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Monthly Centre Web/Teleconference Meeting Summary
May 3, 2019 @ 9am
ATTENDEES	
	Sites:
	1. CHEO, Ottawa
2. Grand River Hospital
3. Hamilton Health Sciences
4. Kingston  General Hospital
5. Lakeridge Health, Oshawa
6. London Health Sciences Centre
7. Markham Stouffville
8. North York General Hospital
	9. The Ottawa Hospital
10. UHN - Princess Margaret Cancer Centre, Toronto


	OCREB:
	Beren Avci, Carrie Li, Janet Manzo, Cindy Sandel, Richard Sugarman (Chair), Alison van Nie



REGRETS	
	Sites:
	1. Cambridge Memorial Hospital
2. Health Sciences North, Sudbury
3. Hospital for Sick Children, Toronto
4. Humber River Hospital, Toronto
5. Michael Garron Hospital, Toronto
6. Niagara Health System
7. Royal Victoria (Barrie)
8. St. Joseph’s Healthcare (Hamilton)
9. St. Joseph’s Health Centre (Toronto)
10. St. Michael’s Hospital, Toronto

	11.  Sinai Health System, Toronto
12. Southlake Regional Health Centre, Newmarket
13. Sunnybrook Health Sciences Centre, Toronto
14. Thunder Bay Regional Health Sciences Centre
15. Trillium Health Partners, Mississauga William Osler Health Centre, Brampton
16. Windsor Regional Hospital
17. Women’s College Hospital, Toronto

	OCREB:
	Aurora de Borja



If you temporarily have to leave the teleconference, please hang up and dial in again when you are able to re-join. Putting your phone on hold causes interference with all of the other lines. 


NOTICES

New REC
On April 29, Carrie Li started as a new REC with OCREB.

Dear Investigator Letters (DIL)
Please note that OCREB has determined that the submission of a DIL as a provincial reportable event (PRE) is not required and will not be accepted. A DIL may be submitted as supporting documentation for an amendment.
 
1.    DILs do not provide sufficient information to enable the REB to make an informed decision regarding the relevance and ‘approvability’ of the new information for implementation with participants via a consent update; 
 
2.    The integrity of the consent update form is based on the ability to provide new information that is relevant to the ongoing consent of the participant. The lack of robust information in the DIL does not meet this requirement; 
 
3.    OCREB reviews new information through an amendment submission with revised documents, that include the new information, and evidence and rationale for its inclusion;

4.  The DIL is addressed to the PI who has a responsibility to determine the relevance, to study participants, of the information in the DIL. If the information is associated with actions necessary for the prevention of an immediate hazard the PI will act prior to the submission of the information to OCREB (as per regulatory and ethics guidance).
 
Protocol clarification letters
Please note that OCREB has determined that the submission of protocol clarification documents is not required.  Please do not submit these letters.

CTO Stream
Disappearing documents
CTO recently updated the CTO Stream application forms, which included the removal or re-arrangement of some of the questions. For some applications in process during the update, some of the uploaded documents appeared to disappear. Be sure to review your applications carefully before submitting to ensure that all of the documents appear and in the correct location.

New study submissions 
If you are planning to submit a new study for the June OCREB meeting (May 28 deadline), please contact OCREB before preparing and submitting the PIA. 


REMINDERS

Wallet card
Please note that the OCREB version date of the template should be removed from the header, prior to the submission of the wallet card.

Amendment implementation
Please note that approved provincial amendments apply to all participating centres. Please notify the responsible OCREB REC if you have any questions about the applicability of an amendment to your centre.

Updated OCREB annotations to revised CTO application forms
The revisions to the CTO application forms required updates some of the OCREB annotations/guidance notes - e.g., identifiers disclosed by centre in the CIA application. Word versions of the updated annotated forms are posted on the OCREB website at https://ocreb.ca/about-ocreb/investigators-research-teams/. On the first page of each application, OCREB added a history of the key changes.

Submission of Continuing Review (CR) applications
All CRs (provincial and centre) must be submitted as close to the relevant meeting deadline as possible, and not until after the imminent OCREB meeting at the earliest (i.e., close to the May 28 deadline for the June 14 meeting, but after the May 10 meeting at the earliest). The determination regarding the review type (full board versus delegated) is made on the PCR. If the PCR meets the criteria for full Board review, it is added to the meeting agenda.


OCREB Membership Changes 
The OCREB membership lists are posted to https://ocreb.ca under the “OCREB Meetings and Membership” link. The list was last updated in March 1, 2019 


List of Active Studies and Active Study-Centres
The list of active studies and active study-centres is posted to  https://ocreb.ca under the “Investigators and research teams” link. The current version is April 25, 2019.

[bookmark: _GoBack]NEW STUDIES

New studies submitted for the May meeting:
	1801
	Beren
	AZ
	D0816C00014 (OReO)
	Stephanie Lheureux
	UHN
	Bonnie Kwan

	1816
	Aurora
	AZ
	BEGONIA / D933LC0001
	Rosanna Pezo
	SHSC
	Jeff Pham

	1818
	Aurora
	IIS
	STS/Mannitol study
	Trung Le
	SHSC
	Varia Sajeniouk

	1819
	Aurora
	IIS
	NAC Study
	Trung Le
	SHSC
	Varia Sajeniouk

	1838
	Cindy
	Merck
	MK3475-866 (KEYNOTE 866)
	Girish Kulkarni
	UHN
	Kathy Li

	1843
	Aurora
	SignalChem 
	SLC-391-101
	Scott Laurie
	TOH
	Lisa Turiff

	1844
	Cindy
	Merck
	MK3475-905 (KEYNOTE 905)
	Girish Kulkarni
	UHN
	Kathy Li

	1845
	Beren
	Roche
	BP29842
	Aaron Hansen
	UHN
	Sonya Nakoneczny

	1852
	Beren
	IIS
	CBMTG 1901 / OZM-099
	Irwin Walker
	HHS
	Bianca Bier

	1853
	Cindy
	Merck (US)
	MK-7339-008 
	Andrew Robinson
	KGH
	Kristina Kulik




Other Potential New Studies:
	COG
	AGCT1532
	 
	 

	NRG
	GU-005
	WRH
	 

	AZ
	 
	NYGH
	Maria Schlag

	CCTG
	ALC.6/A041501 
	 
	 Apr 2 email

	CCTG
	HNC.2/NRG HN004 
	 
	 Apr 3 email

	CCTG
	PR.20
	 
	 Apr 18 email




CONTINUING REVIEW APPLICATIONS
Even though CTO Stream sends automatic courtesy reminders 45, 30 and 15 calendar days before the expiry date, CR applications should be submitted as close to the relevant meeting deadline as possible, and not until after the imminent OCREB meeting at the earliest (i.e., close to the May 28 deadline for the June 14 meeting, and following the May 10 meeting at the earliest). If you need to submit the CR earlier due to absences or other reasons, please contact the responsible OCREB REC.

Continuing Review Applications due for the June 14 Meeting
For studies expiring June 14 to July 11, inclusive, provincial and centre continuing review applications are due by the May 28 deadline for the June 14 meeting, unless a study closure has been or will be submitted.


NOTEWORTHY ITEMS 

A place for sharing new information, updates and other noteworthy items affecting the research community…

· The WHO Database of Regulatory Information Tracking of Clinical Trials Registration & Ethics Committees (REGTRAC) is now online and has information about 27 countries. More countries will be added during 2019. http://apps.who.int/trialsearch/regtrac.aspx

· OHRP has added eight new Frequently Asked Questions and Answers (FAQs &As) to its list of “Companion Q&As about the Revised Common Rule.”  
Compliance date of the revised Common Rule and what does it mean?; Does my institution need to revise its FWA because of the revised Common Rule?; and, After January 21, 2019 (the general compliance date for the revised Common Rule), is the 1998 Expedited Review List still in effect for studies subject to the revised Common Rule?  Each of the eight FAQ &As are noted as being new. The Companion Q&As about the Revised Common Rule can be accessed at: https://www.hhs.gov/ohrp/education-and-outreach/revised-common-rule/revised-common-rule-q-and-a/index.html

· Health Canada is pleased to announce the implementation of International Council for Harmonisation of Technical Requirements of Pharmaceuticals for Human Use (ICH) Guidance E17: Multi-Regional Clinical Trials. This guidance has been developed by the appropriate ICH Expert Working Group and has been subject to consultation by the regulatory parties, in accordance with the ICH Process. The ICH Assembly has endorsed the final draft and recommended its implementation by membership of ICH.
The acceptability of data from multi-regional clinical trials by regulatory authorities across regions and countries to support marketing approval of drugs.
Should you have any questions or comments regarding the content of the guidance, please contact:
Health Canada - ICH Coordinator E-mail: hc.ich.sc@canada.ca
http://www.ich.org/products/guidelines/efficacy/article/efficacy-guidelines.html#16

· First U.S. Patients Treated With CRISPR As Human Gene-Editing Trials Get Underway
NPR has learned that a U.S. CRISPR study that had been approved for cancer at the University of Pennsylvania in Philadelphia has finally started. A university spokesman on Monday confirmed for the first time that two patients had been treated using CRISPR. One patient had multiple myeloma, and one had sarcoma. Both had relapsed after undergoing standard treatment.
[Clinical trials | CRISPR | Cancer treatment]

· A new ICTRP full dataset is now available for download in CSV format from the link below and will expire on 10/05/2019  https://worldhealthorg-my.sharepoint.com/:u:/g/personal/karamg_who_int/EataWCXrh49HvuF1WHxTvmoBhmn5lsmgFVW3fR13Mys_qQ?e=bZF5BP

· Health Canada is exploring how to best address longstanding stakeholder concerns regarding the current regulatory framework for medical devices and how it may be unintentionally limiting investigational testing activity in Canada. This issue was prioritized in Health Canada’s Action Plan on Medical Devices, which was published in December 2018.  
As part of this work, we are conducting a targeted consultation to gain the perspectives of the medical device industry, investigators/researchers, patient groups, physician groups, Research Ethics Board representatives, and granting agencies. The attached consultation paper outlines the key issues and poses several questions for your consideration. [N2 members]
Please direct your responses to hc.policy.bureau.enquiries.sc@canada.ca. A response by June 21, 2019 is requested. 



· International Clinical Trials Day 2019 is May 20th!

International Clinical Trials Day is just around the corner! What is your organization planning to do to celebrate? We would love to share what your plans are with other N2 members, contact barbara.medland@n2canada.ca  and we will share your event or promotion. 
N2 has educational toolkits about clinical research, including a bilingual website and clinical trials resources developed in lay language to help with clinical trials awareness that can all be co-branded by N2 member organizations, including:
· Clinical trials 101 PowerPoint slides, pamphlet, postcard and about clinical trials that can be co-branded or customized by member organizations
· Ask Me awareness campaign materials (templates, postcards and brochures) that can be rolled out within member organizations
· Bilingual website dedicated to bringing awareness and providing basic information to potential participants about clinical trials (www.itstartswithme.ca and www.cacommenceavecmoi.ca)
https://n2canada.ca/?

Next Web/Teleconference Session

June 7 @ 9am
Teleconference 2019-May-03		Page 1 of 4
image2.emf
Reg Amendments  for Device IT-Consultation Discussion Document.docx


Reg Amendments for Device IT-Consultation Discussion Document.docx
		[bookmark: _GoBack]Consultation on Medical Device Investigational Testing Authorizations (ITAs)



Health Canada is exploring how best to address longstanding stakeholder concerns regarding the current regulatory framework for medical devices and how it may be unintentionally limiting investigational testing activity in Canada.









PURPOSE

Canada has become a country of choice for developing and testing innovative health products. However, in order to remain competitive in the clinical trial landscape and continue to be responsive to the health needs of patients and interests of investigators, Health Canada is studying how to address longstanding concerns and increase research, while protecting patient safety. This issue was prioritized in Health Canada’s Action Plan on Medical Devices, which was published in December 2018. The Action Plan identified the need to better align the regulatory frameworks for device investigational testing (IT) and drug clinical trials, and to adopt international best practices, where appropriate.

To advance these objectives, Health Canada is now seeking feedback from stakeholders on five key issues regarding the application requirements and processes for medical devices used in investigational testing.

BACKGROUND

Investigational Testing Regulatory Framework

Investigational testing refers to the clinical study of a medical device, intended to demonstrate clinical safety and/or effectiveness. Studies could also involve medical devices already on the market that are being evaluated for new intended uses, new populations, new materials or design changes. In Canada, about 400 investigational testing authorizations (ITAs) are issued annually. 



Manufacturers and importers must meet the regulatory requirements under Part 3 of the Medical Devices Regulations (MDR) in order to receive an ITA from Health Canada to sell a Class II, III or IV device to a qualified investigator for the purpose of conducting investigational testing. There is no requirement to obtain an ITA for a Class I medical device; however, some requirements still apply, as outlined below.






		Requirements under Part 3 of the MDR



		Class I Medical Devices

		Class II, III and IV Medical Devices



		· Records and documentation requirements under section 81 of MDR

· Labelling of investigational medical device

· Advertising of investigational medical device

· Post-authorization requirements (distribution records, complaint handling, mandatory problem reporting, recalls)





		· Records and documentation requirements under section 81 of MDR

· Application for authorization

· Labelling of investigational medical device

· Advertising of investigational medical device

· Post-authorization requirements (distribution records, complaint handling, mandatory problem reporting, recalls, registration of implantable devices)





Part 3 of the MDR also provides authority for Health Canada to request additional information either prior to authorization or during the study and to intervene in the study, if necessary.



ISSUES FOR DISCUSSION

There are some differences in the regulatory requirements for device IT and drug clinical trials. For example, the Food and Drug Regulations incorporate Good Clinical Practices (GCPs) for drug clinical trials, provide sponsors with the ability to file amendments and notifications, and ease administrative burden by permitting parallel applications for clinical trials and Research Ethics Board (REB) approvals. More consistent regulatory approaches across the product lines would provide comparable patient protection while encouraging research in Canada. In 2018, the Applications for Medical Device Investigational Testing Authorizations guidance document was updated to incorporate by policy some best practices from the drug clinical trial framework. Health Canada is now evaluating the success of these changes and assessing whether additional reforms might be appropriate.

Health Canada is also considering international best practices that could make the Canadian investigational testing environment more competitive. The issues outlined in this discussion document exemplify key areas where Canada’s device IT framework is inconsistent with those of other jurisdictions. Further study needs to be conducted to determine the appropriate approach for Canada.




Health Canada invites your feedback on the following issues:



1. Expanding the scope of who can apply for an ITA

Under the MDR, only manufacturers may apply to conduct investigational studies on medical devices. Although a delegation mechanism exists in the Guidance Document:  Applications for Medical Device Investigational Testing Authorizations to allow an investigator (such as a clinician or health care facility) authorized by the manufacturer to become the regulatory correspondent, the investigator cannot file the ITA application and is not legally responsible for the investigational testing.



In the United States and the European Union, a study on an investigational medical device may be carried out by either a manufacturer or an independent investigator.



		QUESTIONS:



a. What has been your experience with this delegation mechanism?



b. Is there a need to enable an investigator, independent of the device manufacturer, to pursue the investigational testing of a medical device? Please explain.



c. What challenges would you anticipate when an independent investigator undertakes investigational testing of an unlicensed medical device, or a new use for a licensed medical device?







2. Revisions to an ITA

Under the current regulatory framework, there are no provisions that allow Health Canada to authorize revisions to an investigational testing authorization (ITA).  Part 3 of the MDR only outlines the requirements for a new ITA.  As such, the Regulations require that any changes must be submitted in a new ITA application.



A policy approach was recently implemented in the 2018 guidance document, Applications for Medical Device Investigational Testing Authorizations, to allow manufacturers to submit revisions to previously authorized ITAs in an abbreviated manner.  The guidance document provides examples of changes that require the submission of a revised ITA. The current interpretation of a significant change to an ITA pertains to revisions to clinical trial sites, investigators, the number of patients, the protocol, the informed consent form, and the device itself. The guidance, however, does not provide a further mechanism by which certain minor changes could be submitted to Health Canada through a notification process (which would not require authorization).



A provision to allow modifications and notifications of an ITA would better align the frameworks for Canada and its international partners, including the United States and the European Union.



		QUESTIONS:



a. What has been your experience with the policy approach to ITA revisions outlined in the 2018 guidance document that allows manufacturers to submit revisions to previously authorized ITAs in an abbreviated manner?



b. Is there a need to create a pathway that allows manufacturers to simply notify Health Canada of minor changes to an ITA? If so, what changes do you think should fall under this category? Please explain.







3. Research Ethics Board (REB) approval of investigational testing of Class III and IV devices

The MDR requires REB approval prior to issuance of an ITA involving Class III and IV medical devices.[footnoteRef:1] However, recent changes to the Guidance Document: Applications for Medical Device Investigational Testing Authorizations allow for an authorization letter to be issued prior to the receipt of REB approval, provided that this approval is provided to Health Canada before the study is initiated. [1:  There is no requirement to obtain an ITA for a Class I medical device but REB approval is still required for investigational testing involving Class I devices. With regard to investigational testing of Class II medical devices, evidence of REB approval is required, but does not need to be submitted to Health Canada prior to receiving an ITA.] 




Allowing regulatory approvals and ethics approvals to be done in parallel, rather than sequentially, would bring Canada in line with its international partners (United States and the European Union).



		QUESTIONS:



a. What has been your experience with the policy approach outlined in the 2018 guidance document that allows issuance of an ITA prior to REB approval?



b. Would it be helpful to have a notification process (with no requirement for authorization) to address minor changes to an ITA resulting from REB approval?





4. Inclusion of Good Clinical Practice (GCP) standard in regulations

It is internationally recognized that research in humans should be conducted according to generally accepted principles of GCP, as stated in the ISO 14155 standard - Clinical investigation of medical devices for human subjects. These clinical practices provide assurance that the data and reported results are credible and accurate, and that the rights, integrity, and privacy of research subjects are protected.



The MDR do not currently set out GCP standards to strengthen patient protection during investigational studies. However, the Guidance Document: Applications for Medical Device Investigational Testing Authorizations recommends that manufacturers conform to the GCP standard of ISO 14155.



Inclusion of this GCP standard in regulation would better align Canada with its international partners. The United States and the European Union regulatory authorities both have GCP requirements for medical device investigational testing.



		QUESTIONS:



Is there a need to require compliance with the ISO standard on Clinical investigation of medical devices for human subjects - Good clinical practice (ISO 14155)?  Please explain.









5. Exemption of certain ‘research use only’ devices from the ITA requirements

“Research use only” devices typically do not involve patients and therefore present no risk to patient safety (e.g., studies involving validation of in-vitro devices using remnant samples).  For this reason, the current requirement to have these devices authorized under Part 3 of the MDR causes administrative delays and disincentives for researchers.  The MDR do not define “research use only” device, nor do they identify the conditions under which their use in investigational testing would not require Health Canada authorization. One exception is with respect to magnetic resonance imaging pulse sequences, where Health Canada decided that investigators were no longer required to obtain authorization prior to starting a trial using a “work-in-progress” pulse sequence (when certain conditions were met). 



In the United States and the European Union, manufacturers of research use only devices are exempted from certain regulatory requirements.





		QUESTIONS:



a. Should certain “research use only” devices be exempted from the authorization requirements under Part 3 of the MDR?  Please explain.



b. If you responded yes to question 5a, what products should be considered for exemption? Please explain. 
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