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REMAP

•Randomised

•Embedded

•Multifactorial

•Adaptive

•Platform



Conventional (frequentist) trial 
designs require making multiple 
assumptions at time of trial design



Those assumptions are held as being 
constant throughout the trial, even if 

the assumptions are known to be 
false



Invalid assumptions can be a source of 
regret

☹️



Assumptions in a conventional trial

• Control of type I error

• Size of treatment effect and control of type II error

• Right population is specified

• Not going to be any external information that will result 
in loss of equipoise

• Control of type III error (evaluating the right 
intervention)



Assumptions in a conventional trial

• Right dose and right duration of treatment

• Made right choice between superiority, non-inferiority, 
or equivalence

• No heterogeneity of treatment effect

• No interaction between trial treatment and 
concomitant treatment



Adaptive Trials



Key Design Features of 

Platform Trials
Frequent interim 

Bayesian analyses

Response 

adaptive 
randomization

Tests multiple 
interventions

Differential 

treatment 
effects



Outcomes

Int A1

Int A2

Int A3…5

Antibiotic 
trial

Outcomes

Int B1

Int B2

Macrolide 
trial

Traditional RCTs – serial testing of single hypotheses

REMAP – a self-learning system

Randomized, Embedded, Multifactorial, Adaptive Platform

Int C1

Int C2

Steroid use
trial

Outcomes

Empiric antibiotic

Macrolide duration

Steroid use plan

OutcomesEligibility

Adaptive Randomisation



Pre-specified statistical triggers / 
frequent interim analyses

•Ordinal scale that is a composite of
• in-hospital mortality

• In survivors, days free of organ failure up to 
Study Day 21

•Odds Ratio greater than one = benefit



Pre-specified statistical triggers for 
interventions in a domain
• Superiority = better than all other interventions

• Inferiority = worse than all other interventions

• Effective = better than a SOC control

• Futility =  insufficient evidence of substantial 
benefit

• Equivalent = two or more interventions within 
an OR delta of 0.2



In 2019, was a CAP trial



In 2020, adapted to be a CAP and a COVID trial



Pandemic infection 
suspected or proven

Antiviral Domain

Vitamin C

Anticoagulation

Immunoglobulin

SOC / LPV / HCQ / LPV+HCQ

Immune Modulation
SOC / interferon / anakinra / 

tociluzumab / sarilumab

DOMAIN INTERVENTIONS

SOC / Convalescent plasma

Corticosteroid SOC / fixed HCT / var HCT

DVT proph / anticoagulation

SOC / vitamin C

3 day v 14 day AZTMacrolide

Statin SOC / simvastatin

Antiplatelet SOC / aspirin / P2Y12 inhib

Protocolised / clinician preferVentilation

Immune Modulation II Placebo / eritoran / apremalist

ACE2 RAS SOC / ACEi / ARB +/- DMX-200











Other concluded domains

• Anticoagulation (in combination with ATTACC 
and ACTIV-4)
• Recruitment ceased for futility in patients with ICU-level 

care
• Recruitment ceased for effectiveness in ward-level 

patients

• Convalescent plasma ceased recruitment for 
futility

• Antiviral domain
• Recruitment of HCQ ceased based on external 

evidence
• Lopinavir/ritonavir recruitment ceased for futility





Expansion to new countries

•Strong local leadership

•Research experience and infrastructure

•Regulatory differences

•Language challenges

•Local relevance and engagement
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