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 SEQ CHAPTER \h \r 1MONTREAL NEUROLOGICAL INSTITUTE AND HOSPITAL
RESEARCH ETHICS BOARD (REB) 
APPLICATION FOR INITIAL REVIEW TC \l1 "APPLICATION FOR INITIAL REVIEW
The following are the requirements for a complete submission to the REB. Incomplete submissions will not be considered. Please complete this form for your submission.
When printing the consent documents, make certain that the study site, protocol title and version date appear on every page.  
Whenever a question can be answered with ‘yes, no’, ‘none’ or ‘as above’, ‘not applicable’ is an inappropriate answer.

Fifteen (15) copies are to be provided to the Coordinator of the REB,  Mrs. Linda Zegarelli  Room 686, Tel: (514) 398-1046, fifteen (15) days prior to the meeting at which it is to be reviewed. 
(Approval letters from the Magnetic Resonance Research Committee and/or the PET Working Group must be included with the submission by the deadline date.)
Investigators are requested to verify the date of upcoming meetings with Mrs. Linda Zegarelli, reb.neuro@mcgill.ca or on the web at http://www.mni.mcgill.ca/staff/research_services/reb/ or http://www.muhc.ca/files/research/reb_meetings_schedule.xls 
1.
a)
Official title of project: Insert your title here 
b)
Does this protocol involve any patient population?  If so, state type:

□ Yes


□NO



□ Article 21

c)
Does it involve the administration of therapy?


□ Yes

□NO

d)
Is this an imaging study?
□Yes

□NO


If so, state type:


□
MRI

□
MRI Approval letter attached

□
PET

□
PET Approval letter attached


□
MEG

□
MEG Approval letter attached

2.
Principal Investigator 

Your name and contact info here





Coordinates (room # & tel #:
a)
Associate investigator(s) at the MNI/MNH:

b)
Full names, titles and affiliations of other associate investigators:

3.
Is the PI the author of the protocol?  If not, who is?

4.
MNH physician, if any, to be involved in this project:

5.
Letters of agreement and support from individuals or departments whose facilities are to be used:

5.a.
MUHC/ MNH/ MNI departments or facilities (eg. Director of professional Services (DPS), Neurological Services Operations Committee, etc)

See attached letter from the MNI's MEG Research Committee. 

5.b
Regulatory Compliance 

A clinical trial involving human subjects planned for conduct in Canada must comply with the regulations stipulated by the Food and Drugs Act including the Food and Drug Regulations, and be authorized by Health Canada (HC) via a No Objection Letter (NOL).

A clinical trial regulated by the US Food and Drug Administration (FDA), conducted at a non-US site must conform to the laws and regulations of the country in which the research is conducted (attestation).  Refer to the US DHHS and FDA document entitled “Guidance for Industry: Acceptance of Foreign Clinical Studies”. 

Research activities involving human subjects sponsored in whole or in part by the US 
federal government including the Public Health Service is conducted at the MUHC in 
compliance with a Federal Wide Assurance (FWA) for International Non-US Institutions.

  
For a clinical trial involving an investigational drug and/or biological, or a new indication for a marked product, was a Clinical Trial Application (CTA) filed with Health Canada (HC) seeking regulatory approval to conduct the study? 

HealthCanada No Objection Letter must be appended.
(  Yes, Health Canada reviewed the study and issued a “No Objection Letter” (NOL).

(  Yes, but the Health Canada review determined the study does not require a CTA.      

If NOL is not required append HC correspondence to justify.
(  NO, Health Canada “NOL” is not required
6.
Synopsis of scientific background of the project, how you will proceed with statistical analysis, and a very brief summary of goals/aims:

Within no more than two pages (including references), describe here the background of the project, the main objective and the associated hypothesis, including a clear rationale why a MEG study is proposed. 

The hypothesis should specify explicitly what properties of MEG data will be extracted and analyzed, as for instance: 
· The amplitude evoked response, at a particular latency

· The analysis of a steady state response at a particular frequency 

· The amplitude of an oscillatory/induced response within ...Hz-..Hz frequency band at ...ms latency

· Functional connectivity between brain regions (coherence, synchrony, what frequency band...) 

· ...
The choice of the statistical analysis method to analyze MEG data will then depend on these specific properties to be extracted from MEG data.  

7.
Drug studies protocol:

8.
Detailed description of procedures to which patients, control and/or normal subjects will be subjected:

Suggestions to describe MRI and MEG/EEG acquisitions
MRI acquisition: The MRI session (at 1.5 or 3T) will consist of the acquisition of a high-resolution structural data volume and of a resting-state sequence. The structural acquisition sequence will be based on a standard IR-SPGR sequence that guarantees high contrast structural images for subsequent integration into the MEG image analysis pipeline. MEG imaging requires co-registration with anatomical images obtained from MRI, for accurate localization of the sources of MEG fluctuations. Participants will be required to answer the MRI safety questionnaire and will change in a hospital gown. Whenever possible, the MEG and MRI acquisitions will be scheduled back-to-back, with a preference to seeing the participants in the MEG first, to reduce magnetization effects from the MRI. Overall, we anticipate a 10-minute table time for MRI acquisition (10 minutes for structural acquisition).
MEG/EEG acquisition: MEG (magnetoencephalography) is a non-invasive functional brain imaging technology, very much akin to EEG. The MEG instrument and environment are considered as safe because the measurement principles are passive: magnetic sensors are inserted in a helmet, and measure the femto-tesla magnetic fields generated by neural activity. No energy or radio-active compound is impressed, injected or used. 
(in case EEG recording is needed) Electro-EncephaloGraphy: EEG consists in measuring brain bio-electric activity using a cap of 56 electrodes or several free electrodes, placed on the head of the subject. This exam is purely non-invasive, however the placement of the electrodes requires the use of an abrasive gel to ensure good conductivity between electrodes and the skin. EEG data will be recorded simultaneously with MEG data.

MEG requires minimal subject's preparation: standard EOG and ECG electrodes will be positioned for basic monitoring of heart beats and eye movement, which cause artifacts in MEG recordings and therefore can be better controlled and attenuated offline; additional head-positioning coils (provided with the MEG instrument) will be taped to the scalp to monitor head movements. All equipment and miscellaneous supplies used for the MEG sessions have received adequate certification to ensure the subject's safety. The subject preparation will be finalized by collecting about 100 scalp points, including EEG electrodes when present, using a 3D digitizer device (Polhemus Fasttrack). This latter is standard to most MEG installations and consists of a magnetic wand that registers the location of points in 3D space. The sample points are useful to register the electrode locations with respect to the scalp and to improve the geometrical registration of the MEG acquisition with respect to the subject's anatomy. This latter will be obtained from a standard T1-weighted sequence of magnetic resonance imaging, that will be collected some time before or after the MEG session.

The participant will then sit on a specially designed chair, and his/her head will be brought inside the MEG helmet, which covers essentially the lateral, superior and posterior aspects of the cranium. The MEG instrument and participant will remain inside a passive magnetically-shielded room (MSR), which is a room of about 80 sqft consisting of 3 layers of metal alloys to attenuate magnetic interference from the environment. The participant will be informed that he will be able communicate via video and audio intercom with the operators outside the room at all times. He/she will also be informed that he/she will be able to walk out of the room by operating the knob inside the MSR. There is no known medical restriction to MEG. The only risk known to us is for participants prone to claustrophobia, although the MEG environment is that of a room, not a tunnel. There is no loud noise generated during acquisition, hence MEG environment is generally considered as relatively comfortable to participants, including for most patients and young children. Another possible risk from MEG is the spontaneous boil-off of the liquid helium used for refrigeration of the superconducting sensing system. Although very unlikely, boil-off can occur with minimal risk to participants: the MEG instrument has safety valves to prevent pressure from building inside the helium reservoir and if helium is released, the air ventilation inside the MSR has been designed to rapidly exhaust the extremely volatile helium gas out of the MSR. Although helium is inert, there is a risk of oxygen depletion inside the MSR, in case of massive helium boil-off. Alarms have been set-up inside the MSR to detect low levels of oxygen. It would take only seconds to the attending personnel to open the MSR door, which would immediately resolve the situation. Overall, the risk and potential harm from spontaneous helium boil-off in the MEG is minimal and much lower than that from MRI quenching for instance.

The session of MEG data collection will consist of the following scanning sequences (suggestion to be updated... a detailed description of the paradigm should be included here):
1) 2 resting-state segments of 5-min each, where the subject will be asked to remain still, awake, eyes open.

2) 2 segments running the visual attention paradigm (see above: detection of changes in visual scenes): 5 min each. The paradigm will consist of the repetition of about 50 blocks of visual stimulation, with either dots animated with a constant movement or disks flickering at a fixed frequency (5 to 10 Hz range). Subjects will be required to press a button when changes in either the direction of the dots or the frequency of the flicker is detected.  

3) ...

The total scanning time will amount to ... min, with about ... preparation. Therefore we anticipate that subjects will be asked to participate in sessions of maximum duration ... min.
9. 
Does your protocol involve subjects who are part of a ‘special population’? 

(Definition): Patients diagnosed with psychiatric, neurological or other medical disorders known potentially to affect competency, or juvenile subjects or mentally challenged subjects pursuant to the terms of Article 21 of the Quebec Civil Code.) 

(a)
If yes, how will you assess the competence of the subjects to consent to being involved in the study?


(b)
If yes, what measures have you taken to ensure the immediate availability of medical assistance, if necessary, during the participation of subjects in the protocol?


(c)
If yes, please consult the Guidelines for Protocols Involving Special Populations.

10.
Outline any anticipated risks, e.g., medical, psychological, privacy and confidentiality, and the specific measures contemplated to ensure that any potential risk to the subject is being avoided.

The measurement principles of MEG have no harmful effects on subjects. It does not expose the subject to any medication, radiation or magnetic fields. It non-invasively measures the magnetic fields produced by the human brain. The data collected will be anonymized and encoded per session data and subject number. Only the PI and his coinvestigators will have access to the subject’s identity. Data files will be stored on the MNI's Brain Imaging Centre's local area network, in a group partition that will be accessible only to the PI, his coinvestigators and their immediate lab collaborators (including support and research staff, and students).   

Besides the MEG measurements, a structural MRI may be obtained. There are also no negative side effects known for MRI. As typical with MRI research, subjects with ferromagnetic implants and pregnant women will be excluded from the study. If required (see section on MRI acquisition), the subjects will be exposed to a magnetic field up to 3 T, using one of the MNI's research scanners. Subjects will be required to fill the MNI's MRI safety questionnaire. If they qualify for scanning, they will change in a gown and all magnetic parts have to be removed. 
11.
English and French consent documents bearing version dates.  Please indicate whether the granting agency specifically requires REB approval of the consent documents.

Consent forms attached

12.
Proposed number of subjects for the entire duration of the study (please specify the number of patients, controls and/or normal subjects) and estimated duration of the study:

Up to ... subjects will participate to this study, over the duration of ... year.
(a)
Number of subjects to be studied in the first year:

13.
Granting agency to which project is to be submitted:


(Please provide also the grant number & McGill Fund # if known)

14.
If not being submitted to a granting agency, information regarding source of funding:

15. 
Has the project been peer-reviewed (indicate yes□ or  no□);


16.
Source and method of recruitment of subjects:

17.
Copy of any advertisement (English & French) in recruiting volunteers for the study:

See attached

18.
If the protocol arises from a grant submission, please attach one final copy of the grant submission.

19.
For resubmissions only, please clearly indicate all changes made since the original submission.  Whenever submitting protocol amendments or revisions, please provide a brief statement indicating the significance, if any, of the changes made and whether the consent documents need to reflect these changes.

20.
Signature of principal investigator(s) 
________________________________


Date: _______________________________

	�Assessment and verification of subject’s competence:





a)	Does the subject have factual understanding of the protocol as described in the consent document?


b)	Does the subject have full cognizance of risks and benefits of participation?


c)	Cite and attach any additional sources of information the subject may be given:


d)	Is the subject able to understand [manipulate rationally] the terms of the consent s/he is signing and to collaborate safely in the protocol in view of her/his medical condition(s):


e)	Is the subject aware that experimentation is proceeding in a research facility and not a primarily medical care setting:






Form version 2006.07.12

Form version 2006.07.12

