.  If eligible, your Physician will request nusinersen from Biogen or its third party designee.  It may take several weeks for your Physician to receive the program drug, from when it is deemed that nuinersen can be provided. 
During treatment, your child will receive nusinersen “intrathecally”.  “Intrathecally” means that the drug is injected by lumbar puncture using a thin needle into fluid filled space below the end of the spinal cord, through the lower back.    
During the treatment phase, your child will receive nusinersen on Program Days 1, 15, 30, 60,180, and 300 for subsequent injections within the first year.  Subsequent injections will occur 120 days apart, therefore on Days 420, 540, and 660 and so on.  Following each injection your childt will be encouraged to lie flat for 1 hour following administration, if possible.
Program Drug Administration and Cerebrospinal Fluid Collection:
Before the drug is given, the trained clinician will perform a lumbar puncture (procedure where a doctor puts a thin needle into the fluid-filled space below the end of the spinal cord through the lower back).  After the lumbar puncture (LP) is performed, approximately 3-5 mLs (about 1 teaspoon) of cerebrospinal fluid (CSF) will be collected and disposed of.  Cerebrospinal fluid is the fluid around the spinal cord.  After the CSF is collected, the program clinician will inject the program drug (like a shot) through the same needle used to withdraw the CSF, into the fluid filled space around the spinal cord in the lower back. Your child must be very still during this time, so he/she will be held by the program nurse or doctor to ensure no movement occurs during the LP and procedure. 
The table below explains the schedule and the timing for clinic visits. 
Program Procedures Schedule:
	Visit Day*
	Main Procedures
	Visit Duration

	
	
	

	Screening Period

	Parental Permission
	1 office visit 

	Days  1, 15, 30, 60,180, 300, and so on

	Program drug injection 
	1 office visit 


*Note:  There is some flexibility (visit windows) for some of the visits.  The program doctor or nurse can discuss these with you if necessary.  If your child becomes ill and unable to undergo the LP procedure or other assessment(s) relating to the drug administration, the dosing or any program visit may be postponed until it is safe to do so.  If this happens we will discuss it with you.  
Risks, Adverse Effects and/or Discomforts

Taking part in an Expanded Access Program involves risks and inconveniences. As with any experimental drug, side effects could be expected and some of these could be serious or cause death. If you have any questions about the possible risks listed below, you should talk to the program doctor or your infant’s regular doctor.

Risks associated with program medication (nusinersen):

Type I SMA patients have symptoms within the first 6 months of life which can lead to limited motor function and physical interaction with their surroundings. Without treatment, life expectancy is usually around 2 years of age, and not more than 4 years for most patients.
Data from clinical trials shows that treatment with nusinersen, compared with a group of patients that received no treatment, showed improved motor function, increased survival without permanent ventilation, prolonged overall life, and improved motor neuron health. Information on the long term use of nusinersen is not yet available and therefore it is not known if a child will develop serious disabilities, related to SMA, throughout their life. The need for continuation of therapy should be reviewed regularly with your physician depending on your child’s response to therapy and day to day health.

Nusinersen has been studied in research animals and in human clinical studies in patients with SMA. 

In studies in research animals, nusinersen has produced some adverse effects when given at high doses. 

Over the long-term, the adverse effect observed in animals was death of a neuron in a part of the brain used for learning and memory. This effect occurred at a total dose over 3 months that was approximately 10 times higher than the dose to be studied in this clinical study.

Over the short term (for example, a few hours after a dose is given), the adverse effects observed in animals were drowsiness, low body temperature, and slowed breathing (observed at a dose approximately 5 times higher than the dose to be tested in this study) and impaired reflexes in the skin, tail and foot of monkeys (observed at a dose approximately 2.5 times higher than the dose to be tested in this study). These effects went away over time.

Although nusinersen is still an experimental drug, it has recently been approved for commercial use in the US by the FDA and been tested in 10 clinical studies that are either completed or are currently still ongoing. So far approximately 250 children and infants with SMA have been included in the human clinical studies.  Of those, approximately 190 patients have received the drug in clinical studies one or multiple times while the other patients had a sham (fake) procedure without receiving drug.  No safety signals have been observed in the clinical studies to date, i.e. nusinersen is not known to increase the risk for experiencing any particular adverse events.  

Currently, the number of patients that participated in completed studies is still small and none of these completed studies compared the adverse event profile between patients who received nusinersen to those who received sham control.  The majority of patients have been enrolled in studies that are still ongoing and remain blinded. In the blinded studies neither the treating doctors, nor the patients, nor the caregivers know if the program drug is administered or a sham (fake) procedure is conducted in which no program drug is given.  For these reasons, it is possible to understand what kind of adverse events occur frequently in clinical studies with nusinersen, but it is not possible to know with certainty if these adverse events occurred more frequently in patients receiving nusinersen than in patients receiving the sham control procedure.  Also, some events (e.g., post lumbar puncture syndrome and headache) are known to occur after lumbar puncture and are not considered related to nusinersen.  
As of October 21 2015, the below adverse events have been observed in >10% of patients in an ongoing Phase 3, double blind, sham controlled program in infants with SMA (Type 1 SMA).  As the program is ongoing, the frequency of the below listed adverse events may change.  Because the program is blinded, it is not known if the frequency of events differs between sham treated patients and patients receiving nusinersen:

· Fever (pyrexia) (32% of patients)

· Constipation (24% of patients)

· Respiratory distress (21% of patients)

· Respiratory failure (18% of patients)

· Upper respiratory tract infection (16% of patients)

· Salivary hypersecretion (13% of patients)

· Atelectasis (collapse of parts of the lung) (11% of patients)

· Nasopharyngitis (running nose, or common cold) (11% of patients)

All of the above mentioned adverse events are frequently observed in infants with Type 1 SMA whatever the type of treatment they receive.

The adverse events listed below have been observed in >10% of patients in an ongoing Phase 3, double blind, sham controlled program in children with later onset SMA (Type 2 SMA).  As the program is ongoing, the frequency of the below listed adverse events may change.  Because the program is blinded, it is not known if the frequency of events differs between sham treated patients and patients receiving nusinersen:

· Headache (14% of patients)

· Vomiting (13% of patients)

· Nasopharyngitis (running nose, or common cold) (10% of patients)

· Fever (pyrexia) (10% of patients)

· Back pain (10% of patients)

The above mentioned adverse events are frequently observed after lumbar puncture (e.g., headache, vomiting, back pain) or in patients with Type 2 and 3 SMA (e.g., nasopharyngitis, fever).

In addition, the following adverse events that are not known to occur frequently in infants or children with SMA have been reported:

· One event of a decrease in the white blood cell count in blood of an infant with Type 1 SMA.

· One event of increased white blood cell count in the cerebrospinal fluid of a child with Type 2 SMA.

Tell us immediately if you, your family or other doctors or nurses notice any new medical problems or if certain medical problems are getting worse while your child is in the study.  It is important that you tell us even if you think your child’s symptoms or problems are small, or do not think they have anything to do with nusinersen.
Instructions to Site:

Please insert language describing your institution specific procedures for LPs on infants, including the use of any specific medicines or preparation for the LP.  

Risks of the Lumbar Puncture Injection Procedure:

A lumbar puncture (LP) is an injection procedure that will be used to administer nusinersen to your child in this program. It is a routine procedure used by doctors to obtain fluid from the fluid filled space below the end of the spinal cord.  Common risks of the lumbar puncture procedure include headache, nausea, dizziness, bleeding, and pain at the injection site.  Very rarely the spinal cord may be hit by the needle.  Infection after a lumbar puncture is very rare but serious, and we would treat it with antibiotics.

Instructions to Program Site. Please insert the risk language below if you have described the X-Ray Fluoroscopy earlier in the ICF and depending on  your institution specific procedures for LPs on infants:
Risks of Radiation during Fluoroscopy (X-Ray Fluoroscopy during Lumbar Puncture Injection): We may decide to use a fluoroscope (x-ray) during the LP injection to help the doctor place the need in the right place.  If it is used to place the needle during the lumbar puncture, your child will be exposed to about 2 millisieverts (2mSv) each time the fluoroscope is used or about the same amount of radiation as we get from the environment naturally, in a year. 
Instructions to Program Site. Please insert the risk language below you have described the use of sedation or anesthesia earlier (or later) in the ICF and depending on your institution specific procedures for the use of sedation/anesthesia in infants:
Risks of Sedation or Anesthesia: Your child’s pulmonary function (breathing) may already be weak due to their disease of SMA.  If sedation or anesthesia is used to make it easier and more comfortable for your child during the injection procedure or during the sham procedure, there is a risk of complications with breathing that may occur during on or after the sedation or anesthesia.  Other side effects of sedation or anesthesia include nausea, vomiting, drowsiness, dizziness, sore throat, shivering, aches and pains, discomfort, and agitation upon awakening from anesthesia.  Your child will be carefully monitored before, during and after sedation or anesthesia for signs of breathing issues and other side effects and may need to stay in the hospital longer than expected if they happen.

Alternative Treatment/Therapies
Your infant does not have to take part in this program to receive care for their disease.  

If you decide not to allow your child to take part in this program or change your mind later, there will be no penalties or loss of any benefits to which your child is otherwise entitled.  
New Information

You will be informed of any important new information relating to the risks of the treatment.  You will be told of any changes in the way the treatment is being done.  You will be informed of any new treatment alternative to the program that might influence willingness to continue participation in the program.

Compensation
You and your child will not receive any payment for being in this program.
Additional Costs
You and your child will not be charged for nusinersen to be in this program.  You may, however, generate additional costs related to receiving nusinersen, for example costs for the visit, administration of nusinersen, travel costs, etc.  These costs will not be compensated by either Biogen or your doctor.”
Program Termination/Withdrawal
Your child’s participation in this program may be discontinued at any time without your consent, if any of the following occur:
· The doctor decides it is best for your child because his or her condition gets worse or staying in the program is harmful to your infant.
· The drugs that are given to your child for sedation cause problems with breathing or anything else. 
· The program has stopped.
· Biogen decides that you or the doctor did not follow the program directions.
· Biogen, regulatory authorities (like the FDA/EMA) or the hospital board decides to stop the program.
· There may be other reasons to take your child out of the program that we do not know at this time.
Your child can stop participating in this program at any time.  If you wish to stop, please tell us right away.  Leaving this program will not stop your child from getting regular medical care.  If your child leaves the program early, your doctor or Biogen may use or give out your health information that it already has if the information is needed for this program.  If you decide to take your child out of the program, you should talk with us first, so that we can plan a final visit. 
If the doctor determines that there could be a safety concern from a sudden withdrawal from the program, your child may be required to remain under the doctor’s care for a period of time.
If you decide to allow your child to be in this program, it is important that you do the following:

· Follow all directions, including keeping all scheduled visits.

· Honestly answer all questions (including medical history), tell us about all medications that your child is currently taking, and report any side effects.

· Not allow your child to participate in any other research program or early access without approval from the doctor.

Confidentiality
The doctor will collect, record and use personal information about your child for the program purposes.  Your child’s personal information collected during the program may include sensitive information about your child’s physical or mental health or condition, and health information contained in your child’s medical records, and other personal information such as your child’s name, address, telephone number, date of birth and gender.  

During the program, your child’s collected personal information including medical files may be disclosed to the Sponsor, its representatives assisting with the program, program monitors, and to auditors, government or regulatory health authorities, independent ethics committee or institutional review board. Your child’s medical files will be reviewed only at the hospital in order to check the information and verify the clinical program procedures, whilst ensuring your child’s confidentiality.   

All information which is collected about your child in records that leave the hospital will be identified by your child’s program subject number. Your child’s name and address details will not be included in these records.  

The information from the program may be published or sent to regulatory authorities or health insurers in your child’s country or other countries where regulatory approval or payment for the medication is required. Your child’s identity will not be released except with your permission, unless necessary for the vital interests of safety. 

By signing this consent form, you are giving permission for the processing and use of your child’s personal information for this study. You are also giving permission for the processing of your child’s personal information or any part of it to be transferred to people and organizations (mentioned above) outside your country where personal data protection laws may be less strict. You may use your child’s rights under your local data protection laws to access and correct any personal information or ask for it to be deleted. You can object to any further processing of the information by contacting the program doctor.

The program doctor may tell your child’s family doctor about your child taking part in the program and ask them for medical information.
Medical records of program patients are stored and treated as confidential. 
A description of this program 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 participating hospitals. You can search this Web site at any time.
The program may be shown at scientific meetings and published in journals to inform other doctors and health professionals.  Your infant’s identity will be kept private in any publication or presentation.  

Several people and organizations may review or receive your infant’s identifiable information.  They will need this information to look at the data.  These groups include:

· Members of the team at your treatment center
· The doctor who is treating your infant for SMA or other medical conditions if this doctor is other than the program doctor

· People from the Institutional Review Board (IRB) or health authorities who have responsibility to protect human patients
· People from the program sponsor, Biogen, its affiliates or companies and laboratories that work for them, including groups who look at the safety of this study

· The local competent authority
Participation in this program is not a substitute for health insurance.  You and/or your child’s health insurance must pay for those services, supplies, procedures, and care that you require during this program for routine medical care.  You will be responsible for any co-payments and/or deductibles as required by your insurance in applicable markets.
Please contact your program doctor or other medical staff in case of the following:

· If you think that your child has experienced a program-related illness or injury
· If you have any questions or concerns about your or your child’s rights as a program participant
· If you would like to discontinue sharing your child’s personal health information for program purposes.
Consent form

Study title:
Expanded Access Program (EAP) to provide Nusinersen to Patients with Infantile-onset Spinal Muscular Atrophy (SMA) Study protocol: 232-SM-901
Study drug:  Nusinersen
Sponsor of the program: Biogen
Investigator: <Investigator’s Name>

I confirm the following:

	· I have read the information sheet for the above study, and have had an adequate time to think about my child taking part.
	Parent initial

	· I am satisfied with the answers given to all of my questions.


	Parent initial

	· I voluntarily agree that my child can be part of this program, to follow the program procedures, and to provide necessary information to the study doctor, or other staff members, as requested.
	Parent initial

	· I understand that I may freely choose to withdraw my child from this study at any time without giving a reason and without my child’s medical care or legal rights being affected.


	Parent initial

	· I have received a copy of this information sheet and consent form to keep for myself.


	Parent initial

	· If the study doctor is not our family doctor, he/she may inform my family doctor about my child taking part in this study and request medical information about my child
	Parent initial

	· I agree to my child’s samples being taken and used as described in this information sheet 
	Parent initial

	· I consent that my child’s personal information which are collected as part of this program:
· are reviewed, processed and disclosed by and to the Sponsor and its authorized representatives for the purposes described in this form

· may be reviewed or audited by appropriately authorized organizations 

· may be published and submitted to regulatory authorities or health insurers in my or other countries; and

· transferred if required to any country, where laws protecting personal information may be less strict.
	Parent initial


By signing this document I agree that my child will take part in this program, as set out in this information sheet and consent form.

	

	Printed Name of Child



	

	Printed Name of father/mother or legally acceptable guardian
	
	

	
	
	

	Signature of father/mother (or legally acceptable guardian)


	
	Date and Time 

	Relationship of legally acceptable representative, if applicable:
	


	

	

	

	


Investigator/Designee
I, the undersigned, have fully and carefully explained the program to this child’s parent/guardian and certify that to the best of my knowledge, they clearly understand the nature, risks and benefits of his/her child’s participation in this program.

I confirm that the child’s parent/guardian was given an opportunity to ask questions about the program, and all the questions asked by them have been answered correctly and to the best of my ability.

I confirm that they have not been forced into giving consent, and the consent has been given feely and voluntarily.

A copy of this Information and Consent Form has been provided to the child’s parent/guardian.
:

	* Name of person conducting the informed consent discussion

	
	
	

	
	
	

	
	
	

	Signature of person conducting the informed consent discussion
	
	Date 
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