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This Conference Digest is intended to 

capture key discussions and themes 

that were explored at the CTO 2015 

Clinical Trials Conference. The Digest 

extends the reach of the conference 

beyond those who were in attendance 

at the “sold out” event. It aims to 

inform and continue conversations 

already taking place in the clinical 

research community as Clinical Trials 

Ontario launches the nimble and 

efficient CTO Streamlined Research 

Ethics Review System.

“CTO is led and supported by the academic, research and industry 
stakeholders involved in clinical trials in Ontario,” said Dr. Arthur Slutsky, Chair 
of the Board of Directors of Clinical Trials Ontario (CTO), as he opened the 
plenary day with an announcement about the new CTO Streamlined Research 
Ethics Review System. “We are all brought together with a common goal of 
improving the climate of clinical trials in Ontario and helping this province 
increase its share of global clinical trials. We also recognize and appreciate the 
significant investment Ontario has made in the clinical trials environment and 
in advancing our innovation economy and health care for Ontarians.”

Dr. Slutsky noted that “the level of cooperation from all stakeholders in 
building CTO and the Streamlined System has truly been extraordinary.”

Susan Marlin, President and CEO of CTO, agreed and acknowledged the 
contributions of the clinical research community: “The CTO Streamlined 
Research Ethics Review System, it was your idea and it was a good one.”

Clinical trials play a crucial role in advancing medical knowledge, and 
improving health and the quality of care received by Ontarians, Canadians 
and people worldwide. Successful clinical trials lead to new and improved 
treatments, cutting-edge therapies and novel disease-prevention strategies. 

Clinical trials also bring significant benefits to Ontario’s economy.

“Clinical trial jobs in Ontario are excellent knowledge economy jobs that 
not only contribute to the next frontier of health care, but also contribute to 
knowledge work in this province and help to bring international investments 
to our province,” said Dr. Robert Bell, Ontario Deputy Minister of Health and 
Long-Term Care, in his opening remarks at the conference.
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Ontario is renowned for outstanding ethical clinical 
research that makes participant safety an utmost 
priority. The province has also cultivated a spirit of 
collaboration among stakeholders.

“Collaboration and thinking globally are paramount, 
but obviously acting locally here in Ontario and 
across Canada is going to be absolutely crucial for 
the success of this initiative of making Canada more 
competitive in terms of clinical trials,” said CTO Board 
Director James Wilson, President, Brancorth Medical, 
and Past Chair of MEDEC, at the CTO 2015 Clinical 
Trials Conference.

CTO welcomes your feedback. Please write to us at  
info@ctontario.ca.

CTO Streamlined Research Ethics Review  
System Officially Launched at Conference
Daiene Vernile, Member of Provincial 
Parliament (MPP) and Parliamentary 
Assistant to The Honourable Reza 
Moridi, Ontario Minister of Research 
and Innovation, officially launched 
the CTO Streamlined Research Ethics 
Review System—declaring that 
“Ontario is about to become an even 
better place for clinical trials.”

The province-wide CTO Streamlined 
System allows a single ethical review 
for a multi-centre clinical trial.

“Today, I am pleased to announce 
the launch of the CTO Streamlined 
Research Ethics Review System. 
The new CTO Streamlined System 
is a more nimble, efficient approach 
while maintaining the highest ethical 
standards for participant protection,” 
said Parliamentary Assistant Vernile. 
“Streamlining ensures more trials  
will come to Ontario, and that’s a  
good thing.”

Parliamentary Assistant Vernile  
made the announcement to a 
gathering of 400 clinical researchers, 
research ethics community members, 
industry representatives, institutional 
administrators and trial participants. 
The clinical research community  
had come together for the two-day 
CTO 2015 Clinical Trials Conference  
in Toronto.

“It is remarkable that more than  
3,600 clinical trials are underway 
in Ontario. These trials support 
the development of new drugs, 
devices and medical practices,” said 
Parliamentary Assistant Vernile.  

“That’s going to create better 
treatments and improve the medical 
outcomes for people.” 

Leslee Thompson, Chair, Council of 
Academic Hospitals of Ontario, and 
Dr. Rav Kumar, Vice-President, R&D, 
GlaxoSmithKline supported  
the announcement.

“By improving speed and reducing 
costs of clinical trials in multiple 
locations, streamlining will enhance 
the environment for clinical trials 
and ensure that more trials come to 
Ontario,” said Ms. Thompson.

Dr. Kumar agreed, noting the 
importance of bringing trials to 
Ontario and Canada. “Canada is a 
really important country for us to  
do clinical trials and Ontario is a  
really important province,” explaining 
that the quality of clinical research  
in Ontario and Canada is of the 
highest calibre. 

The comments by Parliamentary 
Assistant Vernile, along with 
endorsements from Ms. Thompson 
and Dr. Kumar, served to kick off the 
CTO 2015 Clinical Trials Conference.
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SOURCE: DR. GREG KOSKI

THE INCREDIBLY COMPLEX DRUG DEVELOPMENT ECOSYSTEM

Survival in a rapidly changing global clinical research environment is determined by the ability to adapt to 
a myriad of challenges—from outsourcing and systemic waste to an incredibly complex drug development 
ecosystem, according to Dr. Greg Koski, Co-Founder, President and CEO, Alliance for Clinical Research Excellence 
and Safety (ACRES). 

Dr. Koski was the keynote speaker and moderator of a panel discussion on global clinical research and Ontario’s 
place in it during the first session of the CTO 2015 Clinical Trials Conference. 

Against the backdrop of globalization, the outsourcing of “critical” activities—such as drug discovery and 
development, manufacturing, clinical trial management, monitoring and control of the supply chain—has created 
silos and complexity in the clinical research environment, said Dr. Koski.

Building a Global System for  
Excellence in Clinical Research:

The Big Picture…

Anticipating and Adapting to Change in a Fast-Paced, 
Complex Environment 
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While this outsourcing trend was intended to create operational 
efficiencies, in many ways it has done the opposite—causing 
fragmentation and challenges for participant recruitment, trial 
start up and operations.

Dr. Koski noted that 70% of clinical research sites never do more 
than one clinical trial. Fewer than half of sites meet enrollment 
goals and 10% never enroll a single subject. Moreover, site 
monitoring accounts for nearly one-third of clinical trial budgets. 
Redundancy, delays, non-compliance and poor quality are the 
norm rather than the exception.

These facts paint a worrisome picture of clinical trials business 
operations.

Dr. Koski offered another example of inefficiencies that occur 
at research sites. “More than two-thirds of the sites around the 
world are still using paper records for critical parts of their clinical 
trials,” he explained.

“From the site perspective, they are often squeezed financially—
try to get as much out of the turnip as you can, for as little as you 
can,” said Dr. Koski. “The protocols they are being asked to do are 
increasingly complex. In fact, they are often not even feasible.”

“When I look at protocols and whether they’re doable—and 
what patients will stand—many of them are not doable,” agreed 
Dr. Sharon Cohen, Director, Toronto Memory Program, and a 
member of the panel representing stakeholders in the Canadian 
clinical trials community.

According to Dr. Cohen, sites have an important role in 
identifying what is reasonable and doable for patients, as well as 
what is clinically meaningful.

The current drug development process also is “not a pretty 
picture” from the point of view of a systems engineer, added Dr. 
Koski. “Fortunately we are in a position where change is possible. 
What’s our vision for the future of this complex process?”

Canada’s current strengths guide its vision for the future, 
suggested panelist Dr. Norman Viner. “Our pillars are quality, 
safety and efficacy. We try to ensure all three of those pillars,” said 
Dr. Viner, Chief, Clinical Trial Division, Centre for Evaluation of 
Radiopharmaceuticals and Biotherapeutics, Biologics and Genetic 
Therapies Directorate, Health Products and Foods Branch, Health 
Canada.

Within these pillars, there could be room for improvement, 
according to Dr. Viner. For example, risk-benefit considerations 
have not been prioritized.

According to Health Canada, examples of risk-benefit 
considerations can include the “availability and performance 
of other therapies; domestic and international clinical practice 
environments … [and] the nature of the target population and 
whether it includes vulnerable populations,” to name a few.1  
Dr. Viner said that Health Canada’s two review directorates, 
Therapeutic Products Directorate and Biologics and Genetic 
Therapies Directorate, are currently reviewing whether risk-
benefit should play a more prominent role in determining which 
studies to approve. He also added that Health Canada does not 
currently consider cost at this level of review.

“ Fortunately we are in  
a position where  
change is possible.”

1 “Archived – Benefit-Risk Evaluation – Progressive Licensing Model – Drug and Health Products,” Health Canada, last modified June 24, 2013, http://www.hc-sc.gc.ca/dhp-mps/homologation-licensing/model/evaluation-eng.php
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“As a clinician as well as a regulator, I feel the need to be 
innovative, but some of our interpretations of the regulations 
hold us back, perhaps, a little bit,” he said.

“I think what I’m hearing here is that there is an enlightened 
common interest,” added Dr. Raphael Saginur, Chair, Ottawa 
Health Science Network Research Ethics Board (REB), and a 
member of CTO’s Board of Directors. “It’s not that the patients 
are against the doctors, or the sites are against the industry. If we 
all listen to each other, we would benefit. It should be all about 
the patients and their families.”

Panelist Dr. Ghislain Boudreau concurred. “It’s really about 
enhancements of quality for the patients,” said the Vice 
President, Public Affairs, Pfizer Canada. “We need to start with 
that end game.”

However, that might be easier said than done given the financial 
constraints that plague sites worldwide.

“Our biggest systemic deal breaker is money,” said Louise Binder, 
Project Manager, Carcinoid-NeuroEndocrine Tumour Society 
(CNETS) Canada, noting that finances are a global problem.

Offering an example of one of the hurdles faced by contract 
research organizations (CROs), panelist Lisa Discepola said that 
at some hospitals parking is $30 while the total stipend is only 
$50 per diem, leaving very little for a babysitter, gas and other 
expenses incurred by the participant.

“These are things that, as an entire industry, we have to look 
at,” said Ms. Discepola, Director, Clinical Operations, Stiris 
Research. “We’re not trying to incentivize the patient. We’re 
trying to help them.

“If we could take this [CTO Streamlined System] as a leap 
forward and standardize things across the country—not only 
within the province—that would save time, and time would save 
money and bring Canada to the forefront of the clinical research 
field globally.”

The challenge, the panel agreed, is to make more efficient 
investments by changing a wasteful ecosystem rather than 
injecting more capital into it.

Dr. Koski said that waste—calculated at about 30% annually in the 
current global system—costs society about $20 billion in a $70 
billion industry worldwide. 

That level of systemic waste could be partly responsible for sites 
being expected to recruit more participants with less money, 
which the panel believes is an unsustainable trend.

“If we don’t have patients, we don’t have trials,” said Ms. 
Discepola.

Dr. Koski noted that a negative public perspective on clinical 
research accelerates this trend.
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“It is clear the public has become very suspicious of what we do,” said Dr. Koski, adding that 
headlines in newspapers underscore how things could and should be done better.

“We need to engage in next-generation thinking,” he said, comparing the health care industry 
to the airline industry, which has excelled at sharing infrastructure for the common good. 
“This is what Wayne Gretzky called skating to where the puck is going to be.”

“You need to collaborate to compete,” Dr. Boudreau concluded. “It’s an ecosystem and all the 
players need to be there right from the get-go.”
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“ We need to  
engage in  
next-generation 
thinking.”

SOURCE: DR. GREG KOSKI

THE AIRLINE INDUSTRY DEMONSTRATES HOW EVERYBODY WINS WITH COLLABORATION, ACCORDING TO DR. KOSKI.
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The themes of progress and collaboration drove the conversation during the second session 
of the conference.

Leaders in clinical research from Ontario and across Canada presented updates on how the 
national and provincial landscapes are evolving. 

Conference attendees were briefed on the latest developments of 
the national Initiative to Streamline Clinical Trials (ISCT) by Karen 
Arts, Executive Director, Canadian Cancer Clinical Trials Network 
(3CTN); Director, External Initiatives, 3CTN; and Co-Founder and 
Chair, Board of Directors, Network of Networks (N2).

The ISCT—started by the Canadian Cancer Research Alliance, 
which funds most of the cancer research in Canada—embarked 
on a strategy to improve clinical research in the area of cancer. 
One of the recommendations contained within this strategy was 
to streamline the clinical regulatory environment, particularly in 
the academic setting.

“All of you, if you work in clinical trials, you know what the 
issues are,” said Ms. Arts, adding that site workload is increasing 
disproportionately to the level of risk involved with trials.

To deal with this issue, the ISCT developed guidelines after 
consultation with the community.

“We sought feedback from lots of different groups to find out 
what their challenges were,” said Ms. Arts. The ISCT tried to 
validate those concerns across Canada and see if they could be 
addressed through guidelines that, if followed, would reduce 
regulatory burden without necessarily changing regulations.

The Initiative to Streamline Clinical Trials has made recommendations to  
streamline the clinical regulatory environment in Canada.

Developments in the Clinical Trials 
Environment in Canada:

1

Six Exciting Initiatives Demonstrate Evolving National 
and Provincial Landscapes
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Progress has been substantial and initial feedback from Health 
Canada was positive, according to Ms. Arts. The ISCT proposed 
guidelines for nine thematic areas:

1. Clinical trial agreements

2. Drug accountability

3.  Monitoring

4.  Equipment and facilities

5.  Delegation of duties

6.  Validation of electronic systems

7.  Source data documents

8.  Trial costs

9.  Inspections and the Health Canada website.

 
The ISCT report is available for download on the N2 website at  
www.n2canada.ca/isct.

OECD Report
(2013)

Senate
Report:

Canada’s
Clinical Trial

Infrastructure 
(2012)

CCRA State 
of Cancer

Clinical Trials
In Canada

(2011)

SOURCE: MS. KAREN ARTS

The Canadian Clinical Trials Coordinating 
Centre seeks to implement recommendations 
for improving the coordination of clinical 
trials in Canada.

“Back in 2011, there was a clear recognition that Canada was 
losing its competitiveness in terms of clinical trials,” said Dr. 
Shurjeel Choudhri, Senior Vice President and Head, Medical 
and Scientific Affairs, Bayer Inc.; and Canada’s Research-Based 
Pharmaceutical Companies (Rx&D) Representative, Canadian 
Clinical Trials Coordinating Centre (CCTCC).

“We had done a benchmarking exercise with the Rx&D member 
companies, finding that the number of clinical trials had gone 
down. Most worrisomely, the number of clinical trial sites in 
Canada had decreased dramatically,” said Dr. Choudhri.

The CCTCC—a joint effort of the Canadian Institutes of Health 
Research (CIHR), Canada’s Rx&D and HealthCareCAN (formerly 
the Association of Canadian Academic Healthcare Organizations 
or ACAHO)—arose from an Action Plan mandated during the 2011 
Clinical Trials Summit. The plan: to coordinate activities in order 
to address the shared problem.

“We needed to work together to solve it,” said Dr. Choudhri.
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PROGRESS 2014

PROGRESS 2015

Strategy 1 Strategy 2 Strategy 3
Establish short and longer Improve business operations Signal Canada’s interest
term implementation capacity  globally

 Establish headquarters         REB efficiencies  o  IP and SR&ED tax credits

 Metrics, measuring performance         Patient registries and recruitment        CCTAM / Asset Map

 o Infrastructure, SPOR         SOPs and tools

    o    Improve and use mCTA 

SOURCE: DR. SHURJEEL CHOUDHRI

The Action Plan was divided into three strategies. The first 
strategy, establishing short- and long-term implementation 
capacity, involved setting up a clinical trials coordinating centre, 
measuring performance and building infrastructure so that 
Canada will be much more competitive globally when it comes to 
attracting clinical trials.

The second strategy focused on making operations more 
efficient. According to Dr. Choudhri, the CCTCC is trying to build 
on what is already being done across the country and to integrate 
its Action Plan with existing efforts to streamline the initiation of 
clinical trials.

“Faster REB [research ethics board] approval was one of the 
key things we thought would make us a much more attractive 
place to do trials,” said Dr. Choudhri. Other key goals included 
highlighting all of the resources available in Canada such as 

patient registries, harmonized standard operating procedures 
(SOPs) and developing a model clinical trials agreement (mCTA).

The third strategy, signaling Canada’s interest globally, included 
promoting tax credits available at the federal and provincial 
levels, and developing a Canadian Clinical Trials Asset Map 
(CCTAM) to showcase the country’s research abilities to the 
world.

“There is a plan going forward to look at the key elements 
where, in the next few years, we can really make a difference by 
enhancing the environment to do clinical trials in Canada,” said 
Dr. Choudhri.

This year, the CCTCC will engage its national advisory group 
for input on implementing the Action Plan; working groups on 
metrics, REB accreditation and patient registries; and continue to 
roll out and develop the CCTAM, among other initiatives.

Strategy 1
Establish short and longer 
term implementation capacity 

National Advisory Group 
engagement

Metrics working group to 
measure Canada’s performance

Strategy 2
Improve business operations 
 

REB accreditation working group

Patient registries working group

N2 synergies

Industry engagement and 
advancing mCTA

Strategy 3
Signal Canada’s interest 
globally 

CCTAM rollout and continued 
development

SOURCE: DR. SHURJEEL CHOUDHRI

CLINICAL TRIALS ONTARIO CONFERENCE DIGEST 2015 10



The CCTAM bilingual database was created to address the rapidly 
changing needs of Canada’s dynamic clinical trial community, 
according to Elena Aminkova, Project Manager, CCTAM.

The comprehensive database will showcase the country’s 
tremendous clinical trial assets so that trial sponsors can  
better identify all clinical research sites, hospitals/institutions  
and investigators. 

“It’s easily searchable,” said Ms. Aminkova. “It’s highly interactive 
and it’s intuitive to use.”

The aim of the CCTAM is to promote Canadian clinical research 
to the world. “The overarching goal is to position Canada as an 
attractive destination,” she explained, “and to help Canada regain 
its rightful place among the leaders of clinical trials globally.”

CCTAM is scheduled to launch in June 2015 and they are 
welcoming contributors. There is no cost for contributors to use 
the database.“ It’s easily 

searchable. It’s 
highly interactive 
and it’s intuitive 
to use.”

SOURCE: MS. ELENA AMINKOVA

The Canadian Clinical Trials Asset Map, an interactive database  
of Canadian clinical research capabilities, is set to launch this year.

3
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The Strategy for Patient-Oriented Research (SPOR) is a five-year 
joint federal, provincial and territorial initiative. According to Dr. 
Vasanthi Srinivasan, Executive Director, Ontario SPOR SUPPORT 
Unit (OSSU), SPOR fosters:

 > Evidence-informed health care with system-wide impact

 > Enhanced patient engagement and partnerships

 > Innovative collaboration among researchers, clinicians, 
patients, health system administrators, policymakers, health 
charities, industry and others.

“We’re a collaboration of researchers, policy experts, patients 
and clinicians,” said Dr. Srinivasan. “What we will offer, not just 
in the province but nationally and internationally, is data access, 
methodological and research services, expertise in knowledge 
translation, best practice dissemination and a capacity in 
collaboration with CTO for clinical trials.”

OSSU will work with CTO on patient engagement.

“There is a lot of ‘ad hocery’ that goes on, and it’s very difficult 
to sustain,” said Dr. Srinivasan. OSSU plans to develop a patient 
engagement framework. The organization is working with 
partners in the United States (US) and the United Kingdom (UK) 
to avoid duplication of efforts.

“I think we have a responsibility to give [the research community] 
tools to help this engagement happen,” Dr. Srinivasan continued. 
“We need to build capacity in the patient community so that we 
can sustain their interest and their engagement—have them feel 
through the entire process that their voice is a meaningful voice 
in the discourse and not just an added voice.”

Dr. Srinivasan expects that some projects funded through OSSU 
will employ the CTO Streamlined Research Ethics Review System.

The Ontario SPOR SUPPORT Unit will provide opportunities around  
patient engagement, collaboration and clinical trials.

4

OSSU CENTRES

SOURCE: DR. VASANTHI SRINIVASAN
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MaRS EXCITE is driving innovation by helping 
pre-market technologies get off the ground.

“Most innovators think that once you have your new product 
licensed, it’s going to be adopted,” said Dr. Les Levin, Chief 
Scientific Officer, MaRS EXCITE (Excellence in Clinical Innovation 
Technology Evaluation). “The answer is, afraid not.”

Clinical Trials Ontario continues its work 
on streamlining the research ethics review 
process, attracting clinical trials to Ontario, 
and developing a framework to engage 
patients and participants.

The launch of the CTO Streamlined Research Ethics Review 
System marked a significant milestone but there is no shortage 
of work required to fulfill the mandate of Clinical Trials Ontario.

“We have had terrific engagement from our academic hospitals 
and universities. We need to focus more now on our community 
hospitals, private providers, etc.,” said Susan Marlin, President 
and CEO of CTO.

CTO is keen to collaborate and Ms. Marlin highlighted British 
Columbia and Quebec as possible opportunities for partnership. 
The organization would also like to prioritize progress on 
streamlining the negotiation of clinical trial agreements.

“When we have industry-sponsored trials coming through our 
system, we’re going to encourage sponsors—even if they can’t 
work with the model contract for Ontario—to collaborate with 
us to develop a model that will at least work for their company in 
Ontario,” she said.

With the launch of the CTO Streamlined System, CTO will focus 
on promoting Ontario nationally and internationally as a preferred 
location for global clinical trials, according to Ms. Marlin.

“Our CTO Industry Advisory Group has been critical in helping to 
make this happen.” 

CTO has enhanced its capacity to move forward on participant 
engagement. Goals include developing programs and areas 
where CTO can add value to the participant engagement 
process.

According to Dr. Levin, it is becoming an increasingly  
convoluted process to get technologies to market. One of  
the biggest roadblocks is in the post-market space, irrespective  
of jurisdiction.

The Ontario Health Technology Advisory Committee (OHTAC), 
established in 2002, enabled hospitals to ask for evidence-based 
analysis of new technologies. However, not a single homegrown 
technology was presented to OHTAC.

“Not Ontario, not Canada,” Dr. Levin emphasized. “None.”

MaRS EXCITE tackles this problem by connecting health 
technology innovators with experienced researchers to get the 
right evidence and data to show the value of their product. It 
facilitates discussions with relevant health system stakeholders 
to determine what is needed to get the new technology  
adopted successfully.

“We think that EXCITE could be a pipeline from the world into 
Ontario, into Canada,” said Dr. Levin.

Since February 2012, 42 companies have applied to the program. 
Nine technologies are currently active and another five are  
under review.
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SOURCE: DR. LES LEVIN
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Globally, almost 50% of investigators conduct one study and 
no others within a 10-year period, according to Christine Pierre, 
Founder and President, Society for Clinical Research Sites (SCRS), 
who joined the conference via video conference.

“That’s a tremendous problem to us as an industry and to the 
patients waiting for us to get this whole process right,” she said.

High investigator turnover could be impacting the level of 
satisfaction with training and quality at the site level, which 
poses a major concern for the clinical research field, according to 
Ms. Pierre.

She believes that possible reasons for investigator turnover 
include lack of communication between stakeholders, an 
untenable financial model both in compensation amount and 
payment terms, poor predictability of site performance and 
unpredictable recruitment performance.

Dr. Douglas Bradley offered his opinion about the main cause 
of investigator turnover: bureaucracy. “This is the single 

biggest barrier to doing clinical trials and it all relates to the 
overestimation of risk. Everybody is afraid something terrible is 
going to happen,” said the Senior Scientist and Clifford Nordal 
Chair in Sleep Apnea and Rehabilitation Research, Toronto 
Rehab-University Health Network; and Professor of Medicine and 
Director, Division of Respirology, University of Toronto.

The bureaucracy lamented by Dr. Bradley might be contributing 
to other symptoms of a complex clinical trial ecosystem in need 
of change.

Sites face increasing costs, workloads and start-up times. 
Meanwhile, enrollment is decreasing, investigators are dropping 
out of clinical research and innovative research questions are 
becoming increasingly rare, said Dr. Shamir Mehta, Professor 
of Medicine, McMaster University; and Director, Interventional 
Cardiology, Acute Coronary Syndrome Research Program, 
Population Health Research Institute, Hamilton Health Sciences.

The demands of data management might be contributing to 
investigator turnover as well, added Ms. Pierre. Data can be time 
consuming to collect. 

From the Front Lines:
Investigator and Investigative Site Experiences Focus 
Attention on Barriers to Success and Possible Solutions
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Her research shows that 80% of sites have policies requiring data entry to take place 
within three days of a trial participant’s visit, in contrast 12% answer “whenever we 
have time.”  However, on average globally, Medidata reports that this takes place 18 
days after visit. In North America, data gets entered on average 15 days after visit.

“This is not an area that should go unnoticed,” said Ms. Pierre.

Overhead costs should also not be overlooked, she added. 
Worldwide, approximately 25% of total expenses went to overhead 
for studies initiated in 2014. This figure was up from less than 20% 
in 2012, however most sites would say that is still insufficient to 
cover all the escalating costs in conducting studies today.

Some estimate this number to be much higher when looking only 
at developed markets.

“It used to be that we could do a trial where site overhead fees 
in Canada would be in the range of 10 to 12%,” said Dr. Mehta, 
speaking from his experience at a Canadian academic centre. 
“Now it’s hard to find a site within Canada that does not have 
overhead fees of 30% or more.”

The increase in overhead costs makes it difficult for sites to 
sustain themselves and retain well-trained personnel, Ms. Pierre 
explained. According to Ms. Pierre, whose research included 
private and academic sites from around the world, funds that 
could be retained earnings to support site improvement and 
sustainable operations have declined dramatically from 20% in 
2011 to 13% in 2014.

These figures make it difficult for sites to sustain themselves with 
well-trained personnel, Ms. Pierre explained.

Nearly half of all costs are for personnel, which Ms. Pierre 
identified as key to maintaining a sustainable, quality clinical 
research site—citing education, training and commitment to 
excellence as main drivers of quality.

SOURCE: MS. CHRISTINE PIERRESOURCE: SITE SOLUTIONS SUMMIT SURVEY 2012, 2014
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“You can’t have that if you have your staff come and go at the 
same rate that your studies come and go,” she said.

Difficulties in managing cash flow may be another reason why 
investigator turnover is so high—65% of sites had less than three 
months operating cash on hand in 2014. These financial statistics 
pose threats to sustainability, according to Ms. Pierre.

Dr. Ronnie Aronson, Endocrinologist and Executive Director, LMC 
Diabetes & Endocrinology, agreed. “Three months [of operating 
cash reserve] is actually great if you have it.”

He added that payment systems have not changed significantly 
and so it is difficult for sites to manage cash flow in light of 
shrinking margins.

Dr. Aronson explained why the current payment system is in need 
of change. Payments are triggered when gates such as monitor 
visits are passed through, but because of planning and processing 
timelines, payments can come as late as 30 weeks from the day 
that work was completed. “This is probably, in my mind, the 
number one reason investigators don’t do a second trial, is it’s 
just too painful to have done the first one,” said Dr. Aronson. Ms. 
Pierre said that this is another area where there is agreement 
between what Dr. Aronson and SCRS emphasize—sites need to 
be paid on a monthly basis.

According to Dr. Bradley, the overestimation of risk, noted earlier, 
has financial implications as well.

Monitor booked
to begin review

Q1

Y Y M M

Q2 Q3 Q4 Q1 Q2

Monitor actually arrives, completes review, 
meets with CRD, enters their confirmation

Processing
deadline

Processing
deadline

6 weeks to check
processing

30 weeks

80% payment of
visit fees

SOURCE: DR. RONNIE ARONSON

CURRENT PAYMENT SYSTEMS

CLINICAL TRIALS ONTARIO CONFERENCE DIGEST 2015 16



“There is a tendency to grossly overestimate the risks, particularly 
with devices that are already approved for the use...and this causes 
costs to escalate. Costs are going up for no good reason.”

According to the panel, margins are being squeezed, cash flow 
poses challenges and costs are increasing. These financial trends 
point to the need for financial terms that are more favourable for 
sites in order to maintain the highest standards for patient safety 
and site sustainability.

“At the end of the day,” added Ms. Pierre, “there needs to be 
something left for the sites to sustain themselves.”

“We fear that when the revenues start to become very 
condensed, that areas of cutting costs for sites may be 
misplaced,” she said. “Are costs cut at the risk of patient safety?”

Clinical research sites have a duty to the patient to negotiate 
better financial terms, said Ms. Pierre. She added that industry 
also has an equal responsibility to respond in alignment with 
these requests, both for the determination of fair market value 
pricing and frequency of payments.

“We [sites] have the privilege of being the only part of the 
ecosystem that gets to touch the patient. That carries with it a 
very heavy responsibility. Your fiscal responsibility has to come 
into play.”

Indeed, one of the biggest barriers to conducting clinical trials is 
participant recruitment, which is becoming increasingly difficult.

According to Ms. Pierre’s research, the top three reasons why 
enrollment failed from the site perspective included external 
factors such as inclusion/exclusion criteria, study design and 
amendments after the site agreed to do the study.

Internal factors included staff turnover, competing studies 
and not wanting to say no to the sponsor/contract research 
organization (CRO).

An increase in bureaucracy could also be to blame for the 
difficulty of participant recruitment, according to Dr. Bradley.

“There has been a massive increase in red tape for randomized 
trials,” he said. “It has made the conduct of investigator-initiated 
randomized trials daunting to say the least. It is the single biggest 
barrier to progress.”

Dr. Mehta concurred. “Case reports are too long and there is 
excess data collection with too many patient visits.  Many of 
these can be accomplished through telephone contacts.”

Some study protocols require an undue amount of work, he 
added. They are not in keeping with clinical practice and they 
prevent sites from focusing on enrolling the next patient.

Part of the problem might be that sites accept studies when they 
do not have the ability to recruit, according to Ms. Pierre.

“We know 80% of the patients come from 20% of the sites,” she 
said. “Inclusion/exclusion criteria are what they are, but why are 
sites accepting the study if you can’t do the study?”

Ms. Pierre suggested that sites only accept studies for which they 
can recruit; this could lead to specialization among sites.

LMC Diabetes demonstrates this type of specialization. 
According to Dr. Aronson, the organization maintains a database 
containing well over 120,000 patients and adds 24,000 new 
patients each year.

“ We have the privilege of 
being the only part of the 
ecosystem that gets to touch 
the patient. That carries with 
it a very heavy responsibility.”

CLINICAL TRIALS ONTARIO CONFERENCE DIGEST 2015 17



“When you’re looking at enrolling, this strategy has turned out 
to be very effective for us,” said Dr. Aronson. In addition to the 
patient database, LMC Diabetes maintains a list of 6,000 family 
primary care physicians who refer patients to the organization on 
a regular basis.

But for sites that cannot meet the requirements of a study, Ms. 
Pierre offered an answer. “There is a lot riding on all of this, and 
if you can’t do it, we encourage you to say no,” she said. “Sites 
need to understand that it’s okay to say no. It will shore up the 
integrity of your organization’s longevity by saying no and the 
sponsors and contract research organizations [CROs] will come 
back, too. They will actually know you are a site that knows your 
business.”

Insufficient infrastructure for multi-centre randomized clinical 
trials can also be a factor in whether sites can meet study 
requirements, added Dr. Bradley.

“Most times when an investigator initiates a trial, they start from 
scratch due to a lack of multi-centre randomized clinical trial 
infrastructure. That means you need to set up a centralized data 
management system.”

He said that infrastructure and funding are major obstacles and 
contribute to the increasing workload for study coordinators.

Dr. Bradley shared his experience with one of his studies to 
demonstrate the challenges of setting up infrastructure for multi-
centre randomized trials. There were insufficient funds to hire a 

CRO, to hold regular investigator meetings and to translate trial 
documents into six languages. 

The consent form posed another challenge. “The consent form 
for our trial was 11 pages long,” said Dr. Bradley. “Tell me anybody 
who actually reads every single word of those consent forms—it’s 
a daunting thing, and it’s completely ridiculous.”

In the United Kingdom (UK), consent forms are limited to three 
pages; Dr. Bradley argued that this practice should be adopted in 
Canada.

“[Long consent forms] discourage patient participation,” he said, 
noting that a randomized trial 10 years ago saw an uptake rate of 
approximately 75%; now it is 40%. He blames the consent form, 
and bureaucracy more broadly, for the decline.

“As a result of these barriers, it took us one and a half years to 
randomize the first patient after we received the grant, and more 
than two years to get the initial 25 trial sites initiated,” said Dr. 
Bradley. “And that’s not unusual.”

According to Dr. Aronson, the number of Canadian sites and 
investigators have declined. “What’s been more frustrating is 
there has been a decline in good Canadian studies.” (Dr.  
Aronson’s emphasis.)

Dr. Aronson attributed these declines to the trend that 
Canadian affiliates of industry sponsors are being asked to do 
less appealing studies that are micro-niche, for which it is very 
difficult to recruit.

Solutions exist, according to all four presenters. They offered 
ideas on how to streamline the workload and bureaucracy to 
reduce investigator turnover, improve participant enrollment, 
shorten start up times and reduce the cost of conducting clinical 
research.

These solutions included centralized and risk-based monitoring, 
uniformity in contract principles, centralized research ethics 
review for multiple sites participating in a multi-centre trial and 
low-cost multi-centre insurance where necessary.

“We can change this paradigm,” said Ms. Pierre.
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 > What drives participants to partake in clinical research?

 > What is the role of consumers and the general public in  
making decisions about research?

 > Who makes decisions about the societal importance of one  
trial over another, especially as it pertains to funding options 
using government resources?

 > How should researchers and clinicians talk about research with 
participants, patients and the public?

Over two days at the CTO 2015 Clinical Trials Conference, 
panelists and attendees explored and debated questions about 
patient engagement in clinical trials—a topic of increasing 
importance, challenge and opportunity. The plenary day closed 
with a panel of five experts who offered professional and  
personal perspectives. The following highlights are from their 
lively conversation.

“My rheumatoid arthritis is 21 years old,” said Joyce Greene, 
sharing her first-hand experience with the condition. “All of 
my joints, from my jaw to my toes, are affected,” explained the 
Member and Speaker, Arthritis Consumer Experts; and Aboriginal 
Representative, Network of Networks (N2).

During the first seven years with her disease, Ms. Greene 
tried and failed using all of the arthritis medications that were 
available. It took weeks, if not months, to find out that each  
drug was ineffective.

In 1999, she participated in a study of a new drug, a biologic. 
“Being part of a drug trial was initially scary,” she said. “I was  
the first person in Manitoba to qualify for this trial.”

What drives participants like Ms. Greene to partake in  
clinical trials?

This question formed the basis for recent research with the spinal 
cord injury population conducted by Dr. Kim Anderson-Erisman, 
Research Associate Professor, Department of Neurological 

Participant Engagement 
in Clinical Trials:
Tackling the Big Questions About the Roles of 
Trial Participants and the Public

“ Consumers have the 
right and obligation to 
be engaged.”
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Surgery, and Director of Education, The Miami Project to Cure 
Paralysis, University of Miami, Miller School of Medicine.

Dr. Anderson-Erisman presented preliminary unpublished 
findings from a survey that asked about barriers and facilitators 
of research participation. The survey looked at dimensions such 
as gender, age, injury cause, level of injury, time post-injury, 
country of birth and current country of residence.

“We identified what we call universal factors,” she explained. 
“That is where 50% or more of all of these subgroups chose the 
same category—they either chose that factor as a facilitator, a 
barrier or neutral.”

Early findings suggested that universal facilitators of 
participation included altruism and the opportunity to learn more 
about general health, among other factors.

Universal barriers included possible out-of-pocket expenses and 
possible side effects, to name a few. Religious issues, experience 
with previous clinical trials and privacy issues were neither 
facilitators nor barriers at a universal level.

“Consumers have the right and obligation to be engaged,” said 
Dr. Anderson-Erisman. “Clinicians have the medical expertise. 
Scientists have the research expertise. Consumers have the life 
expertise that is really, really critical. Coming together is how we 
move forward in this field.”

If clinicians, scientists and consumers need to come together to 
move forward with the conduct of clinical research funding, should 
they also come together to make decisions about research as well?

Dr. Andreas Laupacis, Executive Director, Li Ka Shing Knowledge 
Institute, St. Michael’s Hospital, would argue yes. He said that 
when it comes to funding large and expensive clinical trials, 
members of the public are equally, if not more, appropriate 
to make decisions about the importance of one study over 
another—not independently of clinicians and policymakers, but 
they should have a “major” voice at least in large trials.

According to Dr. Laupacis, there has been private and public 
advocacy by some of Canada’s most prominent trialists for 
more funding for large randomized clinical trials funded by the 
Canadian Institutes of Health Research (CIHR).

“I have a huge amount of sympathy with this movement, but I 
think the reality is that to be successful, it would mean either the 
budget of the CIHR has to expand significantly, the CIHR has to 
stop funding stuff that they’re currently funding, or both,” he said. 
“That’s a difficult conversation to have.”

Inevitably, there would be more high-quality ideas than money, 
even with bigger budgets, Dr. Laupacis added. Decisions would 
need to be made about what to fund and what not to fund.

“Who should decide?”

Right now, according to Dr. Laupacis, researchers get to decide 
how the CIHR budget is spent. The argument for the current 
decision-making process is that researchers are the experts in 
methodology and some researchers are clinicians with expertise 
in patient care as well.

But the public is comprised of individuals with life expertise with 
the medical conditions being researched, and individuals who, 
although healthy, fund public agencies like the CIHR through 
their taxes, said Dr. Laupacis. Members of the public would 

Consumer
Life expertise

Medical expertise Research expertise
Clinician Scientist

SOURCE: DR. KIM ANDERSON-ERISMAN

SUCCESSFUL CLINICAL TRIALS REQUIRE LIFE EXPERTISE, 
MEDICAL EXPERTISE AND RESEARCH EXPERTISE FROM 
CONSUMERS, CLINICIANS AND SCIENTISTS, EXPLAINED 
DR. ANDERSON-ERISMAN

“ What we really want to do 
here is build a foundation to 
engage stakeholders.” 
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also be good judges of the importance of the research question 
because importance has more to do with values, fairness and 
legitimacy than with science. This perspective needs to be 
considered when making funding decisions, he argued.

Ms. Greene exemplified the “life expertise” of which Dr. 
Anderson-Erisman and Dr. Laupacis spoke. She shared the story 
of her first drug trial.

“We were given the initial injection, shown how to administer the 
injections, and sent on our way,” she said. “That evening, all the 
pain I felt had started to drain and my thoughts had clarity for the 
first time in years.”

Her participation in the study had been “life altering” for her 
family, her children and herself—the importance of the trial in her 
life could not be overstated.

“I said yes to participating in a drug trial because my birth 
mother, uncle, sister and close family friend all passed away  
from complications that involved rheumatoid arthritis,” explained 
Ms. Greene.

“Large trials funded from the public purse must be both 
methodologically strong and highly important,” said Dr. Laupacis. 
“The public should have a role in ranking the importance,” adding 
that it might help members of the public understand why clinical 
trials are important, possibly leading to greater funding for them.

“Drug trials continue to have a real impact in communities and 
have changed lives,” said Ms. Greene. “I have spent my arthritis 
years volunteering as an arthritis advocate. I was the first 
aboriginal representative for the Consumer Advisory Council of 
the Canadian Arthritis Network from 2004 to 2008.”

With a thrust to involve participants, patients, the public and 
consumers in all aspects of clinical research, what can be done 
about the negative connotations that are sometimes attached to 
clinical trials?

Dr. Larry Chambers shared his experiences helping the Alzheimer 
Society put together a guide designed to increase the capacity 
of the 150 Society offices across Canada to assist persons with 
dementia and their caregivers if they wish to participate in a 
study. The guide includes a checklist to give to persons with 
dementia and caregivers about what to ask if approached to be in 
a clinical trial or study.

“First of all, you should know that throughout the guide we didn’t 
use the R-word. We didn’t use the word ‘research’ because that 
is a word that does scare people away, both our staff as well as 
clients,” explained the Scientific Advisor, Alzheimer Society of 
Canada; and Professor, School of Epidemiology, Public Health and 
Preventive Medicine, University of Ottawa.

Dr. Dawn Richards, Patient Engagement Research Advisor, CTO, 
who is tasked with helping the organization develop a framework 
for participant engagement, described the overarching purpose 
of looking at these issues.

“What we really want to do here is build a foundation to engage 
stakeholders,” she said.

The panel of experts had some thoughts on how to achieve  
this. The creation of a guide on participant engagement was one 
such idea.

“CTO could develop a guide for clinical trialists outlining things 
they might consider to help engage patients, including outlining 
how to garner support from governmental and non-governmental 
organizations in patient volunteer recruitment and retention,” 
said Dr. Chambers.

“A guide could be useful,” agreed Dr. Anderson-Erisman. “How do 
you get it out into the community and reach people—especially 
when you’ve got people spread throughout rural areas?”

Ms. Greene suggested that education is a key pillar, noting that it 
“needs to be amped up right from the school age kids.”

Dr. Richards suggested a starting point for CTO would be 
partnering with the British Columbia Clinical Research 
Infrastructure Network (BCCRIN) to conduct a survey on the 
public perception of clinical trials. Workshops could be held 
with patient organizations and health charities to address key 
questions, and help improve the way researchers and clinicians 
engage with participants.
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 > Dr. Colin McCowan, Professor of Health Informatics, Robertson 
Centre for Biostatistics, Institute of Health and Wellbeing, 
College of Medical, Veterinary and Life Sciences, University of 
Glasgow

 > Dr. Michael Schull, President and CEO, Institute for Clinical 
Evaluative Sciences (ICES); and Professor, Department of 
Medicine, University of Toronto

 > Dr. E. Marc Jolicoeur, Associate Professor of Medicine, 
Université de Montréal and; Interventional Cardiologist, 
Montreal Heart Institute

The second day of the conference opened with a workshop that explored opportunities and challenges 
associated with using administrative health databases for clinical research. This included discussions 
about potential ways to advance clinical trial capabilities as well as associated ethics and privacy issues.

The workshop featured presentations and a panel discussion by experts from Ontario and beyond:

 > Dr. Dean A. Fergusson, Senior Scientist & Director, Clinical 
Epidemiology Program, The Ottawa Hospital Research Institute

 > Dr. Annette Hay, Hematologist and Senior Investigator, National 
Cancer Institute of Canada Clinical Trials Group (NCIC CTG)

 > Dr. Laura-Lee Balkwill, Policy Analyst, Secretariat on 
Responsible Conduct of Research

 > Dr. Don Willison, Associate Professor, Dalla Lana School 
of Public Health, Institute of Health Policy Management 
and Evaluation, Joint Centre for Bioethics; and Associate 
Professor, part time, Department of Clinical Epidemiology and 
Biostatistics, McMaster University

Using Patient Data: 
Opportunities and Challenges for Recruitment and 
Linking Data for Clinical Research
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The Power of Patient Data for  
Medical Research

Some researchers are calling for increased access to 
administrative databases containing health data that is collected 
routinely, for example, data from the administration of provincial 
health care services. As Professor McCowan explained, the 
West of Scotland Coronary Prevention Study (WOSCOPS) 
demonstrates some of the reasons why—the original study 
used traditional methods of data collection and cost several 
million dollars; follow-up studies matched participant data to 
administrative records, showing the long-term impact of the drug 
while costing a fraction of the original study.

The WOSCOPS trial initially took place from the late 1980s 
to the early 1990s. It looked at statin use in participants with 
no previous history of coronary heart disease. Research staff 
collected data from participants, including information from 
hospital discharge and mortality records.  

The study showed that statins reduced mortality and 
cardiovascular outcomes—important clinical outcomes for 
patients with heart disease.

Total cost of study: Approximately £15-20 million.

In a 15-year follow-up study, researchers linked the trial data to a 
national health database that includes hospital discharge, cancer 
registry and mortality records. The follow up showed that the 
effect of statins extended after the five years of the trial.

Total cost of study: Approximately £25,000. 

The WOSCOPS trial and its follow-up study exemplify that linking 
administrative patient data for medical research can reveal the 
full impact of an intervention long after the study is completed, 
and also reduce research costs.

Administrative health records hold enormous potential to 
generate new knowledge, change medical practice and health 
policy and reduce the cost of research.  

Using Patient Data—the Scottish Experience

The WOSCOPS investigators were the “fathers of this 
concept,” matching data collected from trial participants with 
administrative health data to obtain an extended follow up at a 
fraction of the typical cost, according to Dr. Jolicoeur.

“Scotland has a very long history of using clinical data for research,” 
added Professor McCowan, explaining that these earlier experiences 
have paved the way for use of these records for new research.  

SOURCE: PROFESSOR COLIN McCOWAN
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This mechanism enables researchers to draw conclusions from 
related but otherwise unlinked datasets. For example, one 
project based in Edinburgh aims to examine genealogy and family 
patterns of disease over time by linking health care data with vital 
statistics such as birth, marriage and death certificates.

In Scotland, the National Health Service (NHS), a publicly 
funded service that provides health care to around 98% of the 
population, has set up a federated network of “safe haven” 
organizations. These organizations can provide access to 
administrative health care data and a suitable analysis platform in 
a way that minimizes the risk of identifying individuals.

Scotland has implemented a number of measures to manage 
access to datasets and respect individual privacy, including an 
application process that requires researchers to justify why they 
want access to data.

Professor McCowan explained that, depending on the research 
question, ethics approval might be required. In most circumstances, 
the researcher would also need to apply to a privacy advisory 
committee to explain the reasons for needing access to data.

Researchers and institutions would also need to be accredited 
to use the safe haven research platform for the collation, 
management, dissemination and analysis of anonymized data.

“If you [as an accredited researcher] want to access the data, 
you need to apply to do so,” explained Professor McCowan. The 
data is being shared in an anonymous form because it is “non-
consented”—individual patient consent has not been provided.

According to Professor McCowan, the Scottish Health Informatics 
Platform (SHIP), which is the forerunner of the safe haven network, 
was built on five principles: safe projects, safe people, safe data, 
safe settings and safe outputs. These principles were originally set 

up to govern access to non-consented data for research, but they 
have also been applied to access to consented data.

These principles, and the SHIP program more generally, have 
enabled Scotland to generate new knowledge through long-term 
clinical trial follow up.

Dr. Hay emphasized that this kind of follow up is important 
because it can take years before the full impact of the benefits 
and side effects of treatments can be known.

She said that the current way of doing long-term clinical trial 
follow up is work-intensive and expensive. “I don’t think it’s 
sustainable. It’s also inconvenient for patients.”

Some have argued that monitoring is likewise work-intensive 
and costly, and could be streamlined through improved access to 
patient data.

According to Dr. Jolicoeur, Good Clinical Practice guidelines 
(Health Canada) mandate trial monitoring and typically rely 
on on-site monitoring. He said that there exists the potential 
in Canada to use health administrative databases as a “much 
cheaper and accepted standard” for trial monitoring as an 
alternative or complement to on-site monitoring.

Dr. Jolicoeur indicated that the Canada Health Act is also set up 
on five principles: public administration, comprehensiveness, 
universality, portability and accessibility. He has advocated for 
adding a sixth: data usage, which is featured prominently in 
Scotland’s SHIP program.

Adding the principle of data usage would bring Canada’s 
utilization of administrative databases in line with other 
countries such as Sweden, according to Dr. Jolicoeur, who 
pointed to the SWEDEHEART registry as another good example 
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of enabling randomized trials through providing registry access 
to researchers. SWEDEHEART is a national registry of coronary 
artery disease care and valvular interventions.

By increasing access to various datasets, places such as Scotland 
and Sweden have improved the climate for research.

Dr. Jolicoeur suggested that adding data usage as a sixth principle 
to the Canada Health Act means the country could unlock new 
potential for health research.

Dr. Jolicoeur said that the five principles that serve as the basis 
for the Canada Health Act, described above, created national 
uniformity in the way that data is managed even though health 
falls within the provincial domain. “Health in Canada is a 
provincial affair,” he said, “but these principles make Canada 
one of the largest countries in the world able to do randomized 
registry trials.”

The uniformity, he added, also laid the foundation for data sharing 
between provinces.

Contrasting Patient Data Use in  
Ontario and Scotland

The Institute for Clinical Evaluative Sciences (ICES), a not-for-
profit research institute in Ontario, acts as an independent 
steward for Ontario’s holdings of individual-level, de-identified 
health and health-related data. The data is from a variety of 
sources such as physician billing, prescription drug claims and 
hospital discharge records. 

“We publish about 300 peer-reviewed papers, on average, per 
year,” said Dr. Schull, describing ICES’ research outputs.

Dr. Hay asked whether these administrative databases in Ontario 
could be used as the basis for long-term follow up. The answer, 
she suggested, depends on whether it is feasible and acceptable 
to patients.

Dr. Hay is researching both of these variables among cancer 
patients in Ontario and will be sharing her findings, including 
publishing preliminary data on the feasibility of linkage. Early 
conclusions about acceptability: most patients support data 
linkage and would be willing to provide identifiers to facilitate it.

Some might say that ICES is taking a step in the right direction 
when it comes to increasing patient data use given that its 
publications are peer reviewed. Professor McCowan said this is an 
effective mechanism for deciding whether a study is deemed to 
be in the public’s interest.  

In Scotland, he said, “the whole idea about being granted access 
to use NHS data is it has to be for the public good.”

ICES makes its data available to approximately 190 scientists in 
Ontario who have expertise in using these datasets to generate 
new knowledge. Through the ICES Data and Analytical Services 
platform, ICES also now makes de-identified linked analytic 
datasets available to researchers anywhere in Canada. ICES does 
not currently work with industry; however, models for doing so 
are being explored.

The new knowledge generated by use of ICES records has directly 
informed health policy, and improved the safety and quality of 
practice in Ontario, according to Dr. Schull.

If this is the case, then research using administrative data on a 
national scale may lead to even greater social benefit.
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The general public thinks of the health care industry as a multi-
billion dollar expense, according to Dr. Schull. People do not 
consider the assets produced by the industry, with data being a 
prime example, suggesting that the datasets generated are under-
leveraged assets.

Speaking to the value of data linking for registry trials, Dr. Schull 
said that outcome evaluation in the short and long term has 
provided significant benefits in Canada.

“We can look at outcomes such as deaths, hospitalizations or ER 
visits five years, 10 years, 15 or 20 years out beyond the end of the 
trial,” said Dr. Schull.

Registry trials minimize costs for evaluating secondary benefits 
such as bias and quality evaluation. For this reason, some 
researchers in Canada, including Dr. Schull and Dr. Jolicoeur,  
have prioritized improving the national climate for registry  
trials by setting up the Canadian Randomized Registry Trial 
Initiative (CRRTI).

THE CANADIAN RANDOMIZED REGISTRY TRIAL INITIATIVE

SOURCE: DR. MARC JOLICOEUR

Patient Data and Registry Trials in Canada
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CRRTI was established to capitalize on the value added by using 
registry databases, according to Dr. Jolicoeur.

“Imagine, for a moment, that you go back in the past,” explained 
Dr. Jolicoeur, “look at the endpoints and prior distribution of events 
in patients with the same condition, so you can, using health 
administrative databases, generate a prior probability of efficacy. And 
then you randomize a patient and follow them up through the health 
administrative database. That would be the next step to get there.”

Realizing Dr. Jolicoeur’s vision for randomized registry trials raised 
a number of questions about patient consent including whether 
patients need to provide the same level of informed consent for 
all types of research.

Dr. Fergusson suggested that distinguishing pragmatic trials, trials 
that are built to mimic routine clinical practice, from explanatory 
trials, trials that look at whether a drug will work in a specific 
population, is an important first step.

Pragmatic trials manipulate which treatment or intervention the 
patient receives in order to ascertain whether the intervention 
is supported by evidence. Consent for pragmatic trials would 
potentially be held to a different standard for consent.

“Everybody gets a standard of care, or usual care,” said Dr. 
Fergusson. “The only difference is you manipulate allocation 
into one group or the other.” Pragmatic trials focus on simple 
protocols, simple consent, simple data collection and patient-
important outcomes.

MATCHING FOR ENDPOINTS AND SAES

SOURCE: DR. MARC JOLICOEUR

Data Linking, Registry Trials and Patient Consent
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“The current system really stifles our ability to conduct 
academic trials,” he continued. “We need a new way forward. 
This is especially true for patient-oriented pragmatic trials, 
where we’re trying to implement just simple protocols, and 
manipulating that randomization.”

Dr. Fergusson pointed to a “learning health system,” an 
articulated goal of the Institute of Medicine in which patients 
learn from clinicians and clinicians learn from patients.

By implementing electronic health records, data warehouses and 
disease registries, every patient’s data could be used to further 
knowledge in a learning health system, he added.

“There is a huge interest right now in pragmatic trials and 
‘standard of care’ or comparative effectiveness trials,” said  
Dr. Willison. 

According to Dr. Fergusson, part of the impetus for patient-
oriented pragmatic trials is that 25% of patients receive care that 
is not needed or could be potentially harmful.

In addition, “less than 60% of bedside decisions actually have 
an adequate level of evidence,” he said. Randomized registry 
trials could help address this problem, and revisiting the issue of 
consent around pragmatic trials might help encourage more of 
these kinds of studies.

Dr. Willison added that when linkage with administrative 
databases is built into a trial or study prospectively—to which Dr. 
Hay’s research suggests most participants would be amenable—it 
is possible to get consent for the data linkage at the same time as 
obtaining consent for participation in the study.

Policy Issues: Patient Data Use

If patients in Ontario support increased access to health  
care data to facilitate research, could it be facilitated by  
existing policy?

Policy allows for many uses of data, explained Dr. Balkwill. “It’s 
not saying you can’t do any of these things, but you have to seek 
the participant’s consent.” She noted that the Tri-Council Policy 
Statement: Ethical Conduct for Research Involving Humans, 2nd 
edition, 2014 (TCPS 2), does permit exceptions to the requirement 
to seek prior consent if the research meets all of the relevant 
criteria (Article 3.7A). 

Three funding agencies, Canadian Institutes of Health Research 
(CIHR), the Natural Sciences and Engineering Research Council, 
and the Social Sciences and Humanities Research Council, 
created TCPS in 1998 and produced the 2nd edition (TCPS 2) in 
2010, updated again in 2014.

TCPS 2 is one of the most important policy documents that guide 
medical research in Canada.

“The core principles of TCPS 2 are respect for persons, concern 
for welfare and justice,” said Dr. Balkwill. TCPS 2 applies for all 
research that is affiliated with an eligible institution that can 
apply for funding from the agencies listed above. If a researcher is 
conducting a study that falls under the jurisdiction of TCPS 2,  
it needs to comply with the policy to ensure it adheres to the  
core principles.

According to Dr. Balkwill, the most recent update to TCPS 2 offers 
clarity around acceptable clinical trial registration, the review of 
contract clauses regarding access to data and the “identifiability” 
of data or biological materials, among other changes.

“The core principles of  
TCPS 2 are respect for 
persons, concern for welfare 
and justice.”
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Researchers, research ethics boards (REBs) and institutions are 
obligated to safeguard participants’ privacy and confidentiality. This 
responsibility extends to identifying risks to privacy, including risks 
associated with data sharing and linkage. They need to create a 
plan to minimize and manage these risks, said Dr. Balkwill.

A common question, according to Dr. Willison, is when consent 
requirements may be altered or exempted.

“When we’re talking about use of clinical records for outcome 
measures in randomized clinical trials, I would argue that the 
current considerations [under TCPS 2] for observational studies 
are the ones that we would want to be using here,” he said.

Dr. Willison also noted that it would be impossible or 
impracticable to obtain consent for retrospective long-term 
follow-up studies such as the WOSCOP study, and that the TCPS 2  
provisions for observational studies would be more appropriate.

“There are great opportunities ahead,” he said. “But there will 
also be some challenges along the way.”

Involving Patients and Participants in 
Discussions About Data Use

“I’ve heard a lot of discussion around patient involvement,” said 
conference attendee Margo Twohig, Patient Advisor, North York 
General Hospital, and a member of the hospital’s REB.

“For me, having my information about my hospital, I never 
thought of it as a research centre. For me, research happened at 
universities. And I think it’s a great secret that you’re all keeping.”

Ms. Twohig suggested that the time to discuss research is not 
only while the patient is seeking a medical opinion to get better; 
information about how to participate in research is better served 
“in the public domain” separate from a patient’s conversation 
with their doctor about treatment options.

“People need to talk about clinical research and how our dollars 
in health care are being spent to make the delivery of care that 
much better,” said Ms. Twohig.

Dr. Schull concurred. “We’re not very good at communicating 
what we do to the public.”

Improved communication may be particularly useful for gaining 
consent from the participant whose data is being used.

“One of the important things to do for seeking participant buy-in 
for these kinds of endeavours is to clearly separate consent for 
treatment from consent for research,” said Dr. Balkwill. 

“There needs to be some flexibility in that,” argued Dr. Hay, citing 
her experience treating acute leukemia, when patients need to 
start treatment immediately. “There are some circumstances that 
you simply cannot wait.”

Dr. Willison suggested that researchers could wait for some 
aspects of research but not others—data linkage or using deferred 
consent as outlined in TCPS 2, for instance, could wait.

“One of the big issues,” said Professor McCowan, “is that 
although the vast majority of people are happy for their data to 
be used for medical research, the real concern is how it’s used 
and who it’s used by.”

“It’s going to be collaboration involving the various researchers, 
the treating physicians, the epidemiologists and—key—the 
patients, working together to try and optimize the opportunities 
we have,” said Dr. Hay.

When it comes to patient data use, Dr. Fergusson concluded 
that there is “no choice but to move forward in a new way” if the 
health care industry is going to improve patient outcomes.

“There are great 
opportunities ahead. But 
there will be will be some 
challenges along the way.”
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Key experiences relevant to implementing streamlined processes and systems for 
research ethics reviews, both in Canada and internationally, were the focus of this 
workshop on the second day of the CTO 2015 Clinical Trials Conference.

A Bottom-Up Approach: Streamlining Research Ethics 
Review in British Columbia

When the research community in British Columbia (BC) embarked on its journey to 
harmonize research ethics in the province, it was a “long and winding road,” according 
to Laurel Evans, Director of Research Ethics, University of British Columbia (UBC).

Ms. Evans said that the bottom-up initiative has blossomed into a successful program 
with eight institutions using reciprocity agreements to implement various models for 
research ethics harmonization.

Participating partners in the BC Ethics Harmonization Initiative include Fraser 
Health Authority, Interior Health Authority, Island Health Authority, Northern Health 
Authority, Simon Fraser University, University of Northern BC, University of Victoria 
and UBC.

“Being from the left coast, it’s not in our nature to be top-down,” she said. “We all have 
to work together.”

The group has worked on collaborative models for ethics harmonization for minimal 
risk, above minimal risk and sponsored clinical trial studies.

Implementing 
Streamlined Processes:
Experiences from BC and Quebec, 
Implementing IT Solutions for Single  
Ethics Review Beyond Canada and 
Introducing the CTO Streamlined Research 
Ethics Review System 
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The harmonized model for minimal risk studies allows researchers 
at participating institutions to submit a single ethics application 
for minimal risk studies, regardless of the number of BC sites 
involved in a project. Researchers submit the ethics application 
to a single research ethics board (REB), which is designated the 
board of record and acts as the central contact for the research 
team and other REBs.

The process is similar for above minimal risk studies, with some 
exceptions. Notably, a voting member from each of the involved 
REBs has the option to join the board of record for the review 
meeting. This group makes the review decision and carries out 
ongoing oversight collaboratively. 

For sponsored clinical trials, an agreed upon pilot is similar to 
the model to be used in above minimal risk studies, with the 
exception that while it is in the pilot phase, it assumed that a UBC 
Board would always be the board of record, so that UBC’s online 
REB platform can be utilized.

According to Ms. Evans, the formal testing and evaluation of 
these models exemplifies the kind of harmonization in place in 
BC. The goal is to apply these models to every multi-site study 
that is submitted to any of the eight partner REBs in the province.

Ms. Evans noted that since 2006, BC has had a form of 
harmonization through UBC—the university is considered one 
institution because it had established a “one board of record 
agreement” with all its affiliated REBs.

This meant that REBs did not need to review a particular study if 
another UBC affiliate had already done so. In 2012, the university 
took it one step further and prohibited a UBC-affiliated REB from 
conducting a research ethics review on a study if another UBC-
affiliated REB had already completed one. 

“Everything we do has been collaborative,” said Ms. Evans.

In BC, institutions can choose straight reciprocity or an 
alternative review process. If straight reciprocity is not opted for, 
after a review by the board of record, provisos are sent to the 

other REBs for a site-specific proportionate review, according  
to Ms. Evans. 

“We’ve stipulated some turnaround times,” she explained. “Two 
to three days for deciding who the board of record should be 
and two weeks for provisos.” This takes longer than a normal 
UBC study approval, but it is “worth the extra few weeks” if the 
applicant receives ethics approval from five other REBs at the 
same time. The board of record carries out continuing review 
unless there is an increase of risk or site-specific issues.

The BC Ethics Harmonization Initiative piloted the sponsored 
clinical trials in August 2013. This model allowed industry-
sponsored studies to undergo a single ethical review for multiple 
sites in BC.

There was minimal interest from industry stakeholders.

“We found, which wasn’t really totally a surprise to me, that 
sponsors were interested in cross-national coordination, but they 
didn’t need a process that was just within BC,” said Ms. Evans. 

Streamlining Research Ethics Review  
in Quebec

The Quebec Multicentre Framework 2014 for Public Health and 
Social Services Institutions regulates the ethics review of multi-
centre research in Quebec, according to Dr. Diane Laflamme, 
Conseillère en éthique, Direction de l’éthique et de la qualité; 
Ministère de la Santé et des Services sociaux.

The framework allows for one study to undergo only one  
ethics review.

“ Everything we do  
has been collaborative.”
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“It’s not only about ethics review—it’s to authorize research 
conducted in more than one site,” said Dr. Laflamme.

The framework is not only for clinical trials; it can be applied to 
any kind of research that could take place at a public  
health institution.

“Why could we have this agreement between institutions?” asked 
Dr. Laflamme, noting that 180 institutions are involved, among 
which 40 have REBs. “Because they all have the same liability 
insurance program.” 

Common interests also played a role in enabling the framework. 
“We all share the same goals,” she said.

In Quebec, the Health Minister designates most of the 40 REBs, 
and designation is renewed every three years.

An ethics review doesn’t give the investigator authorization to 
start recruiting, said Dr. Laflamme. “It will be the institution that 
will have to do it,” which is in line with the Tri-Council Policy 
Statement (TCPS). Only the Executive Director or an individual 
formally mandated by the institution can give authorization for 
research on behalf of the institution’s Board of Directors.

Before authorization is granted at each institution, the person 
responsible for authorizing research ensures that the project has 
successfully undergone a scientific (scholarly) review, an ethics 
review and a site-specific assessment, Dr. Laflamme explained.

For clinical trials, the reviewing REB provides ongoing ethics 
oversight; each institution can either endorse the oversight 
decision or stop the project at their institution. To be clear, the 
REB approval applies to the ethical acceptability of the research 
whereas the authorization for the research to proceed falls under the 
jurisdiction of a member of the personnel of the public institution.

Dr. Laflamme said that Quebec has begun transitioning to this 
new model for research authorization; it is expected to be in place 
by March 31, 2016.

SOURCE: DR. DIANE LAFLAMME
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Implementing IT Solutions for Single  
Ethical Review in the UK, Australia and  
New Zealand

When Infonetica began building a single system to support the 
current ethics approval system in the United Kingdom (UK),  
there were approximately 230 ethics committees, according to 
Mark Larson, CEO, Infonetica Ltd, whose company created the 
web-based platform that supports the new CTO Streamlined 
Research Ethics Review System.

“Part of the UK process was to harmonize the research  
ethics application form and to build an online version of it,”  
Mr. Larson said.

In the UK, each review body operates its own review system. The 
electronic harmonized application form reduces duplication in 
data entry for the study applicants. “The system enables you to 
prepare multiple application forms for different review bodies,” 
he explained.

This online application form means that investigators and 
sponsors have a single system to learn in order to facilitate 
applying for research anywhere across the UK, according to  
Mr. Larson. This reduces the amount of work required for  
multi-centre clinical trials.

He noted that the system has had a measurable impact in the 
UK for streamlining the application process for regulatory and 
governance assessments. 

The results: the UK has experienced an improvement in approval 
times and a reduction in duplicate reviews.

“The collaboration between the various review bodies has also 
led to a harmonization of the processes across the sector,” Mr. 
Larson added.

While the UK focused on ethics applications system only, Australia 
has implemented both harmonized application and review systems 
since 2007, including one private research institution.

“The Australian ethics model perhaps is more similar to that in 
Canada with ethics committees being primarily institutionally 
based, although the ethics process on the whole is now 
determined on a state-wide basis,” said Mr. Larson.

Each state in Australia operates fairly autonomously but there 
was a movement toward implementing an Australia-wide single 
ethical review. As a result, states are able to accept ethics  
reviews conducted in other states in the form of “National  
Mutual Acceptance.”

“The system has indeed supported the process of implementing 
this,” he added.

“One of the key features of the Australian model addressed the 
need for collaboration among the different states,” said  
Mr. Larson.

Governance questions were separated from ethics questions 
since different bodies reviewed the two types of questions.

Mr. Larson said that, like the UK, Australia has experienced 
an improvement in approval times and a reduction in  
duplicate reviews.

New Zealand experienced similar challenges as the UK and 
Australia, furthering the trend towards centralization, according 
to Mr. Larson.

“It’s worth asking questions about what can be done locally and 
what can be done centrally,” he said.

“ It’s worth asking questions 
about what can be done 
locally and what can be 
done centrally.” 
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Introducing the CTO Streamlined Research 
Ethics Review System

To close the CTO 2015 Clinical Trials Conference, members of 
the Clinical Trials Ontario team presented the CTO Streamlined 
Research Ethics Review System.

The CTO Streamlined System facilitates a streamlined approach 
to research ethics review in Ontario, but does not change the 
relationship between investigators, institutions and sponsors.

A more nimble, efficient way of conducting multi-centre clinical 
trials, the CTO Streamlined System supports any single CTO 
Qualified Research Ethics Board (REB) in providing ethical review 
and oversight for multiple research sites.

This approach will reduce the time and effort required to initiate 
research across multiple sites in Ontario, while maintaining the 
highest ethical standards.

The CTO Streamlined System is comprised of two main 
components:

 > CTO REB Qualification Program, which provides assurances 
that REBs participating in the CTO Streamlined System meet 
a standard for REB governance, membership, operations and 
procedures.  The standard is transparent and informed by the 
applicable regulations, policies and guidelines.

 > CTO Stream – a web-based process for research ethics 
review, developed by Infonetica, supports any CTO Qualified 
REB in providing ethical review and oversight of clinical 
research for multiple research sites in Ontario.

The CTO team is eager to help you get started with the CTO 
Streamlined System. More information on the CTO Streamlined 
System as well as introductory handouts on its components can 
be downloaded from the CTO website at  www.ctontario.ca  

To learn more about the CTO REB Qualification Program, email us at  
qualification@ctontario.ca

To learn more about CTO Stream and the CTO Streamlined System, email us  
at streamline@ctontario.ca
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