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Our 
motivations

� Many RCTs are conducted with patients that do not 
represent the broad diversity of our patient populations*, 
and in contexts that are far different than general 
primary care

� Although the data is limited, only a small % of CIHR 
funding for trials are awarded to faculty in primary care.

� Most trials that come to primary care researchers are led 
by people outside of primary care, who seek us out to 
simply help with recruitment

*Orkin AM et al. JAMA Network Open 2021; 4(6)
https://pubmed.ncbi.nlm.nih.gov/34076703/ 

https://pubmed.ncbi.nlm.nih.gov/34076703/


Practice-
Based 
Research 
Networks

� “Laboratories for discovery”
�Networks of organizations (e.g. primary 

care organizations, specialist practices, 
hospitals, local public health units) 

�Working cooperatively to address 
pragmatic research questions. 

�Bound by a shared commitment to improve 
health through systematic inquiry

�Central coordination: staff, REB 
applications, data sharing, analysis

Modified from Peterson K et al. AFM 2012; 10: 560-567



Objectives
•Review key components of a grant application for 
an adaptive platform trial (APT)
• Identify critical success factors and common 
challenges to building such a grant application
•Help attendees develop a rough outline for a 
grant application for an APT
•Discuss the key parts of a Master Protocol
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Key items for 
any grant

� Assemble a small team to help with the grant application, 
including staff to keep track of admin items (e.g. signatures, 
CVs, participant table)

� As early as possible – have the grant team read through the 
instructions in detail – and then develop a Gantt chart (tasks 
and deadlines)

� Review institutional requirements (e.g. deadlines for 
institutional sign off, internal peer review, review of budget)

� Reach out early to co-applicants, knowledge users, 
collaborators, and trainees to identify your intent to apply 
and organize an initial planning discussion & touchbase 
meetings

� Aim to assemble all the key parts for ~1-2 weeks before the 
deadline, uploading items to the submission site

� If possible, engage additional staff with expertise in budgets, 
patient and community engagement, graphics

Adaptive Platform Trial Scientific Meeting 2023 9



Big picture 
items to 
keep in 
mind for 
your APT 
grant

� Why is this condition really important? More important 
than numerous other conditions?

� Scale of the problem: number impacted, lives lost, 
disability, cost

� Urgent need (e.g. pandemic) or growing issue
� Past treatments have failed or complete absence of 

data
� Community and policymakers are strongly 

supportive

� Why is this urgently needed now, instead of 10 years 
from now?

� Why is an APT – by far – the best methodology to use?
� Why are you and your team the absolutely best people 

to conduct this work?

Adaptive Platform Trial Scientific Meeting 2023 10



Making the 
argument 
for an APT

� Remember: many reviewers may not be familiar with APTs

� Define APTs early in the grant and point to existing 
examples and the impact

� Remember that APTs are particularly useful when studying:
� Multiple possible treatments
� New arms to be added as they emerge
� Multiple centres all coordinated through a Master Protocol
� Rapidly changing circumstances and evidence

Adaptive Platform Trial Scientific Meeting 2023 11



How can your APT 
take advantage of 
routine clinical care, 
and be embedded in 
systems?

Adaptive Platform Trial Scientific Meeting 2023 12



evidence-based solutions. Internal surveillance is supple-
mented by scans of emerging clinical and health-services
research for potential solutions. The PCMH pilot at
Group Health stemmed from internal recognition that
solving problems in patient experience, staff burnout, qual-
ity, and costs was critical for organizational vitality (11)
and that research literature on primary care, chronic illness,
and the medical home pointed to redesign opportunities.
Similarly, the opioid-prescribing initiative at Group Health
arose from federally funded observational research indicat-
ing excess death in persons receiving opiates for noncancer
pain at Group Health and elsewhere (4); review of patient
care outcomes; and local factors, such as the introduction
of state-level practice guidelines.
Design

Participatory design involves key stakeholders to en-
sure that their ideas are considered and that end products
meet their specific needs. By blending research evidence
with daily experiences of a frontline workforce, a learning
organization leverages evidence about “what works” in the
context of its own setting, population, available resources,
and organizational culture. For health care systems, one-
size-fits-all solutions are rare; effective strategies usually
have multiple components and require local tailoring at the

microsystem level (12). The PCMH design work and opi-
oid safety improvements each involved primary care clini-
cians, content experts, information technology personnel,
researchers, and clinic staff to develop core components for
the entire system and elements that could vary locally. The
opioid-prescribing initiative combined design and proto-
typing into an intensive week-long workshop where repre-
sentatives from across the organization defined new care
processes, developed standardized patient education mate-
rials, and identified specialty care consultants to help man-
age complex cases. This intensive effort, based on best
available evidence, allowed all stakeholders to iteratively
develop and refine the tools and resources needed to im-
prove prescribing safety. In both cases (PCMH and opioid
work), the design work benefited from participation by an
array of stakeholders, including patients. Although we have
not developed a prescriptive staffing model for the rapid-
learning health system, we have realized success by bring-
ing together groups who are committed to achieving ben-
efits through implementation and translation and who
possess subject matter expertise, an understanding of the
underlying data and information technology systems, clin-
ical and care delivery experience, change management ex-
pertise, and research methods knowledge. Ideally, these

Figure. The 6 phases of the rapid-learning health care system, from scanning to dissemination.

Evaluate

Collect data and
analyze results to

show what does and
does not work

Implement

Internal External

Apply the plan
in pilot and

control settings

Design

Design care and
evaluation based on
evidence generated
here and elsewhere

Adjust

Use evidence to
influence continual

improvement

Disseminate

Share results to improve care
for everyone

Internal and External Scan

Identify problems and potentially
innovative solutions

In a learning
health care system,
research influences

practice and
practice influences

research

Medicine and Public Issues Implementing the Learning Health System

208 7 August 2012 Annals of Internal Medicine Volume 157 • Number 3 www.annals.org

Downloaded From: http://annals.org/ by a University of Toronto Libraries User  on 08/26/2014

Greene SM et al. Ann Int Med 2012; 157: 207-210
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Key components of an APT grant: 
using CIHR standard headings

https://cihr-irsc.gc.ca/e/39187.html   

https://cihr-irsc.gc.ca/e/39187.html


1. The need 
for a trial, 
and 
specifically 
an APT

Brief summary of the entire proposal

1.1 What is the problem to be addressed?
Focus on a condition or situation, with a set of possible treatments or 
interventions

1.2 What is the objective(s) and the principal research question(s) to 
be addressed?

1.3 Why is a trial needed now? E.g. Provide evidence from the 
literature. Furthermore, give references to any relevant systematic 
review. If you believe that no relevant previous trials have been done, 
give details of your search strategy for existing trials.

1.4 How will the results of this trial be used? (E.g. contribute to 
knowledge translation, such as improving understanding, informing 
decision making and treatment guidelines, etc.) Who is on your team to 
ensure KT happens?

1.5 Are there any risks to the safety of participants involved in the 
trial? Please describe.

Ideal if direct link to guidelines or practice or policy



1. The need 
for a trial, 
and 
specifically 
an APT

“Three major problems are faced by clinicians, provincial decision 
makers and public health leaders:: 
� All published studies have been in unvaccinated patients. It is 

unclear whether and to what extent existing therapeutics are 
effective in partially or fully vaccinated patients. 

� Therapeutics have not been compared to one another, and the 
comparative effectiveness, safety and cost-effectiveness/cost-utility 
has not been established.

� Currently, no therapeutic has been evaluated specifically for its 
potential in reducing the likelihood of post-acute sequelae of 
SARS-CoV-2 (“long COVID”).” 
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international guidelines6,11 identify only fluvoxamine, budesonide and nirmatrelvir/ritonavir (Paxlovid) 
as potential oral therapeutics.6 Molnupiravir is currently under Health Canada review.12  
 
Table 1: Oral therapeutics for SARS-CoV-2 in community settings as of May 17, 2022 

 Cost per patient Key studies NNT per hospitalization prevented (assume 5% 
risk of hospitalization)13 

fluvoxamine  ~$10.8514 Stop COVID 1 
Stop COVID 2 
TOGETHER 

80 (48-667) 

budesonide ~$68.7014 STOIC 
CONTAIN 
Covis Pharma 
PRINCIPLE 

72 (45-400) 

nirmatrelvir/ritonavir  ~$673.49§ EPIC-HR 
EPIC-SR† 

12 (11-15) 

molnupiravir‡ ~$891.31§ Hetero Pharma 
MOVe-Out 
MOVe-Out Ph 2 

50 (18-59) 

§Cost of nirmatrelvir/ritonavir or molnupiravir paid by the Gov’t of Canada cannot be divulged, per the contracts signed. Our 
estimates are based on the amounts publicly reported that entities in the United States paid, converted to Canadian dollars.15   
† Full trial results not yet available.  
‡ Not yet approved by Health Canada 
 
Three major problems are faced by clinicians, provincial decision makers and public health leaders:16: 

i. All published studies have been in unvaccinated patients. It is unclear whether and to what 
extent existing therapeutics are effective in partially or fully vaccinated patients. 

ii. Therapeutics have not been compared to one another, and the comparative effectiveness, 
safety and cost-effectiveness/cost-utility has not been established.17  

iii. Currently, no therapeutic has been evaluated specifically for its potential in reducing the 
likelihood of post-acute sequelae of SARS-CoV-2 (“long COVID”).  

 
Why is an APT for COVID therapeutics in community settings needed now? 
First, vaccines against SARS-CoV-2 have reduced infection severity and significantly fewer patients are 
presenting to emergency rooms and hospitals.18 Patients with mild to moderate symptoms – including 
those at high risk of deterioration – present to primary care and other community settings.19 Clinicians 
and patients need to know which therapeutics are the most effective. Approximately 85% of Canadians 
have access to a regular family physician or source of primary care.20 Effective therapeutics could 
significantly reduce the burden on hospitals and ICUs. Second, Canadian decision makers currently have 
limited evidence to inform decisions on procurement.8,9 Nirmatrelvir/ritonavir is a promising treatment. 
However, full results are available only from a single RCT in unvaccinated participants.21 Further, the 
high cost of this treatment (~$673/course37) compared to alternatives such as fluvoxamine 
(~$11/course), which also has promise but had similarly relatively limited data22, suggests comparative 
efficacy trials are needed. Third, a nimble and durable trial structure is needed. Adaptive platform 
trials (APTs) are an ideal design to compare multiple therapies and to allow for new therapeutics 
to be added as they emerge. APTs study multiple interventions in a single disease/condition in a 
perpetual manner, with new research questions focused on new interventions allowed to enter or leave 
the platform over time on the basis of a decision algorithm. APTs use a master protocol to establish 
standard operating procedures and create a common clinical trial evaluation for all interventions, 
including interim analyses to determine whether enrollment to interventions can be stopped early for 
statistical efficiencies (sequential designs). During the COVID-19 pandemic, APTs have been crucial in 
identifying what does and does not work to treat SARS-CoV-2 for in-patients.23 For example, the 
RECOVERY Trial helped identify that dexamethasone made a significant improvement in mortality 



1. The need 
for a trial: 
Evaluation 
criteria

� Present and future resource implications for healthcare and the economy in 
general. 

� Are the hypotheses to be tested and/or the study objectives specified and 
described clearly? 

� Is the trial addressing the right question(s)? 

� Is this the right time to conduct the trial with respect to current knowledge of 
the intervention and current use of existing technologies? 

� Are the reasons for the study and the changes that might be implemented as 
a result of the study adequately explained? 

� What evidence is available to inform the need for and design of this trial 
(e.g.: systematic reviews)? 

� Is the proposed research compatible with the extent of the available 
knowledge, nationally and internationally? 

� What impact will the results have on practice or our understanding of the 
proposed intervention or underlying condition? 

� Will the results of the trial be generalizable beyond the immediate research 
setting of the trial in a way that will maximize the impact of the results? 

https://cihr-irsc.gc.ca/e/39187.html 

https://cihr-irsc.gc.ca/e/39187.html


2. The 
proposed 
trial

P: Population
I: Intervention
C: Control
O: Outcome(s)
T: Timeline
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among ventilated patients.24 REMAP-CAP identified the important role of IV dexamethasone in ICU 
patients.25 Later in collaboration with other APTs, ACTIV-IV and ATTACC, REMAP-CAP 
investigators helped determine in which patients anticoagulation should be used.26,27 Among patients 
seen in community, the multi-country TOGETHER trial was the first to demonstrate the efficacy of 
fluvoxamine22, and the PRINCIPLE trial in the UK demonstrated the efficacy of inhaled budesonide.28 
Our unique team includes investigators who have been involved in these and other key APTs (REMAP-
CAP: J. Marshall, Murthy, Fowler; CATCO: Murthy, Fowler; TOGETHER: Park; PRINCIPLE and 
PANORAMIC: Butler, Little), and includes experts from primary care, infectious diseases, emergency 
medicine, public health, health economics and biostatics, with patient partners (Appendices: Figure 1).  
 

4. Methods 
4.1 Overall design 
Similar to other international APTs of SARS-CoV-2 therapeutics, Can-ADAPT COVID is an open-
label, individually randomized, adaptive platform trial enrolling high-risk patients (50+ years old or 18-
49 with 1+ chronic medical conditions or immunosuppression) within 5 days of symptom onset to 
evaluate oral therapeutics. The design will allow adaptations to the trial based on primary outcome data, 
including removal of treatment arms based on declarations of success or futility at an interim analysis 
and adding treatment arms. Initially, we will compare nirmatrelvir/ritonavir with usual care: 

 
4.2 Inclusion/exclusion criteria 
Inclusion: Age 50 years and older or 18-49 with 1 or more chronic medical conditions or 
immunosuppression. The following is based on the PANORAMIC trial from the UK29, a very similar 
adaptive platform trial evaluating SARS-CoV-2 therapeutics in community settings: chronic respiratory 
disease (including COPD, cystic fibrosis and asthma requiring at least daily use of preventative and/or 
reliever medication); chronic heart or vascular disease; chronic kidney disease; chronic liver disease; 
chronic neurological disease (including dementia, stroke, epilepsy); severe and profound learning 
disability; Down’s syndrome; diabetes (Type 1 or Type 2); immunosuppression: primary (e.g. inherited 
immune disorders resulting from genetic mutations) or secondary due to disease or treatment (e.g. sickle 
cell, HIV, cancer, chemotherapy); solid organ, bone marrow and stem cell transplant recipients; morbid 
obesity (BMI >35); severe mental illness; care home resident. These align with guidelines from PHAC30, 
Ontario9, Quebec31, BC32, Alberta33 and the CDC34, which has maintained a list of conditions associated 
with greater risk of severe outcomes based on systematic reviews and observational studies. Participants 
must have a positive SARS-CoV-2 test (PCR or RAT), and be enrolled within 5 days of onset of 
symptoms associated with SARS-CoV-2 infection6,8 (1 or more of: fever or chills, cough, shortness of 
breath, decreased or loss of taste or smell, runny nose or nasal congestion, headache, fatigue, sore throat, 
muscle aches or joint pain, gastrointestinal symptoms). See Section 4.10 re: how we will use primary 
care EMR data to engage large number of patients before infection to alert them of this study. 

Population: Patient population deemed at moderate to high risk of progression to severe 
disease by current Canadian data, currently: older adults (50+) years old or 18-
49 with 1+ chronic medical condition or who are immunosuppressed with 
positive SARS-CoV-2 test (PCR or RAT), within 5 days of symptom onset 

Intervention:   nirmatrelvir 300 mg/ritonavir 100 mg BID x 5 days  
Control:  usual care 
Outcome (primary): hospitalization or death at 28 days 
Outcome (second.): time to recovery; symptom severity; incidence of post-acute sequelae of SARS-

CoV-2; quality of life; costs and cost/QALY 
  



2. The 
proposed trial

2.1 What is the proposed trial design? E.g. Open-label, double or 
single blinded, individual or cluster RCT, stepped wedge design

PICOT in a box, separate from text

2.2 What are the planned trial interventions? Both experimental and 
control.

Even though many Rx may eventually be tested, would be important 
to provide 1-2 treatments.

2.3 What are the proposed practical arrangements for allocating 
participants to trial groups? E.g. Randomization method. If 
stratification or minimization are to be used, give reasons and factors to 
be included.

Consider a figure, with multiple arms
2.4 What are the proposed methods for protecting against sources of 
bias? E.g. Blinding or masking. If blinding is not possible please 
explain why and give details of alternative methods proposed, or 
implications for interpretation of the trial's results.

2.5 What are the planned inclusion/exclusion criteria?
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Recruitment

Emergency 
Departments

Infectious Diseases 
Outpatients

Primary Care Community 
Organizations

Social Media & 
Advertisement

Intervention: 
Nirmatrelvir/Ritonavir

N = 3000

Other Emerging 
Interventions

N = 3000

Stratified Permuted Block Randomization
(Total N ≤ 12,000 across all provinces)

By Sex By Vaccination Status

Other Emerging 
Interventions

N = 3000

Comparator: 
Standard of Care

N = 3000

Follow-Up

• 1 day post-medication
• self-reported daily 

diary for 28 days

Provincial Hubs
• Consent
• Baseline Data 

Collection

Can-ADAPT COVID Study

• Post-randomization at:
⚬ 4 weeks (28 days): focus on primary 

outcome
⚬ 12 weeks: focus on “long COVID”
⚬ 36 weeks: focus on “long COVID”
⚬ 24 months (via admin data)



Protecting 
against bias

“In this open-label adaptive platform trial, the participant and 
recruiting clinicians will know which treatment is being used, 
but the trial team will be blinded to the interim and final 
analyses. … 

Others including the Steering Committee will not have access 
to randomization allocation or data that may break blind (such 
as intervention duration) during the trial. The pragmatic 
nature of this adaptive platform trial increases external 
validity. 

However, we will collect information about contamination
(being prescribed study medications outside the trial) and co-
interventions such as taking inhaled steroids. We will mitigate 
against attrition bias by ensuring that participants are 
compensated for answering outcome questions regardless of 
adherence to the study protocol. “

Adaptive Platform Trial Scientific Meeting 2023 23



2. The 
proposed 
trial

2.6 What is the proposed duration of treatment period?

2.7 What is the proposed frequency and duration of follow 
up?

2.8 What are the proposed primary and secondary outcome 
measures?
Why? Why are these important, and have they been identified by 
patients, policymakers or providers?

2.9 How will the outcome measures be measured at follow 
up?
Is it feasible?



2. The 
proposed 
trial

2.10 What is the proposed sample size and what is the justification 
for the assumptions underlying the power calculations? Include 
both control and treatment groups, a brief description of the power 
calculations detailing the outcome measures on which these have 
been based, and give event rates, means and medians etc. as 
appropriate. (N.B. It is important to give the justification for the size 
of the difference that the trial is powered to detect. Does the sample 
size calculation take into account the anticipated rates of non-
compliance and loss to follow-up given below?)

Consider a small table with varying power, size of effect.
Cite pilot work you have done, or existing studies.
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we deemed that a reduction from 5% to 3.35% would be clinically meaningful, based on the most recent 
published evidence.21,22,28 This would correspond to a number-needed-to-treat of 60. Enrolling up to 
3,000 patients will provide 90% power to detect 33% RRR for each of the pairwise comparison at 5% 
CER and a two-sided type I error rate of 5% (Table 2). We expect fewer participants to be required in 
a fixed two-arm setting, especially when there is either a larger treatment benefit or futility of the 
intervention, which our adaptive platform trial design would permit. During interim analyses, 
decision to stop or continue enrollment to an intervention arm will be based on pre-specified stopping 
criteria for superiority (e.g. >99% posterior probability of RR <1.0) or futility (e.g. <10% posterior 
probability of RR <1.0).  
 
Table 2: Power and sample size requirements using risk of hospitalization or death at 28 days 

90% power 80% power 
Control Treatment N per arm Control Treatment N per arm 
5.0% 3.3% 2981 5.0% 3.3% 2256 

 
Funds will support recruiting 12,000 patients, allowing enrollment of up to a max of 3,000 patients in 
each of four intervention arms. Further funding will be sought for subsequent arms after Year 1. 
 
4.8 Health services data and economic evaluation 
A prospective economic evaluation will be conducted alongside the trial following Canadian Agency for 
Drugs and Technologies in Health (CADTH) guidelines51 and ISPOR guidelines for cost-effectiveness 
analysis based on clinical trials52, led by Rac and Tarride. We will assess the treatment costs, the cost-
effectiveness with the ICER and the cost-utility of each therapeutic tested, using the healthcare payer 
perspective.51 In addition, we will adopt the patient or informal caregivers (e.g., out-of-pocket payments, 
cost and time for travel, private insurance premiums) and societal perspective (e.g., lost productivity, 
short-term and long-term absences from work arising from patients’ inability to work, and changes in 
these losses and absences associated with a therapy). Final effectiveness outcomes for the economic 
evaluation will be determined after the consultation with patient and community partners. Costs will 
include treatment costs (medication costs, administration and monitoring, and other resources needed to 
embed treatment into routine clinical practice), other healthcare service resource use costs associated 
with the managing the disease (e.g. additional primary care and specialists visits, hospital admissions), 
and costs of managing adverse events caused by treatment., ascertained by linking participant health 
card number (deterministic linkage) or first and last name and date of birth (probabilistic linkage) to 
health administrative databases, using existing total health service cost algorithms (primary care 
encounters, hospital admissions, ED visits, medication costs).51 Unit costs will use national standards 
from CIHI or provincial sources to generate a total cost per participant during the full trial time 
horizon.51 Costs data will come from the trial directly, and when necessary, data will be supplemented 
from published sources. EQ-5D-5L data collected at baseline, 28 days, 12 weeks and 36 weeks (and at 
12 and 24 months, pending additional funding after Year 1) will be converted using standard approaches 
to QALYs, and cost-utility analysis will be calculated as the incremental cost per QALY gained51, with 
secondary analysis for the incremental cost per sick day avoided  at 28 days. Costs and health outcomes 
will be discounted using a 1.5% rate, as per the Canadian Guidelines for Economic Evaluations. All 
costs will be reported in 2024 Canadian dollars. Multiple imputation will be used for missing data, and 
sensitivity analysis will be used to examine the impact of uncertainty.51 We will compare results against 
Canadian standard cost-effectiveness thresholds for the value of an additional QALY (generally 
estimated at $50,00051). Other effectiveness outcomes will shape the Value-Based Analysis (VBA). The 
VBA will be conducted for medication following core principles of value-based healthcare (VBHC) 
where Value = Health outcomes that matter to patients/Costs of delivering those outcomes (Costs 

“When this proposed trial is ready to start, it is likely our sample size 
assumptions and simulations will need to be updated. Prior to the closer 
start date … simulations will be performed to finalize and calibrate 
analysis rules that can control the nominal type I error rate at 5% and 
optimize statistical power and sample sizes. We have provided our 
sample size justification based on the best available evidence as of …. 
202X.”



2. The 
proposed 
trial

2.11 If applicable, are health service research issues be addressed? Justify 
inclusion/exclusion of health economics and quality of life measures. If these measures are 
to be included full details should be given including power calculations.

2.12 What is the planned recruitment rate? How will the recruitment be organized? Over 
what time period will recruitment take place? What evidence is there that the planned 
recruitment rate is achievable?

Role of PBRNs and past work. Can you demonstrate feasibility, e.g. pilot RCT?

2.13 Are there likely to be any problems with compliance? On what evidence are the 
compliance figures based?

2.14 What is the likely rate of loss to follow up? On what evidence is the loss to follow-up 
rate based?

Pilot data and consider inflating sample size to account for loss to follow-up

2.15 How many centers will be involved?
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•
•
•
•
•

18 49 chronic conditions50 

GOT ANY OF THESE SYMPTOMS?

JOIN OUR CAN-ADAPT COVID STUDY!

oral treatments for COVID-19 approved 

oral treatment for COVID-19

During the study, you will...

24-hour 

toll-free safety line

online diary

survey 

OR

ARE YOU:

•
•
•
•

•

www.CanADAPTCOVID.ca or

• 1-800-CAN-COVD

I am interested in learning more about the study. Please contact me at:
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Site 
preparation 
and 
readiness

qSite Investigator identified: Requires each site to be aware of the interests, availability and 
experience of each potential SI

qQualified Investigator Undertaking Form & Protocol Agreement signed
qCVs (signed) and licenses as required

qREB identified & forms available: Requires knowledge of each REB process, incld. CTO
qStaff and HR policies (where applicable) 

qTraining for TCPS2, GCP, Health Canada Division 5

qContracts (where applicable)
qMedical directive/Delegated act process & establish delegation log
qFinances (e.g. research cost centre)
qRecruitment processes: posters, emails, staff, on-site, pre-authorization to be contacted
qProcess to communicate about the trial to the site
qData storage & consent documentation
qSite Initiation Visit
qDrug storage: standard operating procedures, temp. monitoring, logs
qInsurance
qProcess to address any new identified health concerns, crisis management



2. The 
proposed 
trial

2.16 What is the proposed type of analyses?

2.17 What is the proposed frequency of analyses?

2.18 Are there any planned subgroup analyses?
Could include equity and sex/gender considerations

2.19 Has any pilot study been carried out using this design?



2. The 
proposed 
trial: 
Evaluation 
criteria

� Is the study design appropriate to answer the research questions 
posed? 

� Has sufficient account been taken within the study design of the 
issues of generalizability and representativeness? 

� What is the justification for the hypothesis underlying the power 
calculations? 

� Are the outcomes, and their measures, clearly described and 
appropriate to the scientific hypothesis? 

� Has the trial population been defined adequately in relation to 
the target population so that the results will have meaning? 

� Have the measures been validated specifically for the target 
population(s)? 

� Is the control group appropriate? 
� How will sources of bias be avoided or taken account of? 

https://cihr-irsc.gc.ca/e/39187.html 

https://cihr-irsc.gc.ca/e/39187.html


3. Trial 
Management

3.1 What are the arrangements for day to day management of 
the trial? E.g. Randomization, data handling, and who will be 
responsible for coordination.

3.2 What will be the role of each principal applicant and co-
applicant proposed?

3.3 Describe the trial steering committee and if relevant the 
data safety and monitoring committee.



3. Trial 
Management

� Does the proposed team of investigators have the necessary range of 
disciplines and experience necessary to carry out the study? 

� Does the trial team include people with experience in successfully 
running large multi-center trials? 

� Has adequate statistical advice been sought and incorporated? 

� Has adequate advice been sought and incorporated on other health 
services research issues if they are to be addressed? 

� How will the trial be coordinated? 

� What are the roles of members of the trial team? 



3. Trial 
Management

Key committees:
� Steering Committee
� Statistical Analysis Committee
� Recruitment and Communications Committee
� Patient and Community Advisory Committee
� Therapeutics / Treatments / Interventions Committee
� Data Safety and Monitoring Committee



Adaptive Platform Trial Scientific Meeting 2023 36

Andrew Pinto (NPA)
U of T, SMH

Michelle Greiver 
U of T, NYGH

Peter Selby
U of T, CAMH

Kris Aubrey-Bassler
MUN

David Barber
Queens U, CPCSSN

Mylaine Breton
U of Sherbrooke

Amanda Condon
U of MB

Simone Dahrouge
BRI

Stephanie Garies
U of Cal

Mathew Grandy
DAL

Catherine Hudon
U of Sherbrooke

Alan Katz
U of MB

Annie LeBlanc
U of Laval

Marie-Therese Lussier
U of Montreal

Derelie Mangin
McMaster U

Emily Marshal
DAL

Kerry McBrien
U of Cal

Rita McCracken
UBC

Jean-Sebastien 
Paquette 
U of Laval

Navindra Persaud
U of T, SMH

Vivian Ramsden
U of Sask

Jennifer Rayner
AllianceON

Ginneta Salvalaggio
U of A

Alexander Singer
U of MB

Sabrina Wong
UBC

Brianne Wood
NOSM

Barbara Zelek
NOSM

Melissa Andrew
DAL

Brendan Barrett
MUN

David Jenkins
U of T, SMH

Jennifer Isenor
DAL

Christine Leong
U of MB

Diana Sanchez-
Ramirez
U of MB

Ryan Zarychanski
U of MB

Chris Butler
U of Oxford

Paul Little
U of Southampton

Anthony Hanley
U of T

Vivian Ramsden
U o Sask

Navindra Persaud
U of T, SMH

Peter Selby
U of T, CAMH

Brianne Wood
NOSM

Barb Zelek
NOSM

Valeria Rac
U of T

Jean-Éric Tarride 
McMaster U

Aaron Orkin
U of T

Jordan Stone-Mclean
MUN

AllianceON = Alliance for Healthier Communities; BRI = Bruyère Research Institute; CAMH = Centre for Addiction and Mental Health; CCCTG = Canadian Critical Care Trials Group; CPCSSN = 
Canadian Primary Care Sentinel Surveillance Network; DAL = Dalhousie University; MUN = Memorial University; NOSM = Northern Ontario School of Medicine; NYGH = North York General 
Hospital; SFU = Simon Fraser University; SBRI = Sunnybrook Research Institute; SMH = St. Michael's Hospital; LKS = Li Ka Shing Knowledge Institute; UBC = University of British Columbia; U of A
= University of Alberta; U of Cal = University of Calgary; U of MB = University of Manitoba; U of Sask = University of Saskatchewan; U of T = University of Toronto; WCH = Women’s College 
Hospital

Jane Cooney
Upstream Lab

Marjeiry Robinson
Upstream Lab

  John Gannon Margo Twohig
NYGH

Primary
Care

Infectious 
Disease

Methods
Geriatrics, Resp, 
Pharm & Other 

Medicine

Patient
Partners

Int’l
Linkages

Economics
& HTA

Emergency
Medicine

Inclusion & 
Outreach

Peter Jüni
UofT, LKS, SMH

Bruno da Costra
AHRC, LKS, SMH

Robert Fowler
SBRI

Noah Ivers
U of T, WCH

Sarvesh Logsetty
U of MB

John Marshall
SMH

Rahim Moineddin
U of T

Jay JH Park
McMaster U, CCCTG

Haolun Shi
SFU

Rae Spiwak
U of MB

Ross Upshur
U of TLisa Barrett

DAL

Todd Lee
McGill U

Emily McDonald
McGill U

Srinivas Murthy
UBC

Sylvain Lother
U of MB

Andrew Morris
U of T, Sinai Health

Lynora Saxinger
U of A

CanTreatCOVID
Canadian Adaptive Platform Trial 

of 
Treatments for COVID in 

Community Settings



Key 
challenges

� Is this problem important and will it resonate with 
reviewers (who are not in primary care)?

� Recruitment!
� Building your team (quickly):

� Site investigators as co-As (with letters of 
support)

� Experienced team members… but also learners 
and ECRs to build capacity, and budgeting for 
grad students

� Knowledge users, particularly policymakers, 
but also specialist colleagues in this area

� Statistician
� Health economist



Other tips

� Clear and concise summary: Background & 
Importance, Goals/aims, Methods, Expertise, 
Expected Outcomes

� Sex & gender based analysis throughout
� Consider technical/prelim data in Appendix
� Budget that is reasonable!
� Gantt chart as figure or Appendix
� Careful use of bold, underline and white space
� Read CIHR Peer Review Manual or equivalent



Questions?

andrew.pinto@utoronto.ca 
primarycaretrials.ca
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