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A. Executive Summary

Human subjects research is central to the academic mission of the Toronto Academic
Health Sciences Network (TAHSN). To support TAHSN researchers in their pursuit of
human subjects research enabling them to design and implement innovative studies
within an appropriate ethical framework, the Hospital University Research Relations
Committee (HURRC) recommended to the Vice-Provost Relations with Health Care
Institutions that a representative TAHSN committee be struck to examine the current
human subjects research review procedures and practices across TAHSN. Further,
HURRC recommended that the committee advise on how best practices can be
achieved on an ongoing basis to strongly support human subjects research.

In April 2006, in response to this recommendation from the HURRC, the Vice-Provost
commissioned a Task Force on Human Subjects Research that included representation
from the ten affiliated hospitals/research institutes and the health faculties at the
University of Toronto. Members of the committee included REB chairs, human subject
researchers, research administrators and ethics and legal experts from all fully-affiliated
hospitals and health faculties across the network.

The overall goal of the Task Force was to recommend mechanisms and processes to
improve the quality of human subjects research across TAHSN by identifying key
barriers to the achievement of ethical best practices. Further, the committee was
charged to identify an enabling infrastructure for TAHSN to overcome these barriers so
as to facilitate the conduct of human subjects research of the highest quality in an
increasingly stringent regulatory environment.

The Task Force conceived a four-phase process to meet its intended goal. In Phase 1,
the committee prepared a comprehensive list of barriers and problems, and
consolidated these into 16 key barriers that could prevent the conduct of ethical best
practices at TAHSN. In Phase 2, the Task Force assigned its members to four different
working groups to explore and recommend infrastructural needs to address these key
barriers. This led to the idea of developing an ethical best practices resource for
TAHSN called the Central Clinical Resource Research Group.

In Phase 3, the committee developed and sent a survey to the research community of
TAHSN (i.e. investigators, research coordinators, REB members, REB chairs, and
research administrators) at all ten academic health sciences centres, three community-
affiliated hospitals, and the selected departments of the Faculty of Medicine at
University of Toronto. The purpose of the survey was to seek stakeholders’ opinions on
the importance of the 16 key barriers to ethical best practice, and the proposed
functions and benefits of the Central Clinical Research Resource Group that were
proposed by the Task Force. Finally, in Phase 4, the Task Force synthesized the data
collected from the previous phases to formulate recommendations.

Eight hundred and sixteen research stakeholders participated in the survey. Generally
respondents endorsed the importance of the key barriers identified by the Task Force
during the first two phases. Although the list of top five barriers to achieving ethical best



practices differed by research stakeholder group as detailed in section C.4.2, the
following five barriers emerged as the most important overall to address initially:

« Need to improve turn-around time of REB approval of research protocols for both
single and multi-site trials being conducted at TAHSN.

« Underdeveloped infrastructure to support the conduct of multi-centre studies.

« Need to harmonize REB approval process within TAHSN.

« Underdeveloped strategies to integrate clinical research into routine clinical care.

»« Underdeveloped processes to inform investigators of new regulatory requirements.

Although they agreed that REBs must continue to exercise great care in their reviews of
potentially invasive or harmful research respondents, stakeholders wanted increased
consistency in the ethical review process across the network in particular. Comments
from respondents included inconsistent processes for the review of multi-centre studies,
different expectations for documents such as the informed consent forms across sites,
and varied approaches to proportionate review of research projects across TAHSN
REBs.

Failure to increase consistency in review processes across TAHSN is a cause for
concern for several reasons. Investigators and research co-ordinators reported that
existing processes cause unnecessary delays to studies due to their need to respond to
repetitive and conflicting reviews. Similarly, REB members reported spending too much
time evaluating proposals that had been reviewed by other TAHSN REBs.

To address this fundamental problem and the other key barriers validated by research
stakeholders and to provide support in meeting standards, guidelines and regulations,
the Task Force recommends the creation of the Clinical Research Resource Group. As
endorsed by survey respondents, the functions of this group should be to:

1) Create, maintain and coordinate a web-portal to support communication with
research stakeholders through each hospital intranet and to manage the Central
Clinical Research Resource Group functions.

2) Work with TAHSN hospitals to develop a central and definitive resource for
education, courses, workshops-local and web-based-for students, investigators,
research staff and REB members at U of T and affiliated hospitals.

3) Provide a resource that promotes discussion among the clinical research
community and develop recommendations regarding emerging issues in the
ethical conduct of clinical research.

4) Create an information hub to liaise with external groups on national and
international initiatives.

Recognizing the urgency of these issues, the Task Force recommends that TAHSN

create the proposed Clinical Research Resource Group with broad representation from

research stakeholders building upon available resources within TAHSN. The Clinical

Research Resource Group should establish terms of reference to overcome the key

barriers to achieving ethical best practices. Specifically, the resource group should first
5



develop and implement a TAHSN-wide process to overcome the top five barriers
identified; next develop strategies to address the remaining barriers, and finally be
vigilant to emerging local, national, and international issues pertaining to the conduct of
human subjects research.

With the allocation of appropriate TAHSN resources, the Task Force recommends that
these activities be accomplished within a one-year timeframe.



B. Terms of Reference of the Task Force on Human Subjects Research

Preamble: Human subjects research is central to the academic mission of TAHSN. This
Network includes the Health Faculties of the University of Toronto and the nine’
hospitals fully-affiliated with the University. The Tri-Council Policy Statement: Ethical
Conduct for Research Involving Humans has been adopted across TAHSN through the
efforts of the University Office of Research and the hospital Research Ethics Boards
(REBSs). The clinical scientific community engages in translational research often testing
new diagnostic and therapeutic interventions that may be in the process of being
commercialized. Industry-contracted research supporting single and multi-centre trials
are under increased scrutiny by medical journal editors for possible conflicts of interest.

To support our faculty in its pursuit of human subjects research enabling them to design
and implement innovative studies within an appropriate ethical framework, strong
institutional support and guidance should be provided. This includes support for
continuing engagement in industry-sponsored research within an appropriate ethical
framework. Therefore, the Hospital/University Research Coordinating Committee
recommended to the Vice-Provost Relations with Health Care Institutions that a Task
Force be struck to examine the current human subjects research review procedures and
practices across TAHSN and, importantly, to recommend how best practices can be
achieved on an ongoing basis to strongly support human subjects research.

Purpose: To propose processes to be undertaken for achieving ethical best practices in
human subjects research at TAHSN within the context of current and emerging local,
national and international standards and best practices.

Scope:

1) Consider current ethical practices/procedures within TAHSN relevant to human
subjects research (including clinical trials);

2) Compare TAHSN’s current ethical practices/procedures to current and emerging
local (e.g. hospital specific), national and international standards and best
practices for the ethical conduct of human subjects research;

3) Delineate barriers to achieving ethical best practices and define infrastructure
needs within TAHSN.

4) Identify TAHSN-enabling mechanisms for achieving ethical best practices.

! The terms of reference were written prior April 1, 2006 when Women’s College Hospital was affiliated as an
independent institution from Sunnybrook Health Sciences Centre. There are now ten hospitals fully affiliated with
the University of Toronto.
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Members of the Task Force on Human Subjects Research

The Toronto Academic Health Science Network (TAHSN) Task Force on Human
Subjects Research was commissioned by the Vice-Provost, Catharine Whiteside. The
following members represented the affiliated hospitals/research institutes, Health
Faculties, REB chairs, human subject researchers, and ethics and legal experts:

Co-Chairs:
Valérie Sales/Paula Rochon

Members:

Baycrest: Paula Rochon

Bloorview Kids Rehab: Steve Ryan

Centre for Addiction & Mental Health: Padraig Darby, Shitij Kapur, Susan Pilon
Hospital for Sick Children: Michelle Modofsky, Stan Zlotkin

Mount Sinai Hospital: Tamara Birkenheier, Ellen Hodnett

St. Michael’s Hospital: Chaim Bell, Julie Spence

Sunnybrook Health Sciences Centre: Anthony Levitt

Toronto Rehabilitation Institute: Angela Colantonio

University Health Network: Ron Heselgrave, Amit Oza, Valerie Sales
University of Toronto Campus: Denis Grant, David Bevan, Rachel Zand

Administrative Support: Leslie Bush, Assistant Vice-Provost, Health Sciences Sector,
University of Toronto



C. Report of the TAHSN Task Force on Human Subjects Research

C.1. Background

The Tri-Council Policy Statement: Ethical Conduct for Research Involving Humans
defines human subjects research? as a “systematic investigation to establish facts,
principles or generalizable knowledge...that involves living humans...human remains,
cadavers, tissues, biological fluids, embryos or fetuses.” In this context, human
subjects research within TAHSN is a very large enterprise. In 2005, it was estimated
that some 4300 protocols were reviewed by Research Ethics Boards (REBs) across
TAHSN.

TAHSN is the largest academic research organization in Canada. The University of
Toronto has affiliation agreements with all of the TAHSN-member hospitals - 10 full
affiliates and 3 community affiliates. In 2004/05 there were approximately 5,000 faculty
with primary appointments in the Faculty of Medicine who together with their colleagues
in the other health sciences have been ranked the top over the last 5 years in health
sciences publications and citations for publicly funded institutions across North America.
It holds the largest number and amount of research funding out of the 17 Canadian
Medical Schools; a position that it has maintained for more than 20 years.

Human subjects research is organized differently at the University and at each of the
TAHSN sites. Different sites conduct different types of human subjects research. For
example, some institutions conduct more clinical trials than others. Moreover, the
populations under study often reflect their patient populations and expertise: elderly
versus adults versus children and adolescents or chronic versus acute diseases or
preventative versus invasive therapeutic procedures. The type of infrastructure
available at each site has been adapted to meet their needs. Since a wide range of
research can be conducted at each site, certain resources and specific expertise may
be developed across sites.

The complexity of clinical studies is increasing, requiring knowledgeable, trained staff
for the appropriate conduct of all clinical research and compliance with regulations in
clinical trials. Thus, providing the resources for an appropriate infrastructure to support
the REB and the overall research system is important in mitigating the risks pertaining
to the conduct of human subjects research. There are ongoing efforts about the quality
of human subjects research internationally. As high profile issues have arisen in
leading academic centres, they highlighted the importance of a concerted prospective
approach to address such issues within TAHSN.

2 In this report, the terms Human Subjects Research and Clinical Research are used interchangeably.



C.2. Scope

In the preparation of this report, the Task Force on Human Subjects Research
considered all ethical practices/procedures within TAHSN relevant to human
subjects research. We considered the entire research system at TAHSN. Research
ethics boards (REBs) are an essential and well-established component of this system
but other components require further development to support the REBs role and
oversight. The research system includes proposal development, scientific review, REB
approval, training, quality assurance, monitoring, and eventual publication. The Task
Force worked on the assumption that there are some exemplary and some more basic
standards being followed in the research system across TAHSN.

The Task Force worked with the following principles:

1) Human subjects research is essential to the advancement of health care and
should be facilitated.

2) Human subjects research conducted within TAHSN institutions should be of the
highest quality.

3) Human subjects research within TAHSN institutions will benefit from consistent
approaches.

Improving the quality of human subjects research across TAHSN is important on many
levels. Research subijects’ rights and safety must be protected. They are entitled to
participate only in studies, in compliance with regulations and guidelines, meeting the
highest scientific rigour as well as ethical and quality standards. From the investigators
perspective, conducting a study within a supportive environment will provide confidence
that they can meet or exceed the standards for ethical conduct of human subjects
research. Having a supportive and collaborative environment for investigators, research
staff and REB members will improve the efficiency of the research process and make
TAHSN a very attractive venue in which to conduct research. From TAHSN’s
perspective, promotion of such an environment will foster advances in knowledge while
protecting study participants.

)

The overall goal of the Task Force was to recommend mechanisms and processes to
improve the quality of human subjects research across TAHSN by:

1) Identifying key barriers to the achievement of ethical best practices for the
conduct of human subjects research within TAHSN; and,

2) Creating an enabling infrastructure for TAHSN to overcome these barriers so as

to facilitate the conduct of human subjects research of the highest quality in an
increasingly stringent regulatory environment.
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C.3. Process followed by the Task Force on Human Subjects Research

The Task Force was struck in April 2006 and met monthly to bi-monthly from late April
2006 to January 2007. The overall four-phase process followed by the Task Force is
outlined in Figure 1 below.

Compare TAHSNs Current Ethical Practices/Procedures to
Current and Emerging Standards and Best Practices for the
Ethical Conduct of Human Subjects Research

Delineate Barriers Synthesis
to Achieving to 16 Key Barriers to
Ethical Best Practice Achieving Ethical Best Practice

Infrastructure Needs Working Groups
Research System Central Clinical Research
Education Resource Group as an
Resources Enabling Mechanism for TAHSN
Accountability

Phase 2

Survey TAHSN Research Community
to Validate Identified Barriers to
Achieving Ethical Best Practice and the
Benefit of the proposed
Central Clinical Resource Group

v

Phase 3
v

Synthesis

Phase 4
\ 4
A

Figure 1: Process Followed by Toronto Academic Health Science Network
(TAHSN) Task Force on Human Subjects Research
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C.3.1. PHASE 1: Identification of Barriers to Ethical Best Practice

In Phase 1, The Task Force considered TAHSN’s ethical practices/procedures in the
context of current and emerging standards and best practices for the ethical conduct of
human subjects research. The Task Force was designed with representation from all
institutions across TAHSN and therefore members brought to the group their
understanding of ethical practices/procedures. This process led to the identification of
key issues. The Task Force members identified Barriers to Achieving Ethical Best
Practice pertaining to the conduct of Human Subjects Research within TAHSN. These
Barriers to Achieving Ethical Best Practice were generated based on the experience of
Task Force members and that of their respective sites. A 20-page list of items was
identified (available on request).

Next these barriers were grouped into similar categories resulting in the identification of
16 barriers to achieving ethical best practice being faced at TAHSN (see Section C.4 for
list).

C.3.2. PHASE 2: Task Force Working Groups to Define Infrastructure Needs

In Phase 2 these items were categorized into thematic areas that related to
infrastructure needs within TAHSN that would help to address these identified barriers
to achieving ethical best practices. Four working groups of Task Force members were
formed to respond to these barriers: Research Systems, Education, Resources, and
Accountability. The documents prepared by each of these groups are in Appendix 2.
Details of the recommendations based on these documents can be found in Appendices
5 and 6.

The Research Systems working group recognized that the current system for human
subjects research would benefit from a concerted approach within TAHSN. The
working groups recognized that while each institution needs a good research system
tailored to its own needs, this system needs to be coordinated with the other TAHSN
sites to be more efficient, avoid duplication and ensure that broader issues can be
addressed consistently across institutions. As REBs are central to the research
systems, they have taken the lead in harmonizing certain submission and review
processes across sites.

The Resources working group explored the value of central, virtual resources on ethical
best practices that all hospital investigators and their staff could access. It was
recognized that certain sites such as the current University of Toronto web-site are
excellent but are not directly available for the research activities of TAHSN investigators
and their staff. Easy access is required to references such as regulations, common
processes and tools as the existing harmonized REB submission form or protocol
templates. It was also noted that there are no mechanisms in place to track active
research studies across TAHSN.

The Education working group explored means of educating, training, and informing all
those involved in the ethical conduct of human subjects research. Many in the
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research community are unaware of the educational opportunities that are available. It
is important that researchers, research staff and REB members be appropriately trained
for standards and regulations in line with their roles and responsibilities in the conduct of
clinical research. This is important to prepare for regulatory authorities as they come to
inspect a research site, to manage the risks pertaining to liability issues, and most
importantly, operationalize the guiding ethical principles espoused in the Tri-Council
Policy Statement and following the Declaration of Helsinki and Good Clinical Practices.
Education may well be one of the best interventions to mitigate risks for research
institutions as they cannot oversee all activities and maintain best practices in the
approach of potential participants and the care provided in the context of the study.

The Accountability Working Group focused on “hot issues” related to accountability.
Accountability is reflected in all aspects of human subjects research from having a
sound design with an acceptable risk/benefit ratio to reporting results, whether positive,
negative or neutral. These include issues as broad as registration of clinical trials,
publication, research and care, conflicts of interest and relations with industry. The
different parties involved in clinical research must be held accountable to each other as
well as to the participants and the public at large. It is essential that the parties work
together for expansion of our knowledge of disease and evaluation of new interventions.

The Research Systems, Resources, Education, and Accountability Working Groups of
the Task Force each reported their findings to other members. After considering each
of the four reports, Task Force members agreed that a consistent theme emerged. This
common theme was that there was need for consistent approaches and a common
information resource for ethical best practices within TAHSN. This led to the proposed
creation of a Central Clinical Research Resource Group as an enabling mechanism to
support the ethical conduct of clinical research within TAHSN. The four proposed major
functions of this group aligned with the needs identified by the four working groups.

The following is a description of how the Task Force members envisioned The Central
Clinical Research Resource Group. The proposed group would provide a common
information system, a mechanism for providing common educational opportunities, an
opportunity to provide shared resources, and finally, promote accountability by providing
common, current and consistent information across the network. The group would act
as a resource to research stakeholders, including investigators, research ethics board
(REB) members, research coordinators and research administrators.

While the potential scope of operation of the Central Clinical Research Resource Group
was broad, the Task Force proposed a narrower focus. The Task Force worked with
the understanding that the group:

1) would build on existing resources within TAHSN;
2) not duplicate existing resources; and,
3) add value to existing resources.

Accordingly, Task Force members agreed that the Central Clinical Research Resource
Group should focus on overarching issues that affect TAHSN as a whole. This resource
group would allow sharing of best practices between institutions. The group would not
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replace local REBs or duplicate existing resources, but rather complement the research
resources available at individual TAHSN sites. This group would provide a central,
comprehensive resource to address critical issues being faced in the conduct of human
subjects research. This group would provide a vehicle to promptly address emerging
local, national, and international issues, and would assist in the development of practical
strategies targeted at meeting evolving standards in clinical research.

C.3.3. PHASE 3: Survey to Validate Task Force Findings

Phase 3 was designed to obtain views from the broad TAHSN research community.
The Task Force developed a web-based survey (see Appendix 1) to solicit feedback
from key research stakeholders (i.e. investigators, REB members/chairs/coordinators,
research coordinators, and research administrators) across all TAHSN member
institutions, community affiliated hospitals and the Faculty of Medicine. The three
survey objectives were:

1) To seek members' opinions on the importance of the sixteen identified barriers to
ethical best practice,

2) To get members' advice regarding the proposed functions of a Central Clinical
Research Resource Group; and,

3) To get members’ advice regarding the potential benefit of the proposed Central
Clinical Research Resource Group.

The survey was distributed by individual Task Force members using email research
distribution lists at their respective sites, posted on the Faculty of Medicine intranet, and
distributed to members of the Joint Centre for Bioethics.

The description of the methods and analysis used for the survey is provided in
Appendices 3 and 4.

C.4. Phase 4 Synthesis: Barriers to Achieving Ethical Best Practices

Three sources of data were used to identify the barriers and problems to achieving
ethical best practices at TAHSN. These were:

1) The Task Force members findings;

2) TAHSN survey quantitative data; and,

3) TAHSN survey qualitative data.

14



C.4.1. Task Force members findings

The first source of data was from the Task Force members findings.

The following is a list of the 16 key Barriers to Achieving Ethical Best Practice identified
by the Task Force members. These barriers were derived from the thematic review of
the 20-page list of obstacles identified by Task Force members. The Task Force
identified that it was important to:

« Harmonize the REB approval process within TAHSN.
« Improve institutional conflicts of interest policies.
»« Reduce the turn-around time of REB approval of research protocols.

« Improve policies related to part-time and adjunct faculty doing research in private
practices, but using institutional affiliations.

« Develop an appropriate infrastructure (REB, standard operating procedures,
training, etc) to support newly affiliated community hospitals that conduct clinical
research.

« Develop the infrastructure to support the conduct of multi-centre studies.

« Develop processes and institutional support to facilitate on-site inspections by
regulatory and granting agencies.

« Improve the contract review process.
« Develop a centralized process for registering clinical trial protocols.
« Improve the processes to monitor the ethical conduct of research studies.

« Have the infrastructure to develop auditable web-based study databases that will
preserve data integrity.

« Develop processes to address emerging ethical issues pertaining to new research
activities in areas such as new technologies, genomics, proteomics and bio-banks.

« Develop processes to inform investigators of new regulatory requirements.

« Develop processes to inform potential study participants about ethical practices in
clinical research so they understand their rights.

« Develop strategies to integrate clinical research into routine clinical care.
« Provide educational opportunities on the ethical conduct of clinical research.

15



C.4.2. TAHSN Survey Quantitative Data

The second source of data was obtained from the TAHSN survey quantitative data. A
survey was conducted among research stakeholders across TAHSN. The data
obtained from the survey are described below. All tables describing the more detailed
results from this survey data can be found in Appendix 4.

A total of 816 research stakeholders responded to the survey from each of the TAHSN
sites as outlined below. All ten TAHSN member sites, three community affiliated
hospitals, and other members of the university were surveyed as listed in Figure 2.
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Figure 2: The distribution of survey respondents by site.
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Figure 3: The distribution of survey respondents by their primary research role. More
than 80% of the research stakeholders surveyed were either investigators or research
coordinators.

On average 78% of the respondents agreed or strongly agreed that the barriers
identified were important. Mean scores ranged from 3.62 (SD = 0.91) to 4.58 (SD =
0.50) across all items out of a maximum score of 5.
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Figure 4 lists the 16 barriers to ethical best practice. These items are ranked based on
the overall rank of importance derived from the mean ratings from all respondents.

The Top Five Barriers:

Survey Investigator REB Coordinator | Administrator
o 91 6% —_— 91 6%
1. It is important to reduce the turn- 82.7%
around time of REB approval of
research protocols.
86.8% e
2. It is important to develop the — 82.7%
infrastructure to support the conduct of :
multi-centre studies. -
100% - 100%
3. It is important to develop processes 89.1%
to inform investigators of new
regulatory requirements.
84.0% 86.6% i
4. It is important to harmonize the REB 726%
approval process within TAHSN.
L . 82.3% 83.8%
5. Itis important to develop strategies 77.6%
: . : 69.4%
to integrate clinical research into
routine clinical care. -

The Remaining Eleven Barriers:

Survey Investigator REB Coordinator | Administrator
94.3% 93 4% 94.1%
6. It is important to provide educational -
opportunities on the ethical conduct of '
clinical research.
92.5%
7. It is important to develop an o035 9% 87.5%

appropriate infrastructure to support
newly affiliated community hospitals
that conduct clinical research.
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8. It is important to develop processes 94.3% 94.0%
to address emerging ethical issues 79.8% 8a1%
pertaining to new research activities in
areas such as new technologies,
genomics, proteomics and bio-banks.
9. It is important to develop processes 9%6.2% 96.1%
to inform potential study participants 83.7%
about ethical practices in clinical 74.7%
research so they understand their
rights.
10. It is important to develop processes 82.4% 826% 85.4%
and institutional support to facilitate on- 72.5%
site inspections by regulatory and
granting agencies.
90.6%
80.1% 82.0%
11. It is important to improve
institutional conflicts of interest policies. 63.3%
[ ]
78.7%
12. It is important to improve the 67.4% 704% 2%
contract review process. -
13. It is important to develop a — 69.8% 73.5% 74.0%
centralized process for registering
clinical trial protocols. -
92.4%
14. It is important to improve the 5 3%
. : 732%
processes to monitor the ethical
conduct of research studies. 54 4% .
—
15. It is important to have the —_—
infrastructure to develop auditable 68.0% ’
web-based study databases that will 60.5% 59.6%
preserve data integrity. ] - ]
16. It is important to improve policies 81.0%
related to part-time and adjunct faculty 74.0%
doing research in private practices, but 56.2% - 55 79
using institutional affiliations. — —

Figure 4: The scale ranged from 1 to 5 with: 1= “Strongly disagree”, 2= “Disagree”, 3=
“‘Neutral”, 4= “Agree”, 5="Strongly agree”. The histograms (and the numbers written
above) illustrate the percentage of research stakeholders who either agreed or strongly
agreed with a barrier statement within each group. Each group represents the primary
research role of the respondents. Refer to Appendix 3 for additional tables of results.
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The relative importance (ranking) of the items varied between the research stakeholders’
role. The highest association of ratings was between the investigators and the research
coordinators (r=0.85, p<0.01). REB members’ ratings were correlated with those of
research administrators (r=0.68, p<0.01). Investigators and REB members were most
divergent in their ratings of the importance of barriers (r=0.07, p=0.81).

The following are the five most important barriers to ethical best practice based on
mean ratings by investigators:

« Need to improve the turn-around time of REB approval of research protocols.

« Underdeveloped infrastructure to support the conduct of multi-centre studies. *

« Need to harmonize the REB approval process within TAHSN. *

« Underdeveloped strategies to integrate clinical research into routine clinical care.

« Underdeveloped processes to inform investigators of new regulatory requirements. *

Research coordinators placed three of these items (indicated with an asterisk) in their
top five most important list. They also identified in their top five barriers the need to:

« Provide educational opportunities on the ethical conduct of clinical research.

« Develop an appropriate infrastructure (REB, standard operating procedures,
training, etc.) to support newly affiliated community hospitals that conduct clinical
research.

It is expected and important to consider the REB perspective and to recognize that it
likely would be different in some areas to that of the investigators and other research
stakeholders. REB members represented a smaller number of stakeholders in this
survey. In total 59 (7.2%) of the respondents were REB members. The five most
important barriers identified by the REB members were the need to:

« Develop processes to inform investigators of new regulatory requirements.

« Develop processes to inform potential study participants about ethical practices in
clinical research so they understand their rights.

« Develop processes to address emerging ethical issues pertaining to new research
activities in areas such as new technologies, genomics, proteomics and bio-banks.

« Provide educational opportunities on the ethical conduct of clinical research.

« Develop an appropriate infrastructure (REB, standard operating procedures, training,
etc) to support newly affiliated community hospitals that conduct clinical research.
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C.4.3. TAHSN Survey Qualitative Data
The third source of data was obtained from the TAHSN qualitative survey comments.

A total of 174 (21%) of the respondents provided written comments related to the
barriers to ethical best practice. Comments were categorized by the primary role of
respondent. Two Task Force members read all comments independently, then
identified, compared and agreed upon underlying themes.

The following are the key barrier-related themes that emerged:

1) There is a need to reduce the time it takes to receive full ethical clearance for
multi-site research projects.

2) Although REBs should continue to exercise great care in their reviews of
potentially invasive or harmful research, the rigour of the review for lower risk
research should be proportionate.

3) Common processes should be developed to create consent forms that are truly
understandable by prospective research volunteers.

4) New investigators need opportunities to learn about research ethics, REB
members need opportunities to learn about research methods, and research
coordinators need opportunities to be trained about good clinical practice,
research methods and ethics.

5) Regulatory requirements should be harmonized with ethics review processes to
facilitate research.

Additionally, two minor themes emerged:
1) REBSs should consider the expertise they need to review research protocols
appropriately.

2) Additional resources would help REBs/Research Ethics Offices to do their jobs
better.

lllustrative examples of respondents’ comments for each of the identified themes are
available in Appendix 4.
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C.5. Synthesis: Identify TAHSN-enabling mechanisms for achieving ethical best
practices.

Three sources of data were used to identify TAHSN-enabling mechanisms for achieving
ethical best practice. These were:

1) The Task Force members findings;

2) TAHSN survey quantitative data; and

3) TAHSN survey qualitative data.

C.5.1. Task Force Members Findings

The Task Force proposed the creation of a Central Clinical Research Resource Group
to support the ethical conduct of clinical research within TAHSN and, when appropriate,
to take a leadership role on a national and international level. The proposal for the
Central Clinical Research Resource Group was based on the Task Force and working
groups’ discussions to identify a common enabling mechanism. The functions of the
Central Clinical Research Resource Group reflect the overlapping thematic areas of the
working groups and their perspectives. These include the need to develop a system to
provide information, a mechanism to provide educational opportunities, the processes to
share resources and finally the means to promote accountability.

Thus, the Task Force members proposed four potential functions for the Central Clinical
Research Resource Group:

1) Web-portal: Creating, maintaining and coordinating a web portal where all
involved in clinical research at TAHSN institutions could readily access policies,
procedures, general information, and guidance pertaining to the ethical conduct
of human subjects research within TAHSN institutions

2) Education: Advising TAHSN members of local and web-based educational
activities that relate to the ethical conduct of human subjects research

3) Resource: Promoting discussions among investigators, research coordinators
and REB members regarding emerging research ethics issues.

4) Information Hub: Acting as an information hub where external groups can liaise
with TAHSN institutions on new national or international initiatives on the ethical
conduct of human subjects research

C.5.2. TAHSN Survey Quantitative Results

In the TAHSN survey, the Task Force introduced the Central Clinical Research
Resource Group and its four proposed functions. Responders rated the relevance of
each function on a scale of 1 strongly disagree) to 5 (strongly agree), and provided
additional suggestions for functions of the proposed Central Clinical Research Resource
Group.

Survey respondents generally endorsed the functions as being important. The overall
scores ranged from 3.68 (SD = 0.79) - 4.42 (SD = 0.79).
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Survey

Investigator

REB

Coordinator

Administrator

1. Coordinating a web portal
where members could readily
access policies, procedures,
general information, and
guidance pertaining to the
ethical conduct of human
subjects research within TAHSN
institutions should be a function
of the resource group.

85.4%

87.2%

90.6%

34.0%

2. Acting as an information hub
where external groups can liaise
with TAHSN institutions on new
national or international
initiatives on the ethical conduct
of human subjects research
should be a function of the
resource group.

726%

74.5%

76.8%

78.0%

3. Promoting discussions among
investigators, research
coordinators and REB members
regarding emerging research
ethics issues should be a
function of the resource group.

65.9%

74.5%

76.3%

65.0%

4. Advising TAHSN members of
local and web-based
educational activities that relate
to the ethical conduct of human
subjects research should be a
function of the resource group.

62.5%

76.6%

75.9%

65.0%

Figure 5 lists the proposed functions of the Central Clinical Research Resource Group
with the percentage of research stakeholders who either agreed or strongly agreed with
a proposed function within each group. Refer to Appendix 3 for additional tables of

results.

Among these four potential functions, the idea of a central web-portal was ranked for all
groups as being the most important function. The other functions’ ranks varied among
the groups. However, since the differences in the scores for each of these other
functions were small, the Central Clinical Research Resource Group would need to
consider the implementation of each of the functions in part or in full as it evolves.

TAHSN stakeholders were asked for their overall opinion about the potential benefit of
the Central Clinical Research Resource Group. Overall mean ratings ranged from 3.83
(SD =0.88) to 4.14 (SD = 0.87) for the above questions, inferring that there is general
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agreement that a Central Clinical Research Resource Group could be valuable. There
was an endorsement with 73% of respondents indicating that the Central Clinical

Research Resource Group could be valuable to support ethical best practices and 77%
agreeing that it could be valuable for ethics-related issues not previously addressed by
their institution. Comments pertaining to these questions provided informative nuances

(see section C.5.3).

Figure 6 outlines this information.

Survey

Investigator

REB

Coordinator

Administrator

1. Overall, the Central Clinical
Research Resource Group
could be a valuable resource if
| encountered a research
ethics-related question or
problem that has not been
previously addressed at my
institution.

75.1%

74.5%

81.3%

78.0%

2. Overall, a Central Clinical
Research Resource Group
could be a valuable resource to
support ethical best practices in
the conduct of human subjects
research within TAHSN.

67 6%

78.7%

81.7%

720%

Figure 6 lists the potential benefit of the Central Clinical Research Resource Group with the
percentage of research stakeholders who either agreed or strongly agreed with each

statement within each group.
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C.5.3. TAHSN Survey Qualitative Results

Although comments only represent a small percentage of respondents’ opinions, they
provide important details on the perception of the proposal. A total of 101 comments
were received from the 816 survey respondents for question 12.

Overall comments on the creation of the Central Clinical Research Resource Group
were supportive with cautionary advice to ensure that the Central Clinical Research
Resource Group would not become an “additional layer of bureaucracy” or “another
layer in the REB process”. “The Central Clinical Research Resource Group should
have some decision-making power to facilitate the realization of projects and it should
have accountability to the research community”. The Central Clinical Research
Resource Group would “greatly facilitate multi-institutional clinical research and
collaboration”. The Central Clinical Research Resource Group may be able to
encourage quality improvement research, promoting evidence-based care for patients
to access the best quality of care possible. The composition of the group was suggested
to be broader than REB members only, to offer “new points of view”.

1) Web-Portal:
Two major themes came from the survey comments. First, the web-portal must
not duplicate but build on existing resources. Second, this resource should be
accessible to all involved in human subjects research across TAHSN.
Also, the web-portal could be used for other purposes such as to facilitate
sharing of comments/review among REB members and between REBs.?

2) Education:
The survey comments highlight recognition of the need of continuing education
for all involved in clinical research. The following were requested: REB members
on research methods; new investigators on research ethics, and research
coordinators on Good Clinical Practice (GCP), research methods and ethics.

3) Resource:
The Central Clinical Research Resource Group could promote consistency in
REB review approach towards a study or certain types of studies, supporting
common interpretation and enactment of requirements across participating
institutions. An investigator commented that the Central Clinical Research
Resource Group could provide timely access to expert support to conduct ethical
research more effectively.

3 This comment was based on a CIHR funded research project headed by Heather Sampson (A Study to Assess the
Utility of a Canadian Web-based Research Ethics Board (REB) Protocol and Consent Review Template). This
project is investigating a web-based system that provides a process for documentation of REB reviews and the
ability to return to each reviewers concerns and comments not only for the review of one study but also during
future reviews of similar studies. This could increase consistency of comments and/or requests made by REBs to
deal with concerns. It may also help to keep track of frequently asked questions and develop processes to allow the
information to be provided to the REB on the initial submission.
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4) Information Hub:
A key function would be that the Central Clinical Research Resource Group
would address emerging local, national and international issues and would assist
in the development of practical strategies targeted at meeting evolving standards
in clinical research. The Central Clinical Research Resource Group should be
active in defining issues and operationalizing consistent solutions across TAHSN,
including scanning of the environment, addressing policy issues and defining
consistent interpretation of regulatory guidelines. However, there were also
reservations expressed that the Central Clinical Research Resource Group’s
advice/policy would not be transmitted to the REBs in a timely manner or that the
REBs may not have the same understanding, particularly for new research for
which the REB would not yet have the expertise for review.

See Appendix 5 for further details.

C.6 Discussion

The overall goal of the Task Force was to recommend mechanisms and processes to
improve the quality of human subjects research across TAHSN by:

a) ldentifying key barriers to the achievement of ethical best practices for the
conduct of human subjects research within TAHSN; and,

b) Creating an enabling infrastructure for TAHSN to overcome these barriers so
as to facilitate the conduct of human subjects research of the highest quality
in an increasingly stringent regulatory environment.

Through the compilation of the Task Force members proposal and the survey
quantitative and qualitative results, clear directions emerged for a focus area. The most
important barriers to ethical best practice identified pertain to need to increase
consistency in the review process across TAHSN sites. This issue includes the
inconsistent review process for review of multi-centre studies, different expectations for
documents such as the informed consent forms and the need to develop a consistent
approach to a “risk-proportionate” review process across REBs. Resolving these
process issues are fundamentally important and will prepare TAHSN to take a
leadership role on national and international issues related to human subjects research.

The Task Force findings were based on the views of Task Force members and results
of a survey of over 800 research stakeholders (investigators, research coordinators,
research administrators and REB members/chairs) from across TAHSN.

Results of the survey of the TAHSN research stakeholders suggest the following:

1) The sixteen barriers to ethical best practice identified by the Task Force members

and endorsed by survey data from more than 816 research stakeholders across
TAHSN are all considered important although to varying degrees.
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2) The top five barriers to achieving ethical best practices, for different groups based on
the primary research role of respondents are listed in Section C.4.2. Overall, amongst
all the respondents, the top five barriers were:

« Need to improve turn-around time of REB approval of research
protocols for both single and multi-site trials being conducted at TAHSN.

»« Underdeveloped infrastructure to support the conduct of multi-centre
studies.

« Need to harmonize the ethical review process within TAHSN.

« Underdeveloped strategies to integrate clinical research into routine
clinical care.

»« Underdeveloped processes to inform investigators of new regulatory
requirements.

Failure to address inconsistent review processes across TAHSN REBs is cause
for concern for several reasons. TAHSN investigators and research coordinators
report that this causes unnecessary delays to studies due to the need to respond
to repetitive and conflicting reviews from other REBs. From the REB members’
point of view, they spend inordinate time re-evaluating proposals that have been
reviewed by REBs at other facilities, including other TAHSN sites.

Targeting the problems identified by the inconsistent review process is a priority
to use as a focus around which to establish the Central Clinical Research
Resource Group. This is an attractive short-term objective to provide a focal
point to use to move forward in a progressive fashion to address the barriers
identified to ethical best practice at TAHSN.

3) The Central Clinical Research Resource Group could be an important enabling
mechanism for the TAHSN research community by facilitating education and
communication.

The Task Force recognizes that addressing all of the barriers to ethical best practice
and creating a Central Clinical Research Resource Group that has educational,
resource, information hub, and web portal functions needs to be approached in a step-
wise manner. The Task Force recognizes the importance of prioritizing and starting
with a focus on the key barriers identified and moving next to address the other high
priority barriers to ethical best practice.

a) This could be accomplished by advising members of local and web-based
educational activities and providing a resource to promote discussions among
research stakeholders regarding emerging research ethics issues. This group
would act as an information hub where external groups can liaise with TAHSN
institutions to identify critical issues being faced in the conduct of human subjects
research by providing a vehicle to promptly address emerging local, national, and
international issues. This would assist in the development of practical strategies
targeted at meeting evolving standards in clinical research. Finally, the resource
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group would provide a web portal where members can easily access policies,
procedures, general information and guidance pertaining to the ethical conduct of
human subjects research.

b) Committees that can work with the Central Clinical Research Resource Group
will be identified. Appropriate subcommittees and working groups will be created
to focus their expertise to address areas of the research system.

Research stakeholders across TAHSN differed in their overall ratings of the functions of
the Central Clinical Research Resource Group that they think would be most useful.
However, stakeholders agreed that all proposed functions are important to varying
degrees.

In addressing the consistency issues, the Central Clinical Research Resource Group,
could initiate most of its functions: develop collaboration among research stakeholders
in developing consistent REB processes, disseminate the process through educational
sessions, and provide common tools and consistent information through the U of T
portal via each institution’s intranet.
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C.7. Recommendations

The Task Force advises that, when implementing recommendations, the following be
adhered to where possible:

1) Do not duplicate but build on and add value to existing resources within TAHSN,
nationally and internationally;

2) Do not create additional hurdles but facilitate clinical research;

3) Ensure representation from key stakeholders involved in clinical research in a
Central TAHSN Committee, to provide different opinions on the research
systems;

4) Include all study designs within scope; and,

5) Provide resources required to support the proposed activities and meet
deliverables.

The TAHSN Task Force on Human Subjects Research recommends the following:

Create a TAHSN Committee, referred to in the survey as the Central Clinical Research
Resource Group, with broad representation from key research stakeholders from across
TAHSN.

Membership of the Committee and general structure:

The Central Clinical Research Resource Group should include core members of
committees with similar mandates and expand membership appropriately to include a
variety of expertise able to represent research stakeholders. It is desirable for the
Central Clinical Research Resource Group to build its membership with representation
from existing Committees (such as the REB Harmonization Committee; the Clinical
Study Agreements Working Group, which is made up of a number of Toronto area
hospitals; and the University of Toronto REB administrators working groups) and by
adding representation from other TAHSN research stakeholders (such as Investigators,
Research Coordinators and Research Administrators with regulatory experience).

1) The Central Clinical Research Resource Group will not be an REB or a central
REB, thus it will not add bureaucratic layers for protocol reviews by the
institutional REBs. The Central Clinical Research Resource Group would be a
separate and independent committee.

2) The Central Clinical Research Resource Group must not only deal with issues
pertaining to the REB but the whole research enterprise, thus it must not only be
constituted of REB members/chairs/staff.

3) The Central Clinical Research Resource Group, a TAHSN Committee, should
report directly to the TAHSN Research Committee to provide recommendations
pertaining to human subjects research and support the institutions in their
implementation of these recommendations.
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4)

It is anticipated that where required, the Central Clinical Research Resource
Group will identify current committees and create new subcommittees and
working groups to focus on issues, requiring specific expertise, related to human
subjects research and advise the Central Clinical Research Resource Group.
Subcommittees would lead certain initiatives; develop policies; and create
common tools akin to the current REB Harmonization Committee.

The Central Clinical Research Resource Group will liaise with internal and
external groups to avoid duplicating available resources and current initiatives.
The Central Clinical Research Resource Group may adopt and adapt existing
resources or collaborate in their development.

Functions of the Committee:

TAHSN should commission and support the Central Clinical Research Resource Group
to develop, implement, operate and maintain a proposed virtual ethical best practices
resource for the TAHSN research community. The Central Clinical Research Resource
Group should incorporate four functions Web-portal, Education, Resource and
information Hub (detailed below and in Appendix 5), endorsed by TAHSN stakeholders:

1)

2)

3)

4)

Create, maintain and coordinate a web-portal to support communication with
research stakeholders through each hospital intranet and to manage the Central
Clinical Research Resource Group functions.

Work with TAHSN hospitals to develop a central and definitive resource for
education, courses, workshops-local and web-based-for students, investigators,
research staff and REB members at U of T and affiliated hospitals.

Provide a resource that promotes discussion among the clinical research
community and develop recommendations regarding emerging issues in the
ethical conduct of clinical research.

Create an information hub to liaise with external groups on national and
international initiatives.

The Central Clinical Research Resource Group should be provided with the resources
required to create the four functions and to meet their deliverables.

Scope of the Committee:

The new Central Clinical Research Resource Group should establish terms of reference
to overcome the key barriers to achieving ethical best practices, identified by the Task
Force and endorsed by the TAHSN research stakeholders. The scope of the Central
Clinical Research Resource Group can be divided in 3 main categories:

1)

Address the top five barriers to achieving ethical best practices identified by the
Task Force and endorsed by the research stakeholders. The Task Force
recommends that the group initially focus on identifying strategies to make the
review process more consistent across TAHSN sites and to develop consistent
processes in the conduct of human subject research.
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2) Address in a systematic manner the remaining 11 barriers to achieving ethical
best practices identified by the Task Force and endorsed by the research
stakeholders. Some of these additional barriers will require complementary
resources to facilitate the work of the REBs in oversight of clinical research
conducted at each institution. These include resources to proactively address
emerging ethical issues pertaining to new research areas and for education of
investigators and their staff on current and future requirements as well as
potential study participants on their rights. In addressing these issues, it is
expected appropriate functions to support implementation and maintenance of
systems and the infrastructure to minimize or eliminate these barriers will be
established.

3) Maintain vigilance with regard to local, national and international emerging issues
that can affect TAHSN ability to conduct research within current and future
ethical and legal frameworks. This should be a priority of the Central Clinical
Research Resource Group and its expert sub-committees, to ensure that TAHSN
is as well positioned to respond rapidly and completely to changes in the
research environment and to be in a position to influence the direction of such
changes. This group will identify new requirements for compliance with
regulations governing human subjects research put forward by national and
international regulatory agencies. It is clear that research ethics is integral to the
entire research enterprise and that there has been a rapid evolution in ethics
practice and procedures. With the rapid expansion of the responsibilities of those
involved in the conduct of human subjects research, the Central Clinical
Research Resource Group would be streamlining the framework to maintain best
practices across TAHSN.

While we also expect the committee to develop a strategy to address the remaining
barriers to ethical best practice and a strategy for identifying new and emerging issues
in the conduct of human subjects research, we have focused on the key barriers in the
discussion above and the related table. It is anticipated that, in addressing the initial
barriers to ethical best practices, the Central Clinical Research Resource Group will
establish processes and functions that will be optimized to obtain the systems and
infrastructure to address the remaining barriers identified and future issues.

To address the initial key barriers related to consistency, the Central Clinical Research
Resource Group should (also see Table 1 below):

a) Review the previous TAHSN report from the Subject Research Harmonization
and Implementation Committee (December 2000) and revisit the
recommendations in view of the issues identified by the Task Force. While this
Human Subject Research Harmonization and Implementation Committee
focused on the issues related to University and the associated Hospitals, many of
the recommendations equally apply to TAHSN hospitals alone and should be
considered in light of the current TAHSN context. The Task Force recognizes
that the REB Harmonization Committee has done considerable work in this area.
Many recommendations from the Human Subject Research Harmonization and
Implementation Committee have not yet been implemented and thus should be
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revisited in light of the Task Force findings and the current TAHSN context. It is
also clear that harmonized processes need to be developed for all types of study
designs not only clinical trials.

b) Develop review standards, processes and training of REB members for
coordinated, consistent and timely reviews of

i) Similar studies reviewed by the REB, and
i) Multi-centre studies and the associated informed consent forms, among
REBs at different TAHSN sites to avoid redundancy and delays.

c) Provide processes, common tools and education for investigators and research
coordinators to provide appropriate and complete documentation to the REBs
facilitating the review and approval process.

d) Develop clear, common and consistent application of principles for proportionate
ethical reviews and rules across TAHSN based on the framework provided by the
Tri-Council Policy Statement on Ethical Conduct of Research Involving Humans.

It is expected that The Central Clinical Research Resource Group will continue to
identify new and emerging issues and prioritize barriers that need to be addressed on a
yearly basis for greatest impact on the clinical research community. This will provide the
ability for TAHSN institutions to take a leadership role, to mitigate risks by resolving
issues proactively across institutions and to maintain compliance with the rapidly
evolving requirements and standards for the conduct of clinical research.

Recognizing the urgency of these issues, the Task Force recommends that: (a) TAHSN
create the proposed Clinical Research Resource Group with broad representation from
research stakeholders building upon available resources within TAHSN; (b) the Clinical
Research Resource Group establish terms of reference to overcome the key barriers to
achieving ethical best practices; and, (c) the resource group develop and implement
TAHSN-wide processes to overcome the top five barriers identified; and, (d) develop
strategies to address the remaining barriers and emerging issues. It will be essential for
the Clinical Research Resource Group to collaborate in external initiatives to adopt and
adapt them for TAHSN and to work closely with its subcommittees and other local
committees leading certain initiatives. With the allocation of appropriate TAHSN
resources, the Task Force recommends that these activities be accomplished within a
one-year timeframe.

As part of its terms of reference, the Clinical Research Resource Group will be required
to conduct an on-going annual evaluation of progress made toward overcoming the key
barriers to ethical best practices for human subject research within TAHSN and
prioritize future projects.
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Table 1: Proposed Activities, Outcomes and Timelines of the Central Clinical Research Resource Group

Address Five Key Barriers to Achieving Ethical Best Practice: Develop Consistent Processes in Human Subjects Research

Central Clinical Research Resource Group activity

Outcome

Review the TAHSN report from the Subject Research
Harmonization and Implementation Committee (Dec 2000) in
light of Task Force findings and current TAHSN context

> ldentify recommendations and define implementation plan
(activities, timelines, responsibilities, resources) to address
the key barriers identified by the Task Force

Develop review standards, processes and training of REB
members to optimize consistency in review

> Increased communication among the REBs.

> Coordinated, consistent, timely reviews of multi-centre
studies & informed consent form within and among REBs

> REBs can review previous comments, questions and
resolution on similar studies

> Institutional REBs consider other appropriate TAHSN REBs
full board reviews by reviewing through an expedited
process.

Develop processes for risk-proportionate ethical reviews

> Consistency in definition of minimal risk studies within and
among REBs

> Institutional REBs consider other appropriate TAHSN REBs
full board reviews by reviewing through an expedited
process.

> Recognition of considerations for vulnerable populations
and other risk-issues.

Develop common tools and education for investigators and
research coordinators

> Better understanding of REB review process and
requirements.

> Appropriate and complete document submission facilitates
REB review and approval process
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Central Clinical Research Resource Group activity Outcome

Develop common tools such as:
. REB application form for non-clinical-trial studies
. Informed consent form templates for different types of
studies
. Budget templates
. Protocol or Investigators’ Brochure Templates

> Benefit from expertise of developers

> Avoid duplication of resources for development of tools

> Facilitate adherence to principles and guidelines in the
ethical conduct of clinical research

> Promote compliance with regulations

> Promote patient safety

> Avoid duplication of resources for development

Develop a standard informed consent process* > Facilitate adherence to principles and guidelines in the
ethical conduct of clinical research

> Promote compliance with regulations

> Promote patient safety

> Facilitate adherence to principles and guidelines in the
ethical conduct of clinical research

> Promote compliance with regulations

> Promote collaboration among institutions based on their
expertise and available programs.

> Risk management

Train research stakeholders in the conduct of clinical
research**

Define mandatory training for different roles in study conduct

Note: Provided sufficient resources, the activities stated above should be conducted in parallel and initial deliverables met
within 12 months. Many activities will be on-going thereafter. The Central Clinical Research Resource Group will require
administrative support and a part-time project manager.

*Standard Operating Procedures: timelines can be shortened by adopting available SOPs such as the UHN Clinical Research
SOPs or when available those of the Network of Networks.

**For Training in GCP, budget preparation, consenting process etc: the Central Clinical Research Resource Group may
adopt/adapt existing web-based programs or live courses through collaboration among the institutions and participation in
initiatives such as the Network of Networks.

[The Network of Networks: new initiative including disease-based networks (Oncology, Rheumatology, etc) and University
Health Network (UHN). The Central Clinical Research Resource Group could recommend that TAHSN join UHN in the
initiative for further representation of the institutions and the ability to use the common tools and standards developed by this
Network of Networks.]
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C.8. Conclusions

Recognition of clinical research, as central to the improvement of clinical care and
innovation leading to translation of basic research, should remain integral to the culture of
academic hospitals. As Clinical Research continues to expand with increasing numbers of
protocols submitted to REBs and as the complexity of the studies increases, it becomes
essential to provide appropriate infrastructure support for the spectrum of research
systems and empower the REBs.

The most important barriers to ethical best practice to be addressed, according to TAHSN
research stakeholders, pertain to the need to increase consistency in REB reviews
including the development of similar risk-proportionate review processes among TAHSN
REBs. The Task Force recommends creating the Central Clinical Research Resource
Group to overcome these five top barriers and to address the additional barriers identified
by the Task Force and validated by the research stakeholders across TAHSN. Some of
these additional barriers will require complementary resources to facilitate the work of the
REBSs in oversight of clinical research conducted at each institution. These include
resources to proactively address emerging ethical issues pertaining to new research areas
and for education of investigators and their staff on current and future requirements as
well as potential study participants on their rights. Provided adequate resources and in
recognition of the importance of the issues, it is expected that the Central Clinical
Research Resource Group will implement processes to overcome the five key barriers
and have clear plans in place to address the remaining barriers within a year.

The Task Force on Human Subjects Research recommends a stepwise approach in the
establishment of a Central Clinical Research Resource Group for TAHSN institutions. This
group could be a TAHSN committee built on existing committees and resources to
address immediate issues and improve TAHSN processes and research systems. The
Central Clinical Research Resource Group would evolve into a sustainable enabling
mechanism of clinical research within TAHSN through performance of several key
functions to address barriers in the conduct of clinical research.

The Central Clinical Research Resource Group, with representatives from each TAHSN
institution, offers the potential for synergies in establishing best practices, streamlining
processes, addressing emerging issues proactively and sharing expertise, thus increasing
the coordination of the research system. The Central Clinical Research Resource Group
also presents an opportunity of leadership on national and international matters relevant
to clinical research.

Paula Rochon Valerie Sales
Co-Chair Co-Chair

TAHSN Task Force on Human Subjects Research
March 1, 2007
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Appendix 1 Toronto Academic Health Sciences Network Survey

This appendix contains the introduction letter and the survey that was sent to each of the
academic TAHSN hospitals and three of the community hospitals. It was distributed to those
involved in clinical research, including investigators and their staff, research administrators,
and research ethics board (REB) chairs and members.
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Toronto Academic Health Science Network (TAHSN)
Task Force on Human Subjects Research

Dear TAHSN Investigators, Clinical Research Coordinators, Research Administrators, Research
Ethics Board (REB) Chairs and REB Members,

In the spring of 2006, the Task Force on Human Subjects Research was struck by Dr.
Catharine Whiteside (University of Toronto Vice-Provost, Relations with Health Care
Institutions) on behalf of the Toronto Academic Health Science Network (TAHSN) — Hospital /
University Research Coordinating Committee (HURCC). This Task Force has broad
representation from the TAHSN hospitals / research institutes and from the University of
Toronto. The goal of the Task Force is to examine the human subject research review
procedures and practices at the TAHSN institutions, and to recommend how best practices
can be achieved on an ongoing basis to more fully support human subjects research.

As part of this process, the Task Force would appreciate your feedback on two issues through
completion of a short online survey. We ask that you complete this survey if you are an investigator,
research coordinator, research administrator, REB chair and/or REB member who is involved in
human subject research at a TAHSN institution. The aim of the survey is two-fold; (a) to seek
members’ opinions on the importance of emerging problems and barriers pertaining to the ethical
review and conduct of human subjects research; and (b) to get members’ advice regarding the
proposed functions of a Central Clinical Research Resource Group for TAHSN members. The
purpose and proposed function of this new resource is described within the survey. The survey
should take you about 10-15 minutes to complete.

We hope that you will help us with this part of the Task Force’s important work. All information
provided by you or your institution will be made anonymous, with no identifying information being
presented with your specific data. Any information shared by the TAHSN Task Force on Human
Subjects Research will be presented as aggregate data only.

Here is the link to the survey: http://www.surveymonkey.com/s.asp?u=560842544124

We would greatly appreciate your response to this survey as quickly as possible. We look forward to
hearing what you think.

Please do not hesitate to contact us at TAHSNsurvey@klaru-baycrest.on.ca if you have questions or
comments.

Yours truly,

Paula A. Rochon MD, MPH, FRCPC

Senior Scientist

Kunin Lunenfeld Applied Research Unit - Baycrest
Professor, Department of Medicine University of Toronto
416 785 2500 x2516

Valerie Sales BSc, MD, CM, FRCPC

Director, Clinical Studies Resource Centre

Associate Staff Physician, Infectious Diseases Division
University Health Network

416 340 3460

For the TAHSN Task Force on Human Subjects Research: Chaim Bell / David Bevan / Angela
Colantonio / Padraig Darby / Denis Grant/ Philip Hebert / Ron Heselgrave / Ellen Hodnett / Shitij
Kapur / Anthony Levitt / Michelle Moldofsky / Amit Oza / Susan Pilon / Steve Ryan / Julie Spence /
Rachel Zand / Stan Zlotkin



Toronto Academic Health Sciences Network Survey
1. Toronto Academic Health Sciences Network Survey

1. What is your primary Toronto Academic Health Sciences Network (TAHSN) institution?
d» Baycrest

Bloorview Kids Rehab

Centre for Addiction and Mental Health (CAMH)

Hospital for Sick Children

Mount Sinai

St. Michael's

Sunnybrook Health Sciences Centre

Toronto Rehabilitation Institute

University Health Network

University of Toronto

Women's College Hospital

Other (please specify)

LB B B B B

2. What is your primary research role at this institution?
? Investigator

Research Coordinator

REB Member/Chair

REB Administrator

Research Administrator

Other (please specify)

LB O A

3. What kind of clinical research are you most frequently involved in? (Check all that apply.)
? Industry Funded Clinical Trials

Non-Industry Funded Clinical Trials

Observational/Epidemiology Studies

Qualitative Studies

Basic Research Involving Human Tissue Samples

Other (please specify)

LB R O A
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2. Toronto Academic Health Sciences Network Survey

4. The TAHSN Task Force on Human Subjects Research identified many problems and barriers to
achieving best ethical practice within TAHSN. To help us understand the relative importance of
addressing these problems and barriers, please indicate the degree to which you agree or disagree
with each of the following statements:

1 2 3 4 5
Cannot Strongly Disagree Neutral Agree  Strongly
Answer Disagree Agree
It is important to harmonize the REB approval ® ® ® ® ® ®
process within TAHSN.
It is important to improve institutional conflicts of ® ® ® ® ® ®
interest policies.
It is important to reduce the turn-around time of
) J J ) J )

REB approval of research protocols.

It is important to improve policies related to part-
time and adjunct faculty doing research in private ) J J J J J
practices, but using institutional affiliations.

It is important to develop an appropriate
infrastructure (REB, standard operating

procedures, training, etc) to support newly affiliated o o o o o o
community hospitals that conduct clinical research.
It is important to develop the infrastructure to

) ) ) ) ) )

support the conduct of multi-centre studies.

It is important to develop processes and
institutional support to facilitate on-site inspections J ) J ) ) J
by regulatory and granting agencies.

It is important to improve the contract review

process. ® o o ® o o
It is important to develop a centralized process for ® ® ® ® ® ®
registering clinical trial protocols.
It is important to improve the processes to monitor

) ) ) ) ) )

the ethical conduct of research studies.

It is important to have the infrastructure to develop
auditable web-based study databases that will ) ) ) ) ) )
preserve data integrity.

It is important to develop processes to address
emerging ethical issues pertaining to new research

activities in areas such as new technologies, o o o o o o
genomics, proteomics and bio-banks.
It is important to develop processes to inform

) ) ) ) ) )

investigators of new regulatory requirements.

It is important to develop processes to inform
potential study participants about ethical practices F) F) F) F) ) F)
in clinical research so they understand their rights.

It is important to develop strategies to integrate
clinical research into routine clinical care.

It is important to provide educational opportunities
on the ethical conduct of clinical research.
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5. List any other important barriers or problems, which need to be addressed in the ethical conduct of
Human Subjects Research within TAHSN:

3. Toronto Academic Health Sciences Network Survey

The TAHSN Task Force on Human Subjects Research proposes a Central Clinical Research Resource Group,
described below.

The Central Clinical Research Resource Group would assist the research community within TAHSN to
deal with important ethical issues that arise in the context of human subjects research.

This group would promptly address emerging local, national, and international issues, and would
assist in the development of practical strategies targeted at meeting evolving standards in clinical
research. The group would act as a resource to those involved in clinical research, including investigators and
their staff, research administrators, and research ethics board (REB) chairs and members.

While the potential scope of operation of the Central Clinical Research Resource Group is broad, we propose
a narrow focus for this group. The group would not focus on the bread and butter activities of day-to-day
research operations, but rather on overarching issues that could affect TAHSN as a whole. For example, the
group could serve as a point of assistance for investigators with questions related to data quality. The group
would not replace local REBSs, but rather complement the research resources available at individual TAHSN
sites by providing a central, comprehensive resource to address critical issues being faced in the conduct of
ethical human subjects research. Finally, the group would target emerging issues where a solution is required
within TAHSN. For instance, a new challenge that could be tackled by the Central Clinical Research Resource
Group is how best to prepare for inspections by regulatory agencies. Importantly, the work of this resource
group would concentrate on more general, global issues that may have not yet been dealt with by individual
facilities or allow sharing of best practices between institutions. Individual TAHSN members would be
responsible for operationalizing these emerging issues as policies and procedures for researchers.

The Central Clinical Research Resource Group could serve as a virtual resource for the entire TAHSN
community. An individual responsible for research administration at each of the TAHSN sites could serve as a
member of the group, which could meet regularly to discuss relevant new issues, consider new initiatives,
share policies and ideas, and discuss educational needs. Additional resources (likely an individual experienced
in the field of research ethics and regulation) would be required to coordinate the activities of the Central
Clinical Research Resource Group. The group would collaborate closely with other relevant TAHSN
Subcommittees such as the REB Harmonization Committee.

The TAHSN Task Force on Human Subjects Research has identified a number of possible functions that the
Central Clinical Research Resource Group could perform. Please tell us how important these functions are by
indicating the degree to which you agree or disagree with the following statements:

6. Advising TAHSN members of local and web-based educational activities that relate to the ethical
conduct of human subjects research should be a function of the resource group.

1 2 3 4 5
Strongly Disagree Neutral Agree Strongly Agree
Disagree

B ) R 2 )
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7. Promoting discussions among investigators, research coordinators and REB members regarding
emerging research ethics issues should be a function of the resource group.

1 2 3 4 5
Strongly Disagree Neutral Agree Strongly Agree
Disagree

) ) ) ) )

8. Acting as an information hub where external groups can liase with TAHSN institutions on new
national or international initiatives on the ethical conduct of human subjects research should be a
function of the resource group.

1 2 3 4 5
Strongly Disagree Neutral Agree Strongly Agree
Disagree

J J J J J

9. Coordinating a web portal where members could readily access policies, procedures, general
information, and guidance pertaining to the ethical conduct of human subjects research within TAHSN
institutions should be a function of the resource group.

1 2 3 4 5
Strongly Disagree Neutral Agree Strongly Agree
Disagree

J J J J J

4. Toronto Academic Health Sciences Network Survey

10. Overall, a Central Clinical Research Resource Group could be a valuable resource to support
ethical best practices in the conduct of human subjects research within TAHSN.

1 2 3 4 5
Strongly Disagree Neutral Agree Strongly Agree
Disagree

) 2 ) ) )

11. Overall, the Central Clinical Research Resource Group could be a valuable resource if |
encountered a research ethics-related question or problem that has not been previously addressed at
my institution.

1 2 3 4 5
Strongly Disagree Neutral Agree Strongly Agree
Disagree

) ) ) J J

12. Please provide any comments or suggestions relating to the achievement of ethical best practices
at TAHSN institutions:




Appendix 2: Toronto Academic Health Sciences Network Working Group Reports

Appendix 2 will only be available upon request.
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Appendix 3: Toronto Academic Health Sciences Network Survey: Quantitative
Methods and Results

The third phase of our Task Force on Human Subjects Research (Task Force) was to obtain
feedback from the Toronto Academic Health Sciences Network (TAHSN) research
stakeholders (i.e. investigators, research coordinators, REB members, chairs and
administrators, and research administrators) on the barriers to ethical best practice and to get
feedback on possible functions for the Central Clinical Research Resource Group.

The Task Force developed a web-based survey to solicit feedback from key research
stakeholders across the TAHSN Hospitals and the University. The Toronto Academic
Health Sciences Network Survey is attached in Appendix 1.

There were three objectives for the survey.

1) To seek members' opinions on the importance of emerging problems and barriers
pertaining to the ethical review and conduct of human subjects research;

2) To get members' advice regarding the proposed functions of a Central Clinical Research
Resource Group for TAHSN members.

3) To get members advice regarding the overall benefit of the Central Clinical Research
Resource Group.

Methods

Distribution of Survey

The web-based survey was distributed across TAHSN by Task Force members to the
research stakeholders at their respective institutions using email distribution lists. In addition,
the survey was posted on the Faculty of Medicine intranet, the UHN intranet, the Hospital for
Sick Children’s web page and distributed through the Joint Centre for Bioethics email list.
Distribution took place in the fall of 2006 (September 5th to December 1st, 2006).

Research stakeholders were classified into their respective sites.

Barriers to Ethical Best Practice

A total of 16 items were identified for the survey. These items reflected the much larger
number of barriers identified in Phase 1 of the Task Force when Task Force members
independently identified barriers to ethical best practice that they and their institution face.

A five point Likert scale was used to rate the importance of each item. The scale ranged
from 1 (strongly disagree) to 5 (strongly agree). Research stakeholders had the option of
indicating that they could not answer a question. We calculated the mean score based on the
Likert scale assigned. This score was used to rank the items. We also calculated the
percentage of research stakeholders who agreed or strongly agreed for each item.

The following 16 items were identified for rating.

« Itis important to harmonize the REB approval process within TAHSN.
« Itis important to improve institutional conflicts of interest policies.
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« Itis important to reduce the turn-around time of REB approval of research protocols.

« Itis important to improve policies related to part-time and adjunct faculty doing
research in private practices, but using institutional affiliations.

« Itis important to develop an appropriate infrastructure (REB, standard operating
procedures, training, etc) to support newly affiliated community hospitals that
conduct clinical research.

« Itis important to develop the infrastructure to support the conduct of multi-centre
studies.

« Itis important to develop processes and institutional support to facilitate on-site
inspections by regulatory and granting agencies.

« Itis important to improve the contract review process.
« Itis important to develop a centralized process for registering clinical trial protocols.

« Itis important to improve the processes to monitor the ethical conduct of research
studies.

« Itis important to have the infrastructure to develop auditable web-based study
databases that will preserve data integrity.

« Itis important to develop processes to address emerging ethical issues pertaining to
new research activities in areas such as new technologies, genomics, proteomics
and bio-banks.

« Itis important to develop processes to inform investigators of new regulatory
requirements.

« Itis important to develop processes to inform potential study participants about
ethical practices in clinical research so they understand their rights.

« Itis important to develop strategies to integrate clinical research into routine clinical
care.

« Itis important to provide educational opportunities on the ethical conduct of clinical
research.

Possible Functions that the Central Clinical Research Resource Group Could Perform

Four possible functions that the Central Clinical Research Resource Group could perform
were identified. A five point scale was used to rate the importance of each item. The scale
ranged from 1 (strongly disagree) to 5 (strongly agree).

The following 4 items were identified for rating

« Advising TAHSN members of local and web-based educational activities that relate
to the ethical conduct of human subjects research should be a function of the
resource group.

« Promoting discussions among investigators, research coordinators and REB
members regarding emerging research ethics issues should be a function of the
resource group.

»« Acting as an information hub where external groups can liase with TAHSN
institutions on new national or international initiatives on the ethical conduct of
human subjects research should be a function of the resource group.
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« Coordinating a web portal where members could readily access policies,
procedures, general information, and guidance pertaining to the ethical conduct of
human subjects research within TAHSN institutions should be a function of the
resource group.

Overall Opinion on the Importance of the Central Clinical Research Resource Group
Two questions were asked about the importance of the proposed Central Clinical Research
Resource Group.

The following two items were identified for rating

« Opverall, a Central Clinical Research Resource Group could be a valuable resource
to support ethical best practices in the conduct of human subjects research within
TAHSN.

« Overall, the Central Clinical Research Resource Group could be a valuable
resource if | encountered a research ethics-related question or problem that has not
been previously addressed at my institution.

Results

The preliminary survey results were reviewed by the Task Force Members at their meeting
on September 28" 2006. The survey was again reviewed on October 19", The survey
remained opened until December 1st 2006 so that the survey could be distributed to all sites.

Description of the Research Stakeholders

Table A provides a description of the research stakeholders by their primary site and
research role. Of the 816 research stakeholders 390 (47.8%) were investigators, 277
(33.9%) were research coordinators, 62 (7.6%) were research administrators, 59 (7.2%)
were REB members, chairs and administrators, and 28 (3.4%) with other functions. The
largest number of research stakeholders came from University Health Network (200, 24.5%)
followed by Hospital for Sick Children (142, 17.4%) and Sunnybrook Health Sciences Centre
(110, 13.5%).

Among the 390 investigators 20 (5.1%) conducted only industry-sponsored clinical trials, 103
(26.4%) conducted only non-industry sponsored clinical trials, 73 (18.7%) conducted both
types of trials and 194 (49.8%) conducted only other types of research.

Barriers to Ethical Best Practice

Table B1 lists the16 barriers items evaluated in the survey and provides their rank in order of
importance by research stakeholders. The mean rating score was used to rank the overall
importance of each item.

Overall the range of mean rating scores was narrow, from 3.78 (SD=0.8) to 4.37 (SD=0.7)
indicating that all of the barriers to ethical best practice were considered to be important. The
range of the percentage of research stakeholders who either agreed or strongly agreed for
each item was from 59.7% to 92.3% (Table B1).
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Ratings of the relative importance of items varied by research role. We conducted Spearman
Rank correlation to determine where the similarities and the differences were between the
research-role groups in Table B2. Overall, investigators were most similar in their rankings to
the research coordinators (r=0.850, p<0.01). Investigators were most differ their rankings to
REB members, chairs and administrators (r=0.066, p=0.81).

Using the investigators list of the top five barriers to ethical best practice within TAHSN there
were some marked differences between those selected as most important by the
investigators and those selected as most important by the REB members, chairs and
administrators.

Specifically the most important barrier to ethical best practice selected by the investigators
was “It is important to reduce the turn-around time of REB approval of research protocols”. In
contrast, this item was ranked 16" by REB members, chairs and administrators.

The barrier to ethical best practice item ranked second in importance by the investigators
was “It is important to develop the infrastructure to support the conduct of multi-centre
studies”. This item was ranked as 9" in importance by the REB members, chairs and
administrators.

The barrier to ethical best practice item ranked third by the investigators was “It is important
to harmonize the REB approval process within TAHSN”. This item was ranked 8™ by REB
members, chairs and administrators.

The barrier to ethical best practice item ranked fourth by the investigators was “It is important
to develop strategies to integrate clinical research into routine clinical care”. This item was
ranked 14™ by the REB members, chairs and administrators. (6! by the research
coordinators and 8" by administrators)

The barrier to ethical best practice item ranked fifth by the investigators was “It is important to
develop processes to inform investigators of new regulatory requirements”. This item was
ranked 1t by the REB members, chairs and administrators, research coordinators, and
research administrators.

Possible Functions for the Central Clinical Research Resource Group

The Central Clinical Research Resource Group was described with a variety of different
functions. The ratings provided for the four functions proposed were very close with a range
of 3.83 (SD=0.8) to 4.30 (SD=0.8) indicating that all items were considered to be important.
(Table C1)

Of the 676 research stakeholders who responded to this question, 315 (46.6%) strongly
agreed and 87.1% (Table C1) either agreed or strongly agreed that a major activity of the
group would be for it to be a “coordinating web portal where members could readily access
policies, procedures, general information, and guidance pertaining to the ethical conduct of
human subjects research within TAHSN institutions”. The second most important function
identified for the group was for the Central Clinical Research Resource Group to act as an”
information hub where external groups could liaise with TAHSN institution on new national or
international initiatives on the ethical conduct of human subjects research”.
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Overall Endorsement for the Central Clinical Research Resource Group
Overall there was strong endorsement across TAHSN for the Central Clinical Research
Resource Group. Specifically, all research role groups indicated that the “Central Clinical
Research Resource Group could be a valuable resource if they encountered a research
ethics-related question or problem that has not been previously addressed at their
institution”. The ratings were high for this question ranging from 3.88 (SD=0.9) to 4.14
(SD=0.9) and the range of the percentage of research stakeholders who either agreed or
strongly agreed was from 74.5% to 81.3% (Table D1). All groups ranked this as the most
important overall benefit. All role groups indicated that “the Central Clinical Research
Resource Group could be a valuable resource to support ethical best practices in the conduct
of human subjects research” as a slightly lower priority. Still the ratings were very high
ranging from 3.83 (SD=0.9) to 4.13 (SD=0.8). (Table D1)




Table A: Description of Type of TAHSN Site by Type of Research Stakeholders

Al4

Sites Investigator R%i:ilf ?nt:ier, CRese.arch Re.s e:-arch Other Research Total
Administrator oordinator Administrator Stakeholders
Full Member of TAHSN
Baycrest 17 3 9 7 3 39
Bloorview Kids Rehab 8 4 0 2 0 14
CAMH 17 2 9 2 32
Hospital for Sick Children 69 3 54 11 5 142
Mount Sinai 45 6 15 6 2 74
St. Michael's 37 6 44 3 2 92
Sunnybrook Health Sciences Centre 54 11 37 7 1 110
Toronto Rehabilitation Institute 7 5 7 1 1 21
University Health Network 91 8 81 15 5 200
Women's College Hospital 13 5 5 0 31
Community Affiliated Hospitals 7 3 4 0 3 17
University of Toronto 22 3 2 4 36
Other Sites 3 0 4 1 0 8
Total 390 59 277 62 28 816
Notes:

Other Sites - including Institute for Clinical Evaluative Sciences, Ontario HIV Treatment Network, Split between SWCH and UHN, and Various
Other Research Stakeholders - including Students, Professor, Director, Fellow, Educator and Technician, etc.




Table B1: Grouping Research Stakeholders by Their Research Role and List Rankings Sorted by Overall Mean Score for Question 4- The TAHSN Task
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Force on Human Subjects Research ldentified Many Problems and Barriers to Achieving Best Ethical Practice Within TAHSN. Please Help Us Understand
the Relative Importance of Addressing These Problems and Barriers. (Sample size N=720)

Survey

Overall

Investigator

REB

Research

Coordinator

Research

Administrator

Cannot
answer

Rank

Mean(SD)

%

Rank

Mean(SD)

%

Rank

Mean(SD)

%

Rank

Mean(SD)

%

Rank

Mean(SD)

%

N

%*

1. It is important to develop the
infrastructure to support the
conduct of multi-centre studies.

4.37(0.7)

90.4

4.40(0.7)

91.6

4.13(0.6)

86.5

4

4.40(0.7)

91.6

4.29(0.9)

82.7

13

1.81

2. It is important to reduce the
turn-around time of REB approval
of research protocols.

4.36(0.8)

85.6

4.41(0.8)

86.8

16

3.75(0.9)

71.2

4.45(0.8)

88.9

4.27(0.8)

82.7

0.83

3. It is important to develop
processes to inform investigators
of new regulatory requirements.

4.36(0.7)

92.3

4.23(0.7)

89.1

4.50(0.5)

100

4.50(0.7)

94.7

4.58(0.5)

100

0.69

4. It is important to harmonize the
REB approval process within
TAHSN.

4.25(0.8)

84.7

4.28(0.9)

84.0

4.17(0.7)

86.6

4.24(0.8)

88.2

13

4.10(1.0)

72.6

26

3.61

5. It is important to develop
strategies to integrate clinical
research into routine clinical care.

4.24(0.9)

81.6

4.26(0.9)

82.3

14

3.92(0.9)

69.4

4.27(0.9)

83.8

4.20(0.8)

77.6

19

2.64

6. It is important to provide
educational opportunities on the
ethical conduct of clinical
research.

4.21(0.7)

84.7

3.99(0.7)

76.1

4.40(0.6)

94.3

4.44(0.7)

93.4

4.43(0.6)

941

7. It is important to develop an
appropriate infrastructure (REB,
standard operating procedures,
training, etc) to support newly
affiliated community hospitals that
conduct clinical research.

4.18(0.8)

84.6

4.04(0.7)

80.3

4.36(0.6)

92.5

4.30(0.8)

88.3

4.33(0.7)

87.5

40

5.56

8. It is important to develop
processes to address emerging
ethical issues pertaining to new
research activities in areas such
as new technologies, genomics,
proteomics and bio-banks.

4.15(0.7)

83.6

4.05(0.8)

79.8

4.40(0.6)

94.3

4.19(0.8)

85.1

4.42(0.6)

94.0

33

4.58
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Survey

Overall

Investigator

REB

Research

Coordinator

Research

Administrator

Cannot
answer

Rank

Mean(SD)

%

Rank

Mean(SD)

%

Rank

Mean(SD)

%

Rank

Mean(SD)

%

Rank

Mean(SD)

%

N

%*

9. It is important to develop
processes to inform potential
study participants about ethical
practices in clinical research so
they understand their rights.

4.11(0.8)

80.5

3.98(0.8)

74.7

4.45(0.6)

96.2

4.20(0.8)

83.7

4.39(0.6)

96.1

10. It is important to develop
processes and institutional
support to facilitate on-site
inspections by regulatory and
granting agencies.

10

4.01(0.8)

77.2

10

3.89(0.9)

72.5

11

4.04(0.6)

82.4

10

4.15(0.8)

82.6

10

4.19(0.8)

85.4

40

5.56

11. It is important to improve
institutional conflicts of interest
policies.

11

3.96(0.8)

72.8

13

3.81(0.9)

63.3

4.28(0.6)

90.6

11

4.03(0.8)

80.1

12

4.12(0.8)

82.0

43

5.97

12. It is important to improve the
contract review process.

12

3.94(0.9)

69.0

10

3.89(0.8)

67.4

10

4.09(0.7)

78.7

13

3.99(0.9)

70.4

14

4.06(0.9)

72.9

59

8.19

13. It is important to develop a
centralized process for registering
clinical trial protocols.

13

3.93(0.9)

70.5

12

3.87(0.9)

67.8

12

3.98(0.8)

69.8

12

4.00(0.9)

73.5

15

4.02(0.9)

74.0

55

7.65

14. It is important to improve the
processes to monitor the ethical
conduct of research studies.

14

3.85(0.9)

66.2

16

3.62(0.9)

54.4

4.34(0.7)

92.4

13

3.99(0.9)

73.2

4.20(0.8)

86.3

19

2.64

15. It is important to have the
infrastructure to develop
auditable web-based study
databases that will preserve data
integrity.

15

3.82(0.9)

65.5

14

3.72(1.0)

60.5

15

3.88(0.7)

68.0

15

3.97(0.9)

75.0

16

3.87(0.9)

59.6

44

6.11

16. It is important to improve
policies related to part-time and
adjunct faculty doing research in
private practices, but using
institutional affiliations.

16

3.78(0.8)

59.7

14

3.72(0.9)

56.2

13

3.94(0.7)

74.0

16

3.72(0.8)

556.7

10

4.19(0.7)

81.0

120

16.7

Notes:

Mean — The mean score on a scale as “Strongly disagree” 1, “Disagree”- 2, “Neutral” - 3, “Agree” — 4, and “Strongly agree” — 5.

SD - Standard deviation

% — The percentage of research stakeholders who either agreed or strongly agreed
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%* — The percentage of research stakeholders indicating that they could not answer a question

Table B2: Rank Correlation Between the Groups by Research Stakeholders’ Role for Answering Question 4- The TAHSN Task Force on Human Subjects
Research Identified Many Problems and Barriers to Achieving Best Ethical Practice Within TAHSN. Please Help Us Understand the Relative Importance

of Addressing These Problems and Barriers.

Survey Investigator REB Research Coordinator Research Administrator
Correlation P-value Correlation | P-value Correlation P-value Correlation P-value
Investigator 1 - 0.066 0.807 0.850 0.001 0.471 0.066
REB 0.066 0.807 1 - 0.342 0.195 0.682 0.004
Research Coordinator 0.850 0.001 0.342 0.195 1 - 0.719 0.002
Research Administrator 0.471 0.066 0.682 0.004 0.719 0.002 1 -
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Table C1: Grouping Research Stakeholders by Their Research Role and List Rankings Sorted by Overall Mean Score for the Possible Functions that the
Central Clinical Research Resource Group could Perform (Question 6-Question 9). (Sample size N=676)

. Research Research
Survey Overall Investigator REB Coordinator Administrator

Rank| Mean(SD)| % |Rank| Mean(SD)| % |Rank| Mean(SD)| % [Rank|Mean(SD)| % |Rank|Mean(SD)| %

9. Coordinating a web portal
where members could readily
access policies, procedures,
general information, and
guidance pertaining to the ethical 1 4.30(0.8) |87.1| 1 4.24(0.8) 854 | 1 4.30(0.8) |87.2| 1 4.42(0.8) |90.6| 1 4.30(0.9) | 84.0
conduct of human subjects
research within TAHSN
institutions should be a function
of the resource group.

8. Acting as an information hub
where external groups can liase
with TAHSN institutions on new
national or international initiatives 2 | 3.98(0.8) |74.3| 2 | 3.92(0.8) |726| 2 | 4.00(0.9) |74.5| 2 | 4.06(0.9) [76.8| 2 | 4.04(0.8) |78.0
on the ethical conduct of human
subjects research should be a

function of the resource group.

7. Promoting discussions among
investigators, research
coordinators and REB members
regarding emerging research
ethics issues should be a function
of the resource group.

3 | 3.88(0.8) |71.6] 3 | 3.80(0.8) |68.9| 4 | 3.85(1.0) |74.5| 4 | 4.01(0.8) |76.3| 4 | 3.88(0.8) |68.0

6. Advising TAHSN members of
local and web-based educational
activities that relate to the ethical
conduct of human subjects
research should be a function of
the resource group.

4 | 3.830.8) |685| 4 | 3.68(0.8) |62.5| 3 | 3.94(0.9) |76.6| 3 | 4.04(0.9) [75.9| 3 | 3.90(0.8) |68.0

Notes:

Mean — The mean score on a scale as “Strongly disagree” 1, “Disagree”- 2, “Neutral” - 3, “Agree” — 4, and “Strongly agree” — 5.
SD - Standard deviation

% — The percentage of research stakeholders who either agreed or strongly agreed
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Table D1: Grouping Research Stakeholders by Their Research Role and List Rankings Sorted by Overall Mean Score for the Benefit of the Central

Clinical Research Resource Group (Question 10-Question 11). (Sample size N=673)

. Research Research
s Overall Investigator REB Coordinator Administrator
urvey Mean % Mean % Mean % Mean % Mean %
SD ° SD ° SD ° SD ° SD °

11. Overall, the Central Clinical
Research Resource Group could
be a valuable resource if |
encountered a research ethics- 3.99(0.9) 77.1 3.88(0.9) 75.1 4.04(0.8) 74.5 4.14(0.9) 81.3 3.98(0.8) 78.0
related question or problem that
has not been previously
addressed at my institution.
10. Overall, a Central Clinical
Research Resource Group could
be a valuable resource to support
ethical best practices in the 3.95(0.9) 73.4 3.83(0.9) 67.6 4.04(0.8) 78.7 4.13(0.8) 81.7 3.90(0.8) 72.0
conduct of human subjects
research within TAHSN.

Notes:

Mean — The mean score on a scale as “Strongly disagree” 1, “Disagree”- 2, “Neutral” - 3, “Agree” — 4, and “Strongly agree” — 5.

SD - Standard deviation

% — The percentage of research stakeholders who either agreed or strongly agreed
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Appendix 4 Toronto Academic Health Sciences Network Survey: Qualitative
Methods and Results

Question 5: List any other important barriers or problems which need to be addressed
in the ethical conduct of human subjects research within TAHSN.

(Sample: 174 respondents = 93 investigators + 44 research coordinators + 16 REB
members + 16 research administrators + 5 others)

A. Major Themes Regarding Barriers or Problems

1. There is a need to reduce the time it takes to receive full ethical clearance for
multi-site research projects. (Investigators, Research Coordinators, REB
members, Research Administrators)

Supporting comments:

“I have encountered conflicting recommendations from different REBs at different
hospitals...”

“...there is a lot of duplication but also many different requirements [for REB
clearance]’

“REBs do not ‘talk to each other’.”

“...although there is a common [research ethics application] form, | find that different
hospital ethics boards are using it in different ways which is confusing to investigators.”
“There has been variability in the REB reviews across facilities...”

“Inflexibility and nit-picky details for consent forms that change from site to site.”

“The process is absolutely untenable as it stands for the multi-institutional studies
where each institution has different requirements.”

“Variable reviews and requirements by different institutions are creating tremendous
headaches.”

“...concern is queries on trials which have been approved at other participating centres
by the same REB where questions have been already answered.”

“Why is there such inter-REB variability in the review process?”

2. Although REBs should continue to exercise great care in their reviews of
potentially invasive or harmful research, the rigour of the review for lower risk
research should be proportionate. (Investigators, Research Coordinators)

Supporting comments:

“Broad policies...should be balanced with rules for making reasonable exceptions in
individual cases...”

“Can’t use a one size fits all ethics approach...”

“...documentation required is tailored to clinical studies; perhaps alternative forms
could be created more suitable to qualitative research.”

“Overkill...a great deal of paperwork is required for projects with minimal risk.”
“...the process for non-interventional studies should be streamlined...”

“...minor studies with minimal or no harm are put through the ringer.”

“...recognize the level of risk of a given protocol and subject it to the commensurate
level of review, not to apply ever more stringent criteria to every single protocol.”
“...forms and processes are geared toward medical clinical trials and basic science
research. Much social science work cannot be assessed by the same methods.”
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3. Common processes should be developed to create consent forms that are
truly understandable by prospective research volunteers. (Investigators,
Research Coordinators)

Supporting comments:

“...researchers [must] share information about a study so that prospective research
subjects truly understand what they are volunteering to do...”

“Consent forms are now incomprehensible — simple studies of questionnaires or
interviews that might be served with a 1 page simple consent are made long and
inappropriate for patients.”

“The length [of consent forms] is starting to become more and more of a barrier to
informed consent.”

“...consent [forms are] so long that patients are intimidated to read them.”

4. New investigators need opportunities to learn about research ethics, REB
members need opportunities to learn about research methods, and research
coordinators need opportunities to be trained about good clinical practice,
research methods and ethics. (Investigators, REB members and Research
Coordinators)

Supporting comments:

“Some ethics boards...have not been well-versed in principles related to qualitative
research.”

“...it should be mandatory that all investigators take...a workshop on [Good Clinical
Practice} given by an independent person or group...”

“...[improve] quality of research submissions [to REB]...”

“...[change] the mindset of investigators to appreciate the role of participants...”
“REBs need to offer more assistance to researchers while protocols are being
developed...”

“Many investigators are not prepared in what [is] needed for regulatory documentation.”
“...important to develop a standard training process for new research coordinators and
to institute...certification/re-certification for them.”

“...lack of hospital REB-sponsored training opportunities for new research
coordinators...”

“...important that research coordinators that have patient contact be adequately
trained...”

“While there are rules and ethics governing the conduct of research, there may be
gaps between what we say we do and what we actually do...”

“It is important to educate investigators around conflict of interest...”

5. Regulatory requirements should be harmonized with ethics review processes
to facilitate research. (Investigators)

Supporting comments:

“‘Regulatory requirements have become very onerous...lack of funding to address
them.”

“Too many regulatory bodies and too many regulations.”



A22

“The institutions need to set up centralized adverse event notification for drug
events...the process needs to be streamlined.”

“Sometimes the infrastructure created to facilitate ethical research creates more
bureaucratic processes that do not [help] the investigators or the research subjects.”
“Recruitment may become a problem if guidelines become too strict.”

“Harmonize ethics and regulatory approvals.”

“...need to recognize that the level of regulatory requirements has very significantly
impacted on...the resources required to conduct clinical trials.”

B. Minor Themes Regarding Barriers or Problems

6. REBs should consider the expertise they need to review research protocols
appropriately. (Investigators)

Supporting Comments:

“Lack of REB expertise in emergent inquiry models (e.g., interpretive or participatory
research).”

“The needs of some of the populations | work with (e.g., sexual minority populations)
are sometimes not well understood by REBs ... resulted in requests for what | perceive
to be ill-informed modifications to my protocols.”

“It is important to have strong representation ... who appreciate the extent to which any
given proposed experimental intervention is really likely to pose any substantial risk to
subjects. The point is to avoid lengthy discussions ... prompted by theoretical
concerns expressed by people who do not actually look after patients in real life.”
“Some questions back from REBs are more appropriate for quantitative research.”

7. Additional resources would help REBs/Research Ethics Offices to do their
jobs better. (REB members, research administrators)

Supporting Comments:

“Manpower in REB to develop and sustain rapid and harmonious review process”
“REB is currently experiencing a very high case load resulting in unnecessary delays,
and as REB officers scramble to meet demand each application is not given much of a
review.”

“Boosting up REB for review/approvals for various studies to facilitate timely
submissions...”

“Lack of respect for REB work and processes is a continual problem which stems from
a lack of understanding of the role of the REB - institutional recognition and support of
the work done by the REB would assist in this.”

“Failure of adequate funding to support REB oversight.”
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Question 12: Please provide any comments or suggestions relating to the
achievement of ethical best practices at TAHSN institutions.

(Sample: 101 respondents = 53 investigators + 24 research coordinators + 14 REB
members + 6 research administrators + 4 others)

A. Major Themes for Achievement of Ethical Best Practices

1. The Central Clinical Research Resource Group (CCRRG) may be a valuable
resource, but it must ease rather than add to the research burden
(Investigators, Research Coordinators).

Supporting comments:

“...if it becomes another layer in the REB process this could be a further barrier.”
“...[if it] places more demands on our time this would not be a useful initiative.”

“It is a good idea to improve awareness of ethical issues. But over-administration plus
lacking of efficiency will kill the purpose of clinical research.”

“It would be important that this group not be an unwieldy and abstract body that
[creates] more barriers than it solves.”

“...agree that this would be a useful resource IF all sites have a consistent philosophy
regarding the requirements and application process.”

“| see a lot of infrastructure, but it is my impression that this will not speed up
processes...”

“| feel that we have good resources at our institution. | don’t see this group as much
added value to what we are doing.”

“All of this sounds like increasing bureaucracy rather than helping streamline the
process.”

“Do not add another layer of bureaucracy that would simply add further barriers to the
already lengthy and tedious process.”

“Yet another structure!”

“How will this help me get my protocol through REB in a reasonable time?”

2. The CCRRG must not duplicate resources that already exist (Research
Administrators, REB members, Investigators).

Supporting comments:

“One must be careful not to have duplicating layers.”

“...opposed to replication of already existing services and more web-based registries.”
“...CIHR study being undertaken by Heather Sampson...has been working for some
years on web portal.”

“I envisage problems of overlap...”

“There are already a number of groups both locally and nationally (CAREB, NCEHR,
CAURA, etc.) that are involved with such activities...”

‘I am very concerned that this initiative, while laudable, will duplicate other existing
informal and formal mechanisms that are already in place.”

“This function is, in some way, already being served by Panel on Research Ethics...”
“It would have to be clear how this new group differs from existing groups (HURCC
etc.)...”

“...OCREB does much of this already and | suggest that you review their practices.”
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“The notion of a coordinating group is an excellent one. We must...be careful to not
impact the autonomy or reduce the oversight of the individual organizations.”

3. It will be important for the CCRRG to have informed representation from
across TAHSN (Investigators, REB Members).

Supporting comments:

‘I believe that someone from each institutional ethics board needs to sit on a
coordinating committee that ensures common interpretation and enactment of
requirements across all participating institutions.”

“Need to integrate the specificity of paediatric research and have proper
representation.”

“...[create] a council of those involved in research administration in constituent
institutions.”

“...hope that questions/issues concerning research in the paediatric patient be directed
to REB through the CCRRG.”

“Need to ensure that there is community input into development of best practices.”
“...number of affiliated U of T/TAHSN researchers & REBs in community healthcare

"

settings that ought to be invited to this ‘table’.

4. Many respondents envisaged or proposed specific functions of a centralized
body. (Investigators, Research Coordinators, REB members, Research
Administrators)

Supporting comments:

“...looking forward to accessing the timely and expert support required to conduct
ethical research.”

“We need an entity that is going to get the REB process coordinated and moving.”

“It would be much more helpful if there was a central committee which would facilitate
the actual REB activities through [TAHSN].”

“Web resources should not replace the availability of a real ethicist when specific
issues arise.”

“It would be nice to have a rational body to appeal to when our local ethics board gets
off track.”

“...the Resource Group would be a higher level body that the REB would refer to, not a
resource for me as a researcher.”

“There needs to be a central place where problematic practices within the institutions
can be reported and solved.”

“Having a bulletin board or newsgroup where people can interact and ask questions or
help others with their questions would be valuable.”

“Are you simply trying to relieve the REB of responsibility?”

“...should offer [web/based] GCP/ICH course...”

“All of this has to be timely...”

“I envisage that the CCRRG could serve as a mediator of sorts if an REB & investigator
are struggling to work through the issues related to a particular protocol.”

“This portal/resource need to be TRANSPARENT and ACCESSIBLE to ALL and ANY
one interested in finding out about research and related subject.”
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Appendix 5: Recommendations pertaining to representation on the Central
Clinical Research Resource Group

The Central Clinical Research Resource Group would be a TAHSN Committee, with
appropriate subcommittees and associated staff to operate and maintain its functions.

The Central Clinical Research Resource Group would serve as a virtual
resource for the entire TAHSN clinical research community. Thus, it is important
that each site have appropriate representation to provide opportunities for
collaboration and synergies among the TAHSN institutions. It would aim to avoid
duplication of efforts and resources with a goal of facilitating and increasing
efficiencies in the ethical conduct of clinical research.

The Task Force recognizes that the core of the Central Clinical Research
Resource Group membership and its associated subcommittees should come
from well-established committees such as the REB Harmonization and the
Contracts committees and the U of T REB Administrators Working Group.
These committees have had considerable experience in developing policy and
facilitating harmonized processes. Membership would be expanded as needed
for site-specific representation and participation of the different stakeholders.

Central Clinical Research Resource Group members should provide
representation from all research stakeholders (investigators, research
coordinators, REB members, Research Administrators) involved in the research
process. As a group, they should have the expertise to address clinical research
oversight issues and all steps of the clinical research process from inception of
the study to publication and intellectual property protection either directly or by
bringing in appropriate expertise.

The subcommittees of the Central Clinical Research Resource Group would
focus on specific issues requiring expertise and advise the CCRRG.
Subcommittees would lead certain initiatives and develop policies, common
tools etc, akin to the current REB Harmonization Committee. They may include
the current Grants and Contracts Committees or REB Harmonization Committee
or the U of T REB Administrators Working Group or a new Standard Operating
Procedures and Policy Subcommittee, etc.

The CCRRG and/or its subcommittees should include expertise pertaining to,
but not limited to: REB function and best practices, Contract Review , Conflict of
Interest , Accountability (including lines of authority, and reporting requirements
of REBs, Investigators, and Institutions in order to ensure transparency and
enhance the public trust) and Resource Allocation

N.B.: The CCRRG will not be a Central REB or be involved in REB review of studies.
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Appendix 5b: Recommendations and suggestions pertaining to the proposed
functions of the Central Clinical Research Resource Group

For each proposed function, it is important to avoid duplication and optimize
collaboration between sites, considering limited available resources. Thus, if an
institution has already developed processes or resolved issues, the CCRRG should
foster adaptation and adoption of the processes/solutions by others through its
representatives. Similarly, the CCRRG should participate in external initiatives such as
the proposed “Network of Networks” and scan the environment for models of initiatives
in line with its functions (e.g.; Creating an Infrastructure for training in the responsible
conduct of research: the University of Pittsburg’s Experience. Barbara E. Barnes et al.
Academic Medicine, Vol81, No2 / February 2006).

1. Web-portal:

To serve the TAHSN clinical research community, a web-portal should be developed
as a basis for the CCRRG to work virtually and be accessible at all times by all
involved in clinical research. To avoid duplication, the web-portal content would be
accessible via each institution’s intranet.

o References on local, national and international relevant information such
as web sites, guidelines, regulations, legislations, policies and reports.

o Processes and common tools for different activities (e.g.; harmonized
REB submission form; protocol templates). Common tools can be used
for training, to ensure consistency and to ensure that complete
information is provided for REB reviews, streamlining the review process.

o Web-based training or links to existing web-based programs (Creating an
Infrastructure for training in the responsible conduct of research: the
University of Pittsburg’s Experience. Barbara E. Barnes et al. Academic
Medicine, Vol81, No2 / February 2006).

o Communication on new and emerging issues such as regulatory
changes.

2. Resource:

The CCRRG would provide a TAHSN based forum to enhance communications at
different levels: inter- and intra-institutional communications and to disseminate
information.

The CCRRG would provide policy direction, establish best practices and provide
specific recommendations to TAHSN on human subjects protection and be a
recognized consultative body with regard to new and emerging issues in human
subjects research, including accountability and conflict of interest issues.

It is recommended that CCRRG be established to create sets of principles and best
practices that, at a minimum, define a comprehensive Human Subjects Protections
Program to guide institutions in the implementation of site-specific practices. The
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CCRRG and its subcommittees would identify best practices in each responsible sector
so that Core Best Practices can be identified, described and implemented across
TAHSN and identify those Best Practices best left to site-specific implementation.

The CCRRG, through this function, could address some important barriers such as

1. Developing processes to inform investigators of new regulatory requirements (barrier
rated #1 by REB members, Research Coordinators and research Administrators and
#8 by investigators) or

2. Developing processes to address emerging ethical issues pertaining to new
research activities in areas such as new technologies, genomics, proteomics and bio-
banks.

3. Education:

The CCRRG should not duplicate programs and services that already exist but could
evaluate them for recommendation, raise awareness around them and/or make them
accessible through a web-portal or central repository.

Recommendations for either selective or mandatory training would be based on an
individual’s role and responsibilities in Clinical Research at TAHSN institutions. The
CCRRG should focus on determining training priorities while recognizing the need for
continuous development of appropriate courses and programs and the limited
resources. To encourage sharing of programs available within TAHSN, the CCRRG
could provide compensation and support to institutions whose resources will be
developing training programs and common tools that can be made available
throughout TAHSN. The role of the CCRRG in education would include:

1. Develop a TAHSN-CCRRG website “portal” or a central repository to provide
general information and hyperlinks to educational information that is already
available such as:

a. For researchers and their teams, REB staff and REB members: the
TriCouncil Policy Statement on line tutorial (now required for all members
of research teams at some Canadian institutions such as CAMH and
HSC).

b. Some institutions offer educational opportunities such as conferences,
workshops and discussion groups on research ethics issues, which could
be offered in a common event calendar on the intranet.

c. Links to specific information regarding local REB policies, procedures.
2. Enhance communication which is the basis of education, ensuring that Pls and
their research staff are aware of the regulations, know how to access them and

how to get appropriate training

3. Develop appropriate courses and programs and ensure wide spread advertising
of such initiatives. Seek the opportunity to invite speakers from different areas
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including regulatory authorities. Implement an open door policy at research
ethics events among TAHSN hospitals.

4. Develop an extensive program of patient/subject education that will allow
TAHSN to take a national leadership role in this area.
o This could include on line information, videos, and print pieces as part of
the TAHSN web portal or at kiosks.
o To provide additional information on particular types of research,
o The program should include a strong evaluation component in order to
provide evidence of the efficacy of this initiative.

4. Information Hub:

It is recommended that the CCRRG act as an information hub where external groups
can liaise with TAHSN institutions on new national and international initiatives on the
ethical conduct of clinical research. The CCRRG may develop working groups, to
become actively involved in National and International discussions in core areas being
able to identify emerging trends and issues that need either early discussion or direct
involvement in order to develop a TAHSN stand/approach/policy on such emerging
issues.

The CCRRG members would not need to be the initial or on-going contact point.
However, the CCRRG should be recognized as a group to be made aware of such
initiatives and in turn be able to provide support to those involved to maintain
participation and possibly contribute in external initiatives. The CCRRG would be
reporting appropriately on the initiatives and ensuring that TAHSN investigators, REB
members or others have the opportunity to contribute and/or take a leadership role.

The CCRRG could also provide a forum for providing comments on upcoming
regulatory changes and their potential impact.



