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Dear Members of the Panel on Research Ethics and the Secretariat on the Responsible Conduct of Research,
Thank you for the opportunity to provide comments on the TCPS 2 “Ethics Review of Multijurisdictional Research — Proposed Revised Guidance”.
Below are the requested demographic details:
1. Province or territory: Ontario
2. Affiliation: Other: Provincial organization
3. Capacity in which you are submitting the comments: President & CEO, Clinical Trials Ontario
4. Your main discipline: Interdisciplinary (Biomedical, Health Sciences, and other: Research Ethics)
Yours sincerely,

Susan

Susan Marlin

President & CEO, Clinical Trials Ontario
Principal Investigator, CHEER Project
Adjunct Lecturer, Queen’s University

susan.marlin@ctontario.ca; T: 647 808 3295
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October 4, 2021

Tri-Council Panel on Research Ethics

Tri-Council Secretariat on Responsible Conduct of Research
Ottawa, Ontario

Submitted by email to: secretariat@srcr-scrr.gc.ca

Re: Clinical Trials Ontario Response to TCPS2 Proposed Guidance: Ethics Review of
Multijurisdictional Research

Thank you for the opportunity to respond to the proposed guidance regarding the research ethics review of
multijurisdictional research.

Clinical Trials Ontario (CTO) is an independent, not-for-profit organization dedicated to the improving the
environment for clinical trials and health research in Ontario. CTO was established in 2012 with support
from the Government of Ontario. CTO’s top priority was implementing a streamlined research ethics review
system. After working extensively with the clinical trials and research ethics community in Ontario and
considering best practices from Canadian and international research ethics review harmonization and
streamlining initiatives, CTO STREAM was launched in early 2015. CTO STREAM supports a single, delegated
REB review for multi-site clinical trials and health research in Ontario. The reviews are conducted by one of
19 fully qualified REBs and can apply to any of the 110 participating sites (hospitals and universities) in
Ontario. CTO STREAM currently manages over 1500 multi-site studies with over 340 of these studies being
of minimal risk. (See Appendix A for more information re: CTO Stream). Accordingly, the proposed
mandatory guidance for minimal risk studies of great interest to our organization.

The draft guidance seems to have been issued with the positive intent of expanding uptake of harmonized or
streamlined approaches to ethics review and to encourage institutions that do not participate in mechanisms
for streamlined or harmonized research ethics review to do so. Although we are strongly in support of
policy to expand streamlining and harmonizing research ethics reviews, the policy as drafted would interfere
with the efficiency and practicality of systems already in place, such as the CTO system, and could potentially
move us backwards in our efforts to move to a single REB review in Ontario and across Canada. Itis
important that we ensure institutions can continue to fully delegate to an REB outside of its institution to
conduct a review on its behalf, and that a single REB review can suffice for multiple institutions participating
in the same study, whether the study is of minimal risk or beyond.

In a separate response submitted on behalf of organizations/institutions across Ontario we have advocated
for the withdrawal and re-issue of this guidance following consultation with relevant organizations and REBs
across Canada. We advocate again for this here. We would be pleased to participate in any consultative
processes, bringing forward our experiences in Ontario, as well as our efforts to support streamlined
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research ethics reviews across Canada. In the interim, we provide below some of our specific concerns
regarding the proposed guidance.

Specific Comments Re: Proposed Guidance
Line 76-77

The draft policy states that the guidance will be mandatory for all minimal risk studies conducted under
the auspices of multiple institutions

There is ample evidence that a single review is ethically acceptable and is in wide-spread use both
internationally (e.g., US NIH studies) and provincially (e.g., Ontario and Quebec) for both minimal risk
and more than minimal risk studies. There is no logical basis for excluding more than minimal risk
studies.

The level of review required for a study is finally determined by the REB reviewing the study, only
after the study is submitted. It may be logistically challenging to implement (and for researchers to
follow) different rules for minimal vs. more than minimal risk studies when the level of review is
determined post submission.

Although this is not an issue in Ontario and in many other provinces, there are provinces in Canada
with limitations to the REBs that can provide REB review. It may not be possible for institutions to
accept the REB review of an external REB depending on its location or other factors. It seems that
the draft guidance is relying on the engagement of every local REB as a way around such legislative
etc. barriers. This is highly problematic as addressed below.

As noted in the draft guidance, the main or first or “REB of Record”! reviewing the study is
responsible for continuing ethics review. Implementing a single REB across multiple institutions
without a system in place to manage both the initial, and especially the ongoing, ethics review is not
advised. This is risky in terms of compliance and oversight. It has been tried before, without success.
Current streamlined systems have not been exempted from the proposed mandatory guidance. If
there is consideration of exempting streamlining systems already implemented in provinces across
Canada, it must be realized that they do not all follow the same streamlining model and are
supported by different systems. When studies are conducted across jurisdictions, exempting existing
streamlined system will not address the issues identified here.

Lines 82-93

This section of the draft guidance provides detail around how the REB review will be conducted and
communicated. It indicates the review materials (e.g., study materials, decision of the REB of record) would
be available to the local REBs of all sites for acknowledgement. It provides an opportunity for the local REB

1For the purposes of this submission “REB of Record” is the terminology being used to denote the REB conducting the
first or main review of the multi-site study.
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to identify “a missed local circumstance, or substantive missed issue” to be flagged to the REB of record for
consideration.

e These provisions are highly problematic. A process of clear delegation of research review to a single
REB has been occurring successfully in Canada for years. This proposed provision indeed moves us
backward, providing the local REB with a review role when another REB is the REB of record. This
provision moves away from the concept of a single REB review. It would suggest a lack of confidence
in a single REB review, which is contrary to the following copied from the proposed guidance: “The
proposed guidance is based on confidence that a single, comprehensive ethics review of minimal risk
studies should, in the vast majority of cases, be sufficient to provide the appropriate protection to
participants”.

e Providing the local REB with the review materials (vs. the institution) and allowing it to decide if the
review is acceptable ignores the ability of the institution to fully delegate REB review to an REB
outside of its institution. Further, it ignores the role and responsibility of the institution to ensure
adequate REB review has taken place and to decide how that is accomplished.

e This model as proposed would place undue burden and workload on the local REB and creates a
shared accountability model where the local REB has responsibilities but no authority. The
responsibility for acknowledging external REB review should be placed with the institution’s
research administration office and not the REB.

Lines 98-107

This section advises on which REB should be the REB of Record. It is sensible to conclude that a REB needs
to be identified; however, how this is done this is not an operational detail a guidance document should
address. There are many issues that the study team and participating institutions might want to consider
here, including REB workload and mechanisms for a REB to decline review. Suffice it to say this is nota
matter which should be detailed in a policy document.

Lines 108-120

This section again proposes the local REB has a role in the REB of record’s decision. For all the reasons listed
above (Lines 82-93) this is not advised. This section refers to local circumstances that might warrant a local
REB raising issues to the REB of record such as local unique circumstances. Such issues can and should be
communicated by the lead investigator to the REB of record, and if there is a case in which the local
circumstances are so unique that only the local REB should review the research, this should be the option
exercised. If there are adequate technical and policy resources to support single REB of record
arrangements, the consideration of local circumstances can and are supported by the system and reviewed
by the REB of record. A second local review is not necessary.
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Lines 123-145

This section again proposes a role for the local REB in the review of multi-site research approved by a single
REB of Record. There are multiple ways of managing the consideration of local issues or institutional
requirements. This task should NOT be assigned to the local REB. It may be misguided to think an REB can
just ‘take a look’ at a set of review documents and decide if all issues are addressed. The proposed policy at
the same time indicates the local REB is not responsible (as there is another REB of record) while delegating
significant responsibilities to the local REB. As stated above, this brings us backwards from the fully
delegated REB of record review model implemented in multiple places in Canada and across the world.
Adding a feedback loop where the REB of Record needs to receive the local REB acknowledgements adds yet
another burdensome step that is not necessary. This also adds confusion as to when the local researcher
may begin the research locally, as there are essentially multiple timepoints of potential approval.

Line 146

This states that no formal agreement between institutions is required to implement the process. Although
the spirit of this is appreciated, one can guess this is only possible as additional and unnecessary
responsibilities have been assigned the local REB. It almost seems as if the construction of the draft policy
and the details that inappropriately engage the local REB were designed around avoiding a delegation
agreement and the associated insurance/liability issues between institutions. If this is implemented as is,
and implemented as mandatory, this will cause extraordinary difficulties across many institutions and REBs
in Canada.

There must be a better way, one that fully supports and recognizes a single REB of record delegation
model, one that minimizes the administrative and review burden on local REBs, and one that supports
simpler ways to achieve agreements and insurance/liability provisions between publicly supported
institutions. We have thought a lot about this issue over the years and wonder if there are solutions to
streamlining the agreement process. With the CTO system we have a template, non-modifiable delegation
agreement that is signed off on electronically within the system. Is it possible for the Tri-Council to work
with institutions across Canada to develop a template agreement? Could it be imbedded in the Tri-Agencies
MOU? Is it possible for the Tri-Council to investigate liability/insurance options that could be broadly
adopted, and support REBs (and their host institutions) in their review activities for external institutions?
Delegation agreements generally include standard and consistent clauses, and address issues of great
importance to institutions. Indicating these agreements and the assurances they provide can be avoided by a
cursory look by local REBs of already reviewed materials may be inadequate solution.

Lines 147-158

A time limit of 4-6 weeks for local REBs to review studies and materials already reviewed by a REB of Record
is unlikely streamline the ethics review and local study activation process. With CTO STREAM participating
institutions are provided with an approval to activate locally within 8 days (average) after submitting their
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site (or centre) application for REB review. This approval is provided by the REB of Record, not the local
REB.

Concluding Comments:

The intent of the draft guidance is greatly appreciated. However, there are several areas that should be
reconsidered with the expertise and support of stakeholders across Canada. The exclusion of more than
minimal risk studies, and the required engagement of multiple local REBs in the review process, are
examples of how this this proposed guidance lags behind streamlining systems already established in
Canada. The proposed mandatory guidance falls far short of the goal of a single REB review and may
discourage streamlining efforts already in place.

Thank you again for providing the opportunity to respond.

Yours sincerely,

Susan Marlin

President & CEO
Clinical Trials Ontario
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Appendix A: Ontario’s Streamlined Research Ethics Review System: CTO STREAM

CTO STREAM currently manages a single delegated REB review for over 1500 multi-site studies in Ontario. With
110 participating institutions and 19 fully qualified REBs, the system is broadly accepted and provides high-quality
and efficient research ethics review. In this delegated single REB review model, one REB in the system provides
ethics review and oversight to multiple participating institutions. Local REBs are not engaged in the review
process of these multi-site studies.

The system was designed and built by the research and ethics review community in Ontario and considers
applicable policy/regulation, best practices and leading tools developed across Canada. The system includes a
single set of application forms, consent templates and collaboratively developed policies, procedures, and
agreements. The web-based system includes communication, compliance audit and sign-off features. All
participating REBs are reviewed and fully qualified through a robust qualification process. These components are
all necessary to manage a single review efficiently and robustly across multiple institutions.

The system accepts any multi-site health research project and currently manages over 340 minimal risk studies
with near 60 participating institutions.

CTO STREAM Delegated Review Process:

e Aninitial application for Research Ethics Review is submitted by an investigator from any of the 110
participating CTO sites/institutions in Ontario

e The application and study materials are routed through the system to one of the 19 fully qualified REBs in
Ontario; this REB serves as the REB of Record

e Following review and approval by the REB of Record investigators at participating CTO sites across the
province can submit a ‘Centre’ initial application for research ethics review, addressing local issues only

e The REB of Record reviews and approves the Centre application in an average of 8 days. The local REB has no
role in the review of the study locally or otherwise; an institutional official approves the acceptance of the
ethics review locally

e An REB of Record Delegation Agreement (a template agreement embedded in the system) is executed
between the host institution for the REB of Record and the participating institutions

e After the initial review all items requiring review (e.g., amendments, annual renewals) are submitted to the
system and managed efficiently in a similar manner






October 4, 2021

Tri-Council Panel on Research Ethics

Tri-Council Secretariat on Responsible Conduct of Research
Ottawa, Ontario

Submitted by email to: secretariat@srcr-scrr.gc.ca

Re: Response to TCPS2 Proposed Guidance: Ethics Review of Multijurisdictional Research

Thank you for the opportunity to respond to the proposed guidance regarding the research ethics
review of multijurisdictional research. This response is supported by multiple organizations and
institutions across Ontario. A list of organizations/individuals supporting this response is provided
below.

The proposed guidance mandates that a single REB provide the initial research ethics review when
multiple tri-council eligible institutions are involved in a research study that is of minimal risk. We
appreciate this guidance has been issued with the very positive intent of expanding uptake of
harmonized approaches to research ethics review. As acknowledged in the draft guidance by the Tri-
Agency Panel “We are unaware of evidence that multiple ethics reviews provide commensurately
greater protection for research participants. Many researchers believe that they may unnecessarily
hinder the program of research.”

A policy change to support a single REB review for multi-site studies is strongly supported; however, as
proposed the guidance could not be implemented broadly in Ontario. We request that this draft
guidance be reconsidered and re-issued following consultations with relevant organizations and REBs.

It should be noted that the current TCPS2 fully supports the streamlining of research ethics review and
allows flexibility around the model institutions choose to follow. Although it may intend to, the
guidance as proposed does not exempt existing streamlining systems, nor does it allow for flexibility in
which streamlining model is implemented. The changes proposed would complicate advanced systems
already in place and move us backwards in our efforts to ensure high-quality and efficient review
models. Even if studies reviewed through processes like the streamlined research ethics review system in
Ontario (i.e., CTO STREAM) were exempted, this mandatory guidance will apply to studies conducted
across Canada, impacting existing systems.

Although the proposed guidance mandates a single REB provides the initial ethics review, it requires the
REBs of all participating institutions to engage in the process as well —to identify local issues, to bring
forward any ethical issues of concern and to acknowledge and accept the REB review conducted. This
would mean local REBs would have the responsibility for acknowledging and essentially accepting the
review conducted by another REB; however, they would not have authority beyond requesting
reconsideration by the other REB. This is very different than the streamlined system we have
implemented in Ontario. It would be difficult to implement locally and moves away from a single REB
being involved in the review of multi-site studies.

In Ontario we have implemented a fully delegated single REB review model whereby only one REB, the
REB of Record, reviews and approves multi-site research (see Appendix A for additional details). The
participating institution formally delegates this responsibility to the REB of Record via a template
delegation agreement, and local REBs are not involved. This fully delegated model of REB review of

1
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multi-site studies was implemented by the Ontario Cancer Research Ethics Board (OCREB) in 2003, and
advanced across all disease sites in Ontario with the implementation of CTO STREAM in 2014. It was
collaboratively designed with the understanding and expectation that a single REB review would be
conducted; local REBs would not be engaged in anyway in the review or acknowledgement of the study.

Key Challenges with the Draft Guidance

The proposed mandatory guidance would negatively impact the long-standing and efficient CTO system
of delegated REB review. It would essentially move us backwards in Ontario for many reasons including
the following:

e In addition to being mandatory, the proposed guidance details processes that many institutions
and REBs in Ontario would be unable or unwilling to implement.

e The proposed guidance as written does not respect the right of institutions to determine the
model of review acceptable for streamlining ethics review for multi-site studies, nor does it
respect the responsibility of the institution (vs. the REB) to accept an external REB review

e The proposed guidance imposes additional and unnecessary responsibilities on local REBs in
Ontario that have invested in, and fully supported, delegated REB of Record systems and
processes

e For minimal risk studies we could no longer realize the efficiencies of a single REB being
responsible for the ethical oversight of a multi-site study. The draft guidance indicates that after
the initial REB review that each local REB would have 4 to 6 weeks to conduct its review of
materials and provide acknowledgement or request reconsideration. With the CTO system,
after the province-wide REB review is completed, the REB of Record completes the site review in
8 days on average.

We are sufficiently concerned about this draft guidance to request that it be re-issued following
consultations. We wholeheartedly support and appreciate the efforts of the Panel and the Secretariat
to address this important topic and hope to have the opportunity to contribute to a consultative process
that includes due consideration of existing efforts across the country to streamline research ethics
review.

Respectfully submitted by:

Ontario Representative Associations & Research Organizations:

Dr. David Hill & Dr. Bradly G. Wouters
Co-Chairs
Ontario Hospital Association Research and Innovation Committee

Malcolm M. Campbell, PhD
Chair, Ontario Council of University Research

Dr. David Litchfield
Chair, Research Committee
Council of Ontario Faculties of Medicine

Susan Marlin
President & CEO, Clinical Trials Ontario



Laszlo G. Radvanyi, PhD
President & Scientific Director, Ontario Institute for Cancer Research

Tom Mikkelsen, MD, FRCPC DABNP
President and Scientific Director, Ontario Brain Institute

Bettina Hamelin, PharmD EMBA
President and CEO, Ontario Genomics

Ontario Institutions and Research Ethics Boards:

Allison B Sekuler, PhD,
Vice-President Research, Baycrest Health Sciences

Mani Kang, MSc, PMP
Director, Research Operations and Business Development, Bloorview Research Institute

Julia Ropotyn, RN, BScN, MScHSed
Professional Practice Specialist, Cambridge Memorial Hospital

Dr. Aristotle Voineskos
Vice President, Research, Centre for Addiction and Mental HealthC

Cecile Bensimon
Chair, Research Ethics Board, The Children’s Hospital of Eastern Ontario (CHEO)

Valerie Bourada
Manager, Research Ethics Board, The Children’s Hospital of Eastern Ontario (CHEO)

Katie Porter
Director, Research Administration, Hamilton Health Sciences Corporation

Mary Huska, BScN, MHSC (Bioethics)
Vice-Chair, HSN REB, Health Sciences North

Dr. Dennis Reich, MD, CFPC Specialist
Chair, HSN REB, Health Sciences North

Lori-Ann Larmand
Research Liaison/REB Coordinator, Research Department, Lakeridge Health

Dr. David Hill
Scientific Director, Lawson Health Research Institute

Tracy Arabski
Director, Health Research Services, McMaster University Faculty of Health Sciences
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Michael Wood
Director, Research & Innovation, North York General Hospital

Natascha Kozlowski, MPH
Executive Director, Ontario Cancer Research Ethics Board (OCREB), Ontario Institute for Cancer Research

Jacqueline Limoges PhD RN
Chair, Ontario Cancer Research Ethics Board (OCREB), Ontario Institute for Cancer Research

Ray Saginur, MD
Chair, Research Ethics Board, Ottawa Health Science Network

Duncan J. Stewart, MDCM, FRCPC

Executive Vice-President Research, The Ottawa Hospital
CEO & Scientific Director, Ottawa Hospital Research Institute
The Evelyne & Rowell Laishley Chair

Stephen W. Scherer, PhD, DSc, FRSC

Chief of Research, Northbridge Chair in Paediatric Research

Senior Scientist, Genetics & Genome Biology program, The Hospital for Sick Children (SickKids)
University Professor, Director, McLaughlin Centre, University of Toronto

Michelle Dimas MSc
Manager, Office of Research, Sinai Health System

Kathleen Austin, BSc, BA, MA
Manager, Research Ethics Board, Sinai Health System

Darlene Homonko
Director, Technology Transfer and Industry Liaison, Lunenfeld-Tanenbaum Research Institute, Sinai
Health System

Stephen Lye, PhD, FCAHS, FRCOG

Interim Director of Research, Lunenfeld-Tanenbaum Research Institute

Executive Director Alliance for Human Development, Scotia Bank Scientist in Child and Adolescent
Health, Sinai Health System

Dr. Vibhuti Shah
Chair, Research Ethics Board, Sinai Health System

Sharon Villani
Manager, Corporate Research Support Services, Southlake Regional Health Centre

Stephanie Trowbridge
Interim Director, The Research Institute of St. Joe’s Hamilton, St. Joseph’s Healthcare Hamilton
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Keitha McMurray
Executive Director, Research Integrity & Clinical Research Services, Sunnybrook Health Sciences Centre

Dr. Brian Murray

Chair, Research Ethics Board, Sunnybrook Health Sciences Centre

Daniel Horne

Manager, Clinical Research Services, Thunder Bay Regional Health Research Institute, Thunder Bay
Regional Health Sciences Centre

Dr. Andrew Winterborn, PhD
University Veterinarian & Director, Research Ethics Compliance
Queen’s University

Paul MacPherson
Director, Clinical Research Services, University Health Network

Dr. Morris Sherman MD
Chair, Research Ethics Board, University Health Network

Bradly G. Wouters
Senior Scientist, Princess Margaret Cancer Centre
Executive Vice-President, Science and Research, University Health Network

J. Kevin Shoemaker, PhD
Professor, Associate Vice President, Research, University of Western Ontario

Dr. Suzanne McMurphy
Chair, Research Ethics Board, University of Windsor

Sarah Tagliapietra
Research Ethics Manager, William Osler Health System Research Ethics Board

Mark Fathers
VP, Corporate Affairs and CFO, Windsor Regional Hospital, Windsor Regional Hospital Cancer Program

Dr. Wallace Liang
Chair, Research Ethics Board, Windsor Regional Hospital

Dr. Rulan Parekh
Vice-President, Academics, Women’s College Hospital

Alison Williams, PhD
Chair, Research Ethics Board, Women's College Hospital



Appendix A: Ontario’s Streamlined Research Ethics Review System: CTO STREAM

CTO STREAM currently manages a single delegated REB review for over 1500 multi-site studies in
Ontario. With 110 participating institutions and 19 fully qualified REBs, the system is broadly accepted
and provides high-quality and efficient research ethics review. In this delegated single REB review
model, one REB in the system provides ethics review and oversight to multiple participating institutions.
Local REBs are not engaged in the review process of these multi-site studies.

The system was designed and built by the research and ethics review community in Ontario and
considers applicable policy/regulation, best practices and leading tools developed across Canada. The
system includes a single set of application forms, consent templates and collaboratively developed
policies, procedures, and agreements. The web-based system includes communication, compliance
audit and sign-off features. All participating REBs are reviewed and fully qualified through a robust
qualification process. These components are all necessary to manage a single review efficiently and
robustly across multiple institutions.

The system accepts any multi-site health research project and currently manages over 340 minimal risk
studies with near 60 participating institutions.

CTO STREAM Delegated Review Process:

e Aninitial application for Research Ethics Review is submitted by an investigator from any of the 110
participating CTO sites/institutions in Ontario

e The application and study materials are routed through the system to one of the 19 fully qualified
REBs in Ontario; this REB serves as the REB of Record

e Following review and approval by the REB of Record investigators at participating CTO sites across
the province can submit a ‘Centre’ initial application for research ethics review, addressing local
issues only

e The REB of Record reviews and approves the Centre application in an average of 8 days. The local
REB has no role in the review of the study locally or otherwise; an institutional official approves the
acceptance of the ethics review locally

e An REB of Record Delegation Agreement (a template agreement embedded in the system) is
executed between the host institution for the REB of Record and the participating institutions

e After the initial review all items requiring review (e.g., amendments, annual renewals) are submitted
to the system and managed efficiently in a similar manner



