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Learning Objectives
At the conclusion of this presentation, participants will be 

able to: 

• Describe the differences between a platform trial and 
a conventional RCT

• Discuss the advantages of the platform trial model for 
comparative effectiveness research

• Identify the opportunities and challenges of the model



CanMEDS Competencies

• Scholar
• Health advocate
• Collaborator
• Leader



Severe Acute Respiratory 
Syndrome (SARS)

H1N1 Influenza



H1N1 Influenza    238 studies



The International Forum for 
Acute Care Trialists

The International Forum for Acute Care 
Trialists (InFACT) seeks to improve the care of 
acutely ill patients around the world through the 
promotion of high quality clinical research into 
the causes, prevention, and optimal 
management of acute, life-threatening illness.  



International Severe 

Acute Respiratory 

Infections Consortium

• 50+ research groups

• Links to WHO and funders

• Promoting global collaboration through 

focus on pandemic preparedness
Jeremy Farrar



InFACT/ISARIC/LKSKI Colloquium on 
Pandemic Research Preparedness

June 2011



To successfully conduct research 

during a pandemic, the necessary 

infrastructure needs to be in place, 

and the trial ready to recruit in 

advance of the pandemic.



Conventional RCTs Study an Intervention



- JAMA 313:1619, 2015



Intervention B
Oral hygiene 

Intervention A
Positioning

Intervention C
Probiotics

Intervention D
Topical Abx

Intervention E
Reduced sedation

Time

A platform trial 
studies a disease 
or a population

Intubated patients at 
risk for VAP

DomainIntervention
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Platform Trial Structure



• Multinational

• Multiple data providers

• Multiple funders





• €24 M funding

• Adaptive trial led by ESICM Trials 

Group

• Adaptive modeling – Berry 

Consultants

• PREPARE Australia – ANZICS CTGHerman Goossens



Primary Outcome:    All-cause mortality at 90 days 

Randomized
Embedded
Multifactorial
Adaptive
Platform TrialNCT02735707
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Randomized

Embedded in the electronic health record

Multifactorial - Multiple domains

Adaptive

Platform  - Perpetual



Response Adaptive Randomization

Usual care

Drug A

Drug B

Drug C
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“Burn in”          Serial analyses               Conclusion

20

All patients 
receive as 

standard care
Adaptive trials review accruing data.  

Patients are preferentially randomized to the 
arm(s) that are showing better results. 



Domain Conclusions

Superiority: Posterior probability of 99% that 
OR > 1.2

Equivalence: >0.9 probability that OR 
between 0.8 and 1.2

Inferiority: Posterior probability of 99% that 
OR <1



January, 2020





Two States

Severe:  Receiving positive pressure 

respiratory support or vasoactive agents

Moderate:  Hospitalized without 

organ support



March    April     May     June    July   August    Sept   October  November

Antivirals
Hydroxychloroquine
Lopinavir/ritonavir

Immune Modulation
Interferon β

Anakinra
IL6-RA

Pre-Pandemic
Antibiotics

Macrolide duration
Corticosteroids

Vitamin C

Statins

Antiplatelets
ASA

P2Y12 inhibitors
ACE2/RAS

ACEi
ARBs

DMX200

REMAP-CAP is Modular

Mechanical Ventilation



Non-pandemic Pandemic
Antibiotics
Macrolide duration
Corticosteroids
Influenza Antivirals
Mechanical Ventilation     

Corticosteroids
COVID-19 Antivirals
Immune Modulation I
Immune Modulation II
Immunoglobulin
Anticoagulation
Vitamin C
Simvastatin
Antiplatelet agents
ACE2/RAS therapies
Endothelial protection



Primary Outcome

Organ support-free days 
over 21 days, with 

mortality = -1











REMAP-CAP So Far …





• Hospitals funded to 
do research

• Central coordination 
reduces duplication

• Targets established 
for recruitment to 
trials





• 7-10% of admissions for COVID-19

• 20% of all ICU admissions
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Master 
Protocol

Pain control

Statistical 
Analysis  Plan

Models of Care 
Delivery

Physical 
Independence

Family satisfaction

Statistical 
Analysis  Plan

Statistical 
Analysis  Plan

Statistical 
Analysis  Plan

A Platform Trial in Palliative Care

2 States:
• Ambulatory
• Hospitalized



Research
Quality

Improvement

Question Answer unknown Answer known

Participants Eligible patients All patients

Allocation Random All

Endpoint Patient benefit Process change

Knowledge uptake Separate KT Inherent

Consent Required None

Research vs. Quality Improvement



Can we integrate research and 
quality improvement to create a learning 
health care system?



Conclusions

Platform trials provide:

• The capacity to address multiple questions 
simultaneously

• An efficient tool for collaborative research

• A mechanism to integrate research and 
patient care



Merci!  Thank you!


