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1. ABBREVIATIONS AND GLOSSARY 

1.1. Abbreviations 

ANZ Australia and New Zealand

APACHE Acute Physiology and Chronic Health Evaluation

ARDS Acute Respiratory Distress Syndrome

BHM Bayesian Hierarchical Model

CAP Community-Acquired Pneumonia 

CIHR Canadian Institutes of Health Research

CIHR-SPOR Canadian Institutes of Health Research Strategy for Patient-Oriented 

Research

CRF Case Report Form

DSA Domain-Specific Appendix 

DSMB Data Safety and Monitoring Board 

DSWG Domain-Specific Working Group

eCIS Electronic Clinical Information System

eCRF Electronic Case Report Form

EMA European Medicines Agency

EU European 

FDA Food and Drug Administration (United States)

GCP Good Clinical Practice

HDU High Dependency Unit

HRC Health Research Council 

HRQoL Health Related Quality of Life

ICMJE International Committee of Medical Journal Editors

ICU Intensive Care Unit 

IEIG International Embedding Interest Group

IIG International Interest Group

ILTOHEIG International Long-term Outcomes and Health Economics Interest Group 

IPWG International Pandemic Working Group

ISIG International Statistics Interest Group 
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ITSC International Trial Steering Committee

ITT Intention-To-Treat

LOS Length of Stay

NHMRC National Health and Medical Research Council

OFFD Organ Failure Free Days

P:F Ratio Ratio of Partial Pressure of Oxygen in Arterial Blood and Fraction of Inspired 

Oxygen Concentration

PEEP Positive End-Expiratory Pressure

PREPARE Platform for European Preparedness Against (Re-)emerging Epidemics

RAR Response Adaptive Randomization

REMAP Randomized, Embedded, Multifactorial, Adaptive Platform trial

REMAP-CAP Randomized, Embedded, Multifactorial, Adaptive Platform trial for 

Community-Acquired Pneumonia

RCC Regional Coordinating Center

RCT Randomized Controlled Trial 

RMC Regional Management Committee

RSA Region-Specific Appendix

SAC Statistical Analysis Committee

SAE Serious Adverse Event

SARS Severe Acute Respiratory Syndrome

SOPs Standard Operating Procedures

VFD Ventilator Free Days

WG Working Group

WHODAS World Health Organization Disability Assessment Schedule 
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1.2. Glossary

Borrowing is the process within the statistical model, whereby, when the treatment effect is similar 

in different strata, evidence relating to the effectiveness of an intervention in one stratum 

contributes to the estimation of the posterior probability in another stratum.

Core Protocol is a module of the protocol that contains all information that is generic to the 

Randomized, Embedded, Multifactorial, Adaptive Platform trial (REMAP), irrespective of the regional 

location in which the trial is conducted and the domains or interventions that are being tested.

Domain-Specific Appendix is an appendix to the Core Protocol. These appendices are modules of the 

protocol that contain all information about the interventions, which are nested within a domain that 

will be a subject of this REMAP. Each domain will have its own Domain-Specific Appendix (DSA). The 

information contained in each DSA includes criteria that determine eligibility of patients to that 

domain, the features of the interventions and how they are delivered, and any additional endpoints 

and data collection that are not covered in the Core Protocol.

Domain-Specific Working Group is a sub-committee involved in trial management, the members of 

which take responsibility for the development and management of a current or proposed new 

domain.

Domain consists of a specific set of competing alternative interventions within a common clinical 

mode, which, for the purposes of the platform, are mutually exclusive and exhaustive. Where there 

is only a single intervention option within a domain the comparator is all other usual care in the 

absence of the intervention. Where multiple interventions exist within a domain, comparators are 

the range of interventions either with or without a no intervention option, depending on whether an

intervention, within the domain, is provided to all patients as part of standard care. Within the 

REMAP every patient will be assigned to receive one and only one of the available interventions 

within every domain for which they are eligible.

International Trial Steering Committee is the committee that takes overall responsibility for the 

management and conduct of the REMAP with oversight over all regions and all domains.

Intervention is a treatment option that is subject to variation in clinical practice (comparative 

effectiveness intervention) or has been proposed for introduction into clinical practice (experimental 

intervention) and also is being subjected to experimental manipulation within the design of a 
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REMAP. For the purposes of the REMAP an intervention can include an option in which no treatment 

is provided. 

Monte-Carlo Simulations are computational algorithms that employ repeated random sampling to 

obtain a probability distribution. They are used in the design of the study to anticipate trial 

performance under a variety of potential states of ‘truth’ (e.g., to test the way in which a particular 

trial design feature will help or hinder the ability to determine whether a ‘true’ treatment effect will 

be discovered by the trial). Monte Carlo methods are also used to provide updated posterior 

probability distributions for the ongoing analyses of the trial.

Pandemic Appendix describes an appendix to the Core Protocol that includes the modifications to 

the Core Protocol that will occur during a pandemic of respiratory infection that results in severe 

CAP.

Platform Conclusion describes when a Statistical Trigger has been reached and, following evaluation 

by the Data Safety and Monitoring Board (DSMB) +/- the International Trial Steering Committee 

(ITSC), there is a decision to conclude that superiority, inferiority or equivalence has been 

demonstrated. Under all circumstances a Platform Conclusion leads to implementation of the result 

within the REMAP and under almost all circumstances a Platform Conclusion leads, immediately, to 

Public Disclosure of the result by presentation and publication. Where the Statistical Trigger is for 

superiority or inferiority, so long as the DSMB is satisfied that the Statistical Trigger has truly been 

met a Platform Conclusion will be automatic in almost all circumstances. Where the Statistical 

Trigger is for equivalence the DSMB, in conjunction with the ITSC, may decide to not reach a

Platform Conclusion at that time but, rather, to continue recruitment, for example, to allow a 

conclusion to be reached regarding clinically important secondary endpoints. There are situations in 

which the need to evaluate interactions may also result in a Statistical Trigger not leading, 

immediately, to a Platform Conclusion, although if superiority or inferiority has been demonstrated 

all patients in the REMAP will receive the superior intervention or no longer be exposed to inferior 

intervention(s), respectively. 

Platform Trial is a type of clinical trial that studies multiple interventions simultaneously. Common 

features of a platform trial include frequent adaptive analyses using Bayesian statistical analysis, 

Response Adaptive Randomization (RAR), evaluation of treatment effect in pre-specified strata, and 

evaluation of multiple research questions simultaneously that can be perpetual with substitution of 

answered research questions with new questions as the trial evolves.
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Public Disclosure is the communication of a Platform Conclusion to the broad medical community by 

means of presentation, publication or both.

Regimen consists of the unique combination of interventions, within multiple domains, (including no 

treatment options) that a patient receives within a REMAP.

Region-Specific Appendix is an appendix to the Core Protocol. These appendices are modules of the 

protocol that contain all information about the trial specific to the conduct of the trial in that region. 

Each region will have its own Regional-Specific Appendix (RSA). A region is defined as a country or 

collection of countries with study sites for which a Regional Management Committee (RMC) is 

responsible.

Regional Management Committee is a sub-committee involved in trial management. The members 

of the RMC take responsibility for the management of trial activities in a specified region. The role, 

responsibilities, and composition of each RMC are specified in each region’s RSA.

REMAP is a variant of a platform trial that targets questions that are relevant to routine care and 

relies heavily on embedding the trial in clinical practice. Like other platform trials, the focus is on a 

particular disease or condition, rather than a particular intervention, and it is capable of running 

perpetually, adding new questions sequentially.

Response Adaptive Randomization is a dynamic process in which the analysis of accrued trial data is 

used to determine the proportion of future patients who are randomized to each intervention 

within a domain.

State a state is a set of mutually exclusive and exhaustive categories, defined by characteristics of a 

patient within the REMAP, that are capable of changing over time for a single patient at different 

time-points during the patient’s participation in the REMAP (i.e. they can be dynamic). States are 

used to define eligibility for domains and this can include defining eligibility that occurs after the 

time of enrollment. State is used as an additive covariate within the Bayesian statistical model.

Statistical Analysis Committee takes responsibility for the conduct of the preplanned adaptations in 

the trial. This task generally consists of running predetermined statistical models at each adaptive 

analysis and providing this output to the DSMB. It is not a trial sub-committee. Rather, it will usually 

comprise individuals who are employed by the organization that undertakes statistical analysis, and 

from a trial governance perspective is under the supervision of the DSMB.
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Statistical Model is a computational algorithm that is used to estimate the posterior probability of 

the superiority, inferiority or equivalence of the regimens and interventions that are being evaluated 

within the REMAP.

Statistical Trigger within the REMAP two or more interventions within a domain are evaluated and 

statistical models are used to determine if one or more interventions are superior, inferior or 

equivalent. A Statistical Trigger occurs when the statistical models used to analyze the REMAP

indicate that the threshold for declaring superiority, inferiority, or equivalence for one or more 

interventions within a domain has been crossed. A Statistical Trigger applies to a stratum but may be 

reached in more than one stratum for the same intervention at the same adaptive analysis.

Strata comprise a set of mutually exclusive and exhaustive categories (stratum), defined by baseline 

characteristics of a patient within the REMAP, in which the relative effects of interventions may be 

differential. These possibly differential effects of interventions are reflected in the statistical model, 

the randomization probabilities, and the Platform Conclusions. The criteria that define a stratum 

must be present at or before the time of enrollment.

Unit-of-analysis is the group of patients who are analyzed together within the model for a particular 

domain. The unit-of-analysis can be all patients who have received an allocation status in that 

domain or a sub-group of patients who received an allocation status determined by their status with 

respect to one or more strata. Within a domain, the RAR is applied to the unit-of-analysis. 
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2. INTRODUCTION

2.1. Synopsis

Background: Community-acquired pneumonia (CAP) that is of sufficient severity to require 

admission to an Intensive Care Unit (ICU) is associated with substantial mortality. All patients with 

severe pneumonia who are treated in an ICU will receive therapy that consists of a combination of 

multiple different treatments. For many of these treatments, different options are available

currently. For example, several antibiotics exist that are active against the microorganisms that 

cause pneumonia commonly but it is not known if one antibiotic strategy is best or whether all 

suitable antibiotic strategies have similar levels of effectiveness. Of all the treatments that clinicians 

use for patients with severe CAP, only a small minority have been tested in randomized controlled 

trials to determine their comparative effectiveness. As a consequence, the standard treatments that 

are administered vary between and within countries. Current conventional clinical trials methods to 

assess the efficacy of treatments for pneumonia generally compare two treatment options (either 

two options for the same treatment modality, where both are in common use; or a new treatment 

against no treatment or placebo where the effectiveness of the new treatment is not known). Using 

this approach, in a series of separate and sequential trials, it will take an inordinate length of time to 

study all the treatment options. Additionally, with conventional trial designs it is not possible to 

evaluate interactions between treatment options.

Aim: The primary objective of this REMAP is, for patients with severe CAP who are admitted to an 

ICU, to identify the effect of a range of interventions to improve outcome as defined by all-cause 

mortality at 90 days.

Methods: The study will enroll adult patients with severe CAP who are admitted to ICUs using a 

design known as a REMAP, which is a type of platform trial. Within this REMAP, eligible participants 

will be randomized to receive one intervention in each of one or more domains (a domain is a 

category of treatment that contains one or more options, termed interventions, with each 

intervention option being mutually exclusive). The primary outcome is all-cause mortality at 90 days. 

There will also be both general and domain-specific secondary outcome measures. 

In a conventional trial, enrollment continues until a pre-specified sample size is obtained, at which 

time enrollment ceases, and the trial data are analyzed to obtain a result. The possible results are 
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that a difference is detected or no that no difference is detected. However, when the conclusion of 

the statistical test is “no difference”, this could be that there truly is no meaningful difference, or 

that the result is indeterminate (i.e. it is possible that if more patients had been enrolled a clinically 

relevant difference may have been detected).

In comparison to a conventional trial, this REMAP uses an adaptive design, relying on pre-specified 

criteria for adaptation, that: avoids indeterminate results; concludes an answer to a question when 

sufficient data have accrued (not when a pre-specified sample is reached); evaluates the effect of

treatment options in pre-defined subgroups of patients (termed strata); utilizes already accrued data 

to increase the likelihood that patients within the trial are randomized to treatments that are more 

likely to be beneficial; is multifactorial, evaluating multiple questions simultaneously; is intended to 

be perpetual (or at least open-ended), substituting new questions in series as initial questions are 

answered; and can evaluate the interaction between interventions in different domains. Bayesian 

statistical methods will be used to establish the superiority, inferiority, or equivalence of

interventions within a domain. Interventions determined to be superior will be incorporated into 

standard care within the ongoing REMAP. Interventions determined to be inferior will be 

discontinued. While a limited number of initial treatments and treatment domains have been 

specified at initiation, it is planned that this REMAP will continue to evaluate other treatments in the 

future. Furthermore, in the event of a future epidemic of a novel or re-emerging respiratory 

pathogen (which typically present as severe CAP), this REMAP would be adapted to evaluate the 

most relevant treatment options. Each new treatment that is proposed to be evaluated within the 

REMAP will be submitted for prospective ethical review.

2.2. Protocol Structure

The structure of this protocol is different to that used for a conventional trial because this trial is 

highly adaptive and the description of these adaptations is better understood and specified using a 

‘modular’ protocol design. While all adaptations are pre-specified, the structure of the protocol is 

designed to allow the trial to evolve over time, for example by the introduction of new domains or 

interventions or both (see glossary for definitions of these terms), by changing aspects of the trial 

during a pandemic, and commencement of the trial in new regions. The structure of the protocol is 

outlined in Figure 1.N
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Figure 1: Protocol Structure 
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The protocol has multiple modules, comprising a Core Protocol, Pandemic Appendix to the Core 

Protocol, multiple DSAs, multiple RSAs, and a Statistical Analysis Appendix. A Pandemic Appendix to 

the Core Protocol is intended to be added subsequently. A Simulations Appendix is updated 

periodically as an operational document.

2.2.1. Core Protocol

The Core Protocol contains all information that is generic to the trial, irrespective of the regional 

location in which the trial is conducted and the domains or interventions that are being tested. The 

Core Protocol may be amended but it is anticipated that such amendments will be infrequent. The 

Core Protocol has the following structure:

· The background and rationale for studying severe CAP

· The background and rationale for the research approach

· The trial design including study setting, the criteria that define eligibility for the REMAP, 

treatment allocation, strata (see glossary for a definition of this term), principles of 

application of trial interventions, trial endpoints, methods to control bias, principles of 

statistical analysis, and criteria for termination of the trial
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· The trial conduct including recruitment methods, time-lines for sites, delivery of trial 

interventions, data collection, data management, and management of participant safety

· The overall / international trial governance structures and ethical considerations

2.2.2. Domain-Specific Appendices

DSAs contain all information about the interventions that will be the subject of the REMAP, which 

are nested within domains. As such, the Core Protocol does not include information about the 

intervention(s) that will be evaluated within the REMAP, but rather provides the framework on 

which multiple different interventions, within domains, can exist within this trial. Each new DSA or 

addition of one or more interventions to an existing DSA will be submitted for ethical approval prior 

to commencement. It is anticipated that the DSAs will change over time with removal and addition 

of interventions within an existing domain, as well as removal and addition of entire domains. Each 

DSA has the following structure:

· background on the interventions within that domain

· criteria that determine eligibility of patients to that domain

· the features of the interventions and how they are delivered

· any endpoints and data collection that are specific to the domain and additional to those 

specified in the Core Protocol

· any ethical issues specific to the domain

· the organization of management of the domain

2.2.3. Region-Specific Appendices

This REMAP is intended to be a global trial, conducted in multiple different geographical regions. The 

RSAs contain all information about the REMAP that is specific to the conduct of the trial in a 

particular region. This allows additional regions to be added or changes to each region to be made 

without needing to make major amendments to the Core Protocol in other regions. It is planned 

that, within each region, the documents submitted for ethical review will comprise the Core 

Protocol, DSAs, and the RSA for that region (but not other regions). Each RSA has the following 

structure:

· the definition of the region

· the organization of trial management and administration within the region

· information about availability of domains and interventions

· data management and randomization procedures
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· ethical issues that are specific to a region.

If there is information that applies to one or more sub-areas of a region (e.g. a country within 

Europe or a state or territory within a country) and it is necessary to incorporate this information in 

the protocol, this information will be included within the RSA. Unless otherwise specified, the RSA

will apply to all locations within that region.

2.2.4. Statistical Analysis Appendix and Simulations Appendix

The Statistical Analysis Appendix contains a detailed description of how the statistical analysis will be 

conducted for reporting treatment effects and reporting interaction between treatments, as well as 

the RAR. The Statistical Analysis Appendix will be amended when new interventions are added to a 

domain or when a new domain is added, but will not be updated when interventions are removed 

from a domain because of inferiority.

The Simulations Appendix is an operational document that contains the results of Monte Carlo 

simulations that are conducted to describe and understand the operating characteristics of the 

REMAP across a range of plausible assumptions regarding outcomes, treatment effects, and 

interactions between interventions in different domains. The statistical power of the study 

(likelihood of type II error) and the likelihood of type I error are evaluated using these simulations.

As the trial adapts, with, for example, the introduction of new interventions, the trial simulations are 

updated and the Simulations Appendix is amended. The Simulations Appendix is not part of the 

formal protocol but the conclusions from the Simulations Appendix will be included in protocol 

documents which will be updated as required. The Simulations Appendix will be maintained as a 

publicly accessible document on the study website.

2.2.5. Pandemic Appendix

The Pandemic Appendix (to the Core Protocol) contains information about how the core elements of 

the REMAP will be modified during a pandemic of severe acute respiratory infection that results in 

CAP. The Pandemic Appendix has the following structure:

· The background and rationale for studying severe CAP caused by a pandemic

· The procedure that will determine activation of the Pandemic Appendix

· How the trial design adapts during a pandemic, including changes to one or more of study 

setting, treatment allocation, strata, trial endpoints, and principles of statistical analysis that 
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will operate during a pandemic, as well as how the platform resets following a resolution of 

a pandemic

2.2.6. Version History 

Version 1: Approved by the ITSC on 20 November 2016

Version 1.1: Approved by the ITSC on 10 April 2017

Version 2: Approved by the ITSC on 12 December 2017

Version 2.1: Approved by the ITSC on 26 March 2019

Version 3: Approved by the ITSC on 10 July 2019

2.3. Lay Description

Pneumonia, or infection involving the lungs, is a common reason for admission to an ICU. Severe 

pneumonia is associated not only with failure of lungs supplying oxygen to the body, but also failure 

of other organ systems that is due to an uncontrolled immune response to infection. 

Patients with severe pneumonia routinely receive multiple treatments at the same time –

medications to treat the infection (antibiotics), medications that may modify the immune system 

(immunomodulators) and supportive treatments to support failing organs, such as mechanical 

ventilation (organ support) and prevention of complications of critical illness or its treatment. For 

many categories of treatment there are many treatment options that are in widespread use, are 

believed or known to be safe and effective, but it is not known which option is best. This REMAP

aims to determine the best treatment in each category of treatment, for example, the best 

antibiotic, the best immunomodulation strategy, and the best method to support each failing organ

system.

In a conventional clinical trial, selected patients are allocated to receive one treatment from a short 

list of alternatives, typically one or two. This trial differs from conventional clinical trials by being 

randomized, embedded, multifactorial, adaptive, and a platform (a “REMAP”). (Angus, 2015) In this 

type of trial, we will test many alternative treatments (“multifactorial”) by replacing ad hoc

treatment decisions with “randomized” treatment allocation (“embedded”). Although treatments 

will be allocated randomly, patients will preferentially be allocated to treatments that statistical 

models derived from trial data indicate are more likely to be the most effective treatments. The trial 

will “adapt” in multiple ways including answering questions as soon as sufficient data have accrued 
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to answer the question of the effectiveness of each treatment and by changing the treatments that 

are being tested over-time so as to progressively determine the best package of treatments for pre-

defined categories of patients with severe pneumonia. Once a treatment is identified as being 

optimal it is subsequently routinely provided to all eligible patients within the REMAP. The REMAP is 

also designed to adapt to test relevant interventions during a pandemic caused by lung infection 

that results in severe pneumonia.

2.4. Trial registration

This is a single trial conducted in multiple regions, but will, as a minimum, be registered with

ClinicalTrials.gov. The trial registration number is: NCT02735707. 

The Universal Trial Number is: U1111-1189-1653. 

2.5. Funding of the trial

At initiation, the trial had funding from the following sources.

The Platform for European Preparedness Against (Re-)emerging Epidemics (PREPARE) consortium is 

funded by the European Union (FP7-HEALTH-2013-INNOVATION-1, grant number 602525). Within 

the PREPARE consortium, the trial has funding for the recruitment of approximately 4000 patients.

In Australia, the trial has been funded by the National Health and Medical Research Council 

(NHMRC) (APP1101719) for AUD $4,413,145, for the recruitment of 2000 patients.

In New Zealand, the trial has been funded by the Health Research Council (HRC) (16/631) for NZD 

$4,814,924, for the recruitment of 800 patients.

In Canada, the trial has been funded by the Canadian Institute of Health Research, Strategy for 

Patient-Oriented Research (CIHR-SPOR) Innovative Clinical Trials Program Grant (no. 158584) for 

CAD $1,497,200, for the recruitment of 300 patients.

Funding is being sought for other regions and countries.

3. STUDY ADMINISTRATION STRUCTURE

The study administration structure is designed to provide appropriate management of all aspects of 

the study, taking into account multiple factors including representation from regions that are 

participating in the trial, availability of skills and expertise related to trial conduct and statistical 

PatientPatient
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analysis, and content knowledge regarding pneumonia and the interventions that are being 

evaluated. The administration model is designed to provide effective operational and strategic 

management of the REMAP that operates in multiple regions, is supported by multiple funding 

bodies and sponsors, and will evolve with addition of further regions and funding bodies as well as 

changes in the domains and interventions that are being evaluated.

The ITSC takes overall responsibility for the trial design and conduct. Each participating region has a 

RMC that takes primary responsibility for trial execution in that region. An internationally based

Domain-Specific Working Group (DSWG) exists for each domain (or for several domains that are 

closely related) and has responsibility for design and oversight of each domain. Internationally based 

Interest Groups exist to allow discussion and development of particular aspects of the REMAP

related to statistical analysis, embedding, and health economic analysis of results from the trial.

The organizational chart for REMAP-CAP is outlined in Figure 2.

Figure 2: REMAP-CAP Organization Chart
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3.1.1. Responsibilities

The responsibilities of the ITSC are:

· development and amendment of the Core Protocol

· recruitment and approval of new regions to the REMAP

· liaison with the DSMB including, where appropriate, decisions regarding Platform 

Conclusions

· consideration of requests and approval of the addition of domains and their nested 

interventions to the REMAP including prioritization of new domains, new interventions

within a domain or both

· liaison with the academic community including the International Committee of Medical 

Journal Editors (ICMJE) regarding issues such as data sharing and reporting of platform trials

including REMAPs

· in conjunction with DSWGs, the analysis and reporting of results from domains

· approval of manuscripts reporting results that are submitted by DSWGs

· coordination of the REMAP during a pandemic

· obtaining funding for the REMAP

· determine the strategic direction of the REMAP

3.1.2. Members

Membership of the ITSC comprises at least 3 investigators from each funded location, the project 

manager or trial physician in each funded location, at least 1 investigator from Berry Consultants, at 

least one individual who is a research coordinator, and the chairs of active DSWGs. The operation of 

the ITSC will be specified by Terms of Reference that will be developed and modified, as required, by 

the ITSC. The members of the ITSC are:

Professor Derek Angus, Chair Corticosteroid DSWG and Foundation member

Ms. Wilma van Bentum-Puijk, European (EU) Project Manager

Dr. Scott Berry, President and Senior Statistical Scientist of Berry Consultants, and 

Foundation member

Ms. Zahra Bhimani, Canadian Project Manager

Professor Marc Bonten, European Executive Director, Chair European RMC, and PREPARE 

Work Package 5 co-lead (specific issues)

Professor Frank Brunkhorst, member EU RMC
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Professor Allen Cheng, Chair Antibiotic Domain and Macrolide Duration DSWG

Professor Menno De Jong, member Antiviral DSWG

Dr. Lennie Derde, European Coordinating Investigator, PREPARE Work Package 5 co-lead 

(specific issues)

Professor Herman Goossens, Principal Investigator for PREPARE

Professor Anthony Gordon, member EU RMC

Mr. Cameron Green, Global Project Manager

Professor Roger Lewis, Foundation member (will step down when SAC is convened)

Dr. Ed Litton, member Australian and New Zealand (ANZ) RMC

Professor John Marshall, Canadian Executive Director

Dr. Colin McArthur, ANZ Deputy Executive Director and Chair Registry WG

Dr. Shay McGuinness, Chair ANZ RMC

Associate Professor Srinivas Murthy, Canadian Deputy Executive Director and Chair Antiviral 

DSWG

Professor Alistair Nichol, Chair Ventilation DSWG

Associate Professor Rachael Parke, member ANZ RMC

Ms. Jane Parker, Australian Project Manager

Professor Kathy Rowan, member EU RMC

Ms. Anne Turner, New Zealand Project Manager

Professor Steve Webb, ANZ Executive Director and Foundation member

3.1.3. Contact Details

The secretariat functions of the ITSC will rotate among the Regional Coordinating Centers (RCC).

3.2. Regional Management Committees 

The operation of the REMAP in each region is undertaken by that region’s RMC, the composition of 

which is be determined by investigators in each region with membership listed in each RSA. Cross-

representation between RMCs is strongly encouraged.
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3.2.1. Responsibilities

The responsibilities of each RMC are:

· development and amendment of the RSA for that region

· identification and management of sites in that region

· obtaining funding for that region

· liaison with regional funding bodies

· consideration of the feasibility and suitability of interventions (and domains) for that region

· liaison with the sponsor(s) for that region

· management of systems for randomization and data management for that region

3.3. Domain-Specific Working Groups

Each active and future planned domain (or closely related set of domains) will be administered by a 

DSWG.

3.3.1. Responsibilities

The responsibilities of each DSWG are:

· development and amendment of the DSA

· proposal and development of new interventions within a domain

· in conjunction with the ITSC, analyzing and reporting results from the domain

· obtaining funding to support the domain, with a requirement that, if such funds are 

obtained, that an appropriate contribution to the conduct of the REMAP is also made.

3.3.2. Members

Membership of each DSWG is set out in the corresponding DSA but should comprise individuals that 

provide broad international representation, content knowledge of the domain, and expertise of trial 

conduct and design.

3.4. International Interest Groups

The following International Interest Groups (IIG) contribute to the trial:

· REMAP-CAP International Statistics Interest Group (ISIG) 

· REMAP-CAP International Embedding Interest Group (IEIG)
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· REMAP-CAP International Long-term Outcomes and Health Economics Interest Group

(ILTOHEIG)

· REMAP-CAP International Pandemic Working Group (IPWG)

3.4.1. Role

The role of the interest groups is to provide advice to the ITSC and DSWGs about trial design and 

conduct as well as advance academic aspects of the conduct, analysis, and reporting of platform 

trials including REMAPs.

3.5. Sponsors

In relation to recruitment that occurs in:

· countries in Europe the sponsor is University Medical Center Utrecht.

· Australia the sponsor is Monash University.

· New Zealand the sponsor is the Medical Research Institute of New Zealand.

· Canada the sponsor is Unity Health Toronto.

3.5.1. Role of sponsor

The role of the sponsor in each region is specified in each RSA.

3.5.2. Insurance

The provision of insurance is specified in each RSA.

4. INTERNATIONAL TRIAL STEERING COMMITTEE AUTHORIZATION

The ITSC have read the appendix and authorize it as the official Core Protocol for the study entitled 

REMAP-CAP. Signed by the ITSC,

EU Executive Director

Marc Bonten

ANZ Executive Director

Steve Webb
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5. BACKGROUND & RATIONALE

5.1. Severe Community-Acquired Pneumonia

5.1.1. Introduction

This section, within the Core Protocol, provides background on the epidemiology, causes, treatment 

categories, and evidence base for the management of patients with severe community pneumonia.

Detailed information regarding the rationale for specific interventions to which patients will be 
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randomized within the REMAP can be found in a corresponding DSA. As the trial is intended to be 

perpetual, if background information changes, appropriate amendments to the protocol documents 

will occur periodically, but it is anticipated that this will occur predominantly by amendment of 

DSAs.

5.1.2. Epidemiology

CAP is a syndrome in which acute infection of the lungs develops in persons who have neither been 

hospitalized recently nor had regular exposure to the healthcare system. (Musher and Thorner, 

2014) A wide range of micro-organisms are capable of causing pneumonia but bacteria and viruses 

are responsible for the vast majority of cases where a cause is identified. Severe CAP is defined as 

pneumonia of sufficient severity to be an immediate threat to life. In developed countries, patients 

with severe CAP are often admitted to an ICU or a High Dependency Unit (HDU). Throughout the 

remainder of this protocol, we will use the term ICU for units that provide specialized care for 

critically ill patients, including HDU, Critical Care Units, and Intensive Treatment Units. Although 

admission criteria may vary, the occurrence of admission to an ICU or a HDU can be used as an 

operational definition of severe CAP.

CAP is an important health problem and a common cause of death from infection globally, with 

lower respiratory tract infection, implicated in 3.1 million deaths in 2012, ranked as the 4th most 

common cause of death, although most of these deaths occur in low and middle-income countries. 

(Bjerre et al., 2009, Musher et al., 2013, Singanayagam et al., 2009) In developed countries, around 

half of patients with CAP are treated successfully without admission to hospital. (Almirall et al., 

2000) Among patients who are admitted to hospital around 10 to 20% are admitted to an ICU. 

(Alvarez-Lerma and Torres, 2004, Ewig et al., 2011) The population incidence of CAP that involves 

admission to an ICU is about 0.4 cases per 1000 per year. (Finfer et al., 2004) Among patients 

admitted to an ICU with CAP, case-fatality is reported to be in the range from 20 to 50%. (Alvarez-

Lerma and Torres, 2004, Leroy et al., 1995, Sligl and Marrie, 2013) In low and middle-income

countries, the overlapping syndromes of CAP, bronchiolitis, and bronchitis are a major public health 

problem and represent the world’s most important cause of disability-adjusted life years lost and 

the third most important cause of death. (World Health Organization, 2008)

5.1.3. Standard care for patients with severe CAP

All patients admitted to an ICU with severe CAP will receive multiple different component therapies 

and many of these therapies will be administered concurrently. These therapies can be grouped into 

the following categories: treatment of the underlying infection (including antibacterial and antiviral
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agents); the optional use of agents, such as corticosteroids, that modulate the host immune 

response to infection; and multiple supportive therapies that are used to manage organ systems 

that have failed or prevent complications of critical illness and its treatment (Table 1).

The choice of empiric antimicrobial therapy is generally made before a microbiologic etiology is 

established, both because of the lag between collection of specimens and the availability of results 

from microbiological tests, and because microbiological tests lack sensitivity, particularly when 

samples are collected after initiation of antimicrobial therapy. It is recommended that antimicrobial 

treatment be initiated promptly and at the point of care where the diagnosis of pneumonia is first 

made. (Musher and Thorner, 2014)

Examples of commonly used therapies that support failed organ systems or prevent the 

complications of critical illness and its treatment include oxygen therapy, invasive and non-invasive 

mechanical ventilation, intravenous fluid resuscitation, vasoactive drugs, dialysis, provision of 

nutrition, sedation, physiotherapy including mobilization, diuretic medications, suppression of 

gastric acid production, and mechanical or pharmacological interventions to prevent venous 

thromboembolism. The exact combination of supportive therapies is influenced by the spectrum of 

organ failures that occurs in any individual patient. (Dellinger et al., 2013)

Table 1: Potential targets of interventions to reduce mortality in patients with CAP

Target of intervention Examples

Eradication of 

pathogens

Antibiotics (agents, route, dose)

Antivirals (agents, route, dose)

Microbiological diagnostic strategies

Modulation of the host 

immune response

Corticosteroid 

Macrolides

Methods to support 

failing organ systems 

and prevention of 

complications

Lung ventilation strategies and respiratory salvage modalities 

(e.g. extra-corporeal membrane oxygen, prone positioning)

Renal replacement therapy

Inotropic/vasopressor support

Fluid resuscitation strategies
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gastric acid production, and mechanical or pharmacological interventions to prevent venous gastric acid production, and mechanical or pharmacological interventions to prevent venous 
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Nutrition

Mobilization

Sedation

Venous thromboembolism prophylaxis

Stress ulcer prophylaxis

5.1.4. Treatment guidelines

A range of different guidelines have been published that are relevant to the care of critically ill 

patients with CAP. (Eccles et al., 2014, Lim et al., 2009, Mandell et al., 2007, Wiersinga et al., 2012, 

Wilkinson and Woodhead, 2004, Woodhead et al., 2011) These guidelines generally focus on 

recommendations related to assessment of severity, diagnostic evaluation, and empiric and guided 

antimicrobial therapy. Guidelines from the Surviving Sepsis Campaign are relevant to many aspects 

of the supportive care of the critically ill patients with CAP. (Dellinger et al., 2013)

There is a stark contrast between the substantial public health impact of severe CAP and the low 

quality of evidence that guides therapy. The number of treatment recommendations in guidelines 

that are supported by high quality randomized controlled trial (RCT) evidence is 4 of 44 for 

treatment recommendations in the European guidelines (Eccles et al., 2014, Lim et al., 2009, 

Woodhead et al., 2011), 11 of 43 in the United States guidelines (Mandell et al., 2007), and 7 of 93 in 

the Surviving Sepsis Campaign Guidelines. (Rhodes et al., 2017) As a consequence of the limited 

evidence-base there are a number of inconsistencies and even complete contradictions among 

international guidelines.

5.1.5. Variation in care and compliance with guidelines

Several observational studies report substantial variation in care with, for example, compliance with 

administration of antibiotics recommended by guidelines occurring in between 40% and 75% of 

patients. (Bodi et al., 2005, Frei et al., 2010, Lee et al., 2014, Shorr et al., 2006) These and other 

studies also report better clinical outcomes for patients who received antibiotics that were 

recommended by guidelines. (McCabe et al., 2009, Mortensen et al., 2004, Mortensen et al., 2005)

However, it remains unclear if adherence to guideline recommendations is due to a direct causal 

link, or whether it is a surrogate for better quality care generally. There is also widely reported 

variation in compliance with many supportive therapies for patients with severe CAP, such as use of 
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low tidal volume ventilation, type of resuscitation fluid, and thresholds for the administration of 

transfusion for anemia. (Bellani et al., 2016, Finfer et al., 2010, Blood Observational Study 

Investigators of Anzics-Clinical Trials Group et al., 2010, Cecconi et al., 2015)

5.1.6. An unmet need for better evidence

Many factors contribute to the substantial unmet need for better evidence to determine the optimal 

treatment for patients with severe CAP. Severe CAP is common, case-fatality is high, the strength of 

current evidence is limited, and there is evidence of substantial variation in existing standard care. 

The combination of these factors provides a strong rationale for the need for better quality evidence 

about the impact of the different treatment options that are in existing practice, the impact of 

different combinations of treatment options, and the timely and effective evaluation of new 

candidate interventions to improve outcomes.

5.2. Influenza pandemics and emerging pathogens

A pandemic of severe CAP caused by a known (e.g., influenza) or unknown virus, as occurred during 

the Severe Acute Respiratory Syndrome (SARS) outbreak, can rapidly change the etiological 

spectrum of severe CAP in patients who require admission to an ICU. This necessitates adaptation of 

empiric treatment protocols or diagnostic procedures or both. Naturally, there will be no evidence 

base for the medical management of such a disease at the time of its emergence, and medical 

decisions will be mostly based on expert opinion with extrapolation from evidence derived from the 

treatment of analogous clinical syndromes. There is substantial unmet need to generate evidence 

about the most effective treatment approaches during a pandemic or regional outbreak.

Furthermore, to have impact on patient outcomes during an outbreak, evidence must be available 

during the pandemic. As a consequence, such evidence must be capable of being generated, 

disseminated, and implemented rapidly. More detailed background information about pandemics of 

respiratory infection, together with challenges associated with the clinical research response are 

outlined in the Pandemic Appendix.

5.3. Randomized Embedded Multifactorial Adaptive Platform Trials

5.3.1. Generating clinical evidence

Angus has noted several problems encountered when generating robust clinical evidence, including 

barriers to conducting clinical trials, the generalizability of data from populations that are too broad 

or too narrow, the issue of equipoise especially when comparing different types of existing care, and 
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the delay in translating results into clinical practice. (Angus, 2015) A REMAP provides a strategy to 

address many of these problems by gaining economies of scale from a common platform, which 

allows for broad enrollment but retaining the ability to examine for heterogeneity of treatment 

effects between defined subgroups. A REMAP focuses predominantly on the evaluation of treatment

options for the disease of interest that are variations within the spectrum of standard care (although 

testing of novel or experimental therapies is not precluded) and does so by embedding the trial 

within routine healthcare delivery. In this regard the REMAP seeks to replace random variation in 

treatment with randomized variation in treatment allowing causal inference to be generated about 

the comparative effectiveness of different existing treatment options. The use of RAR, which allows 

the allocation ratios to change over time based on accruing outcomes data, maximizes the chance of 

good outcomes for trial participants. The embedding of such a platform within the day-to-day 

activities of ICUs facilitates the translation of outcomes to clinical practice as a “self-learning” 

system. As such, it also functions as an embedded and automated continuous quality-improvement 

program. A final advantage of a REMAP for pneumonia is the ability to rapidly adapt to generate 

evidence if new respiratory pathogens emerge, avoiding the inevitable delays associated with 

conventional trials in an outbreak of a new infectious diseases. (Burns et al., 2011)

5.3.2. Underlying Principles of the Study Design

A REMAP applies novel and innovative trial adaptive design and statistical methods to evaluate a 

range of treatment options as efficiently as possible. The broad objective of a REMAP is, over time, 

to determine and continuously update the optimal set of treatments for the disease of interest. The 

set of treatments that may be tested within a REMAP comprise the set of all treatments that are 

used currently or may be developed in the future and used or considered for use in the disease of 

interest. The design maximizes the efficiency with which available sample size is applied to evaluate 

treatment options as rapidly as possible. A REMAP has the capacity to identify differential treatment 

effects in defined sub-groups (termed strata), address multiple questions simultaneously, and can 

evaluate interactions among selected treatment options. Throughout the platform, patients who are 

enrolled in the trial are treated as effectively as possible. (Angus, 2015, Berry et al., 2015, Carey and 

Winer, 2016, Harrington and Parmigiani, 2016, Park et al., 2016, Rugo et al., 2016)

A conventional RCT (i.e. a non-platform trial) makes a wide range of assumptions at the time of 

design. These assumptions include the plausible size of the treatment effect, the incidence of the 

primary outcome, the planned sample size, the (typically, small number of) treatments to be tested, 

and that treatment effects are not influenced by concomitant treatment options. These assumptions 

are held constant until the trial completes recruitment and is analyzed. (Barker et al., 2009, Berry, 
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2012, Connor et al., 2013) Participants who are enrolled in a conventional RCT are not able to 

benefit from knowledge accrued by the trial because no results are made available until the trial 

completes. A REMAP uses five approaches to minimize the impact of assumptions on trial efficiency

and also maximizes the benefit of participation for individuals who are enrolled in the trial. (Angus, 

2015, Berry et al., 2015, Aikman et al., 2013, Carey and Winer, 2016, Harrington and Parmigiani, 

2016, Park et al., 2016, Rugo et al., 2016)

These design features are:

· frequent adaptive analyses using Bayesian statistical methods

· RAR

· evaluation of differential treatment effects in pre-specified sub-groups (strata)

· evaluation of specified intervention-intervention interactions

· testing of multiple interventions in parallel and, subsequently, in series

This creates a ‘perpetual trial’ with no pre-defined sample size, the objective of which is to define 

and continuously update best treatment over the life-time of the REMAP. The design aspects, 

including the risk of type I and type II error, are optimized prior to the commencement of the trial by 

the conduct of extensive pre-trial Monte Carlo simulations, modification of the trial design, and re-

simulation in an iterative manner. The methods related to the application of the design features and 

the statistical analysis of this trial are outlined in the methods section of the protocol (Section 7).

The following sections describe the background, rationale, and potential advantages of each of the 

design features of a REMAP (Section 5.3.4).

5.3.3. Nomenclature

A specific set of nomenclature is used to categorize potential treatments evaluated and populations 

within a REMAP as well as other aspects of the trial design and statistical analysis. A detailed 

glossary can be found in Section 1.2. Please see the glossary for the definition and explanations for 

the following terms: domain, intervention, regimen, stratum, state, Statistical Trigger, Platform 

Conclusion, and Public Disclosure.

5.3.4. Randomization and Response Adaptive Randomization

The study will randomly allocate participants to one or more interventions, with each intervention 

nested within a domain. In this regard, a platform trial is no different to other forms of RCT in that 

randomization provides the basis for causal inference. However, unlike a conventional RCT, the 

proportion of participants who are randomized to each available intervention within a domain will 
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not be fixed. Rather, the trial will incorporate RAR. RAR utilizes random allocation with a weighted 

probability for each intervention, with the weighted probability being proportional to the extent to 

which similar participants recruited earlier in the trial benefited or not from each particular 

intervention. (Angus, 2015, Berry, 2012, Connor et al., 2013, Aikman et al., 2013, Carey and Winer, 

2016, Harrington and Parmigiani, 2016, Park et al., 2016, Rugo et al., 2016) RAR will result in 

participants in each particular stratum being randomized with greater probability to interventions 

that are performing better within that stratum. At the initiation of a new domain or when a new 

intervention is added to a domain the randomization proportion of all new interventions is balanced 

and only changes, with the application of RAR, that takes into account uncertainty about treatment 

effect so as to avoid excessive variability in proportions generated by RAR until sufficient sample size 

has accrued.

The major consequence of RAR is that better therapies move through the evaluation process faster, 

resulting in trial efficiency gains. (Berry, 2012, Connor et al., 2013) The platform “learns” more 

quickly about the treatments we ultimately care about, i.e. those that work best. Moreover, as data 

accrues, newly randomized participants are more likely to receive interventions from which they 

benefit. (Berry, 2012, Connor et al., 2013, Meurer et al., 2012, Angus, 2015, Carey and Winer, 2016,

Harrington and Parmigiani, 2016, Park et al., 2016, Rugo et al., 2016) This is a highly ethical fusion of 

trial science with continuous quality improvement and a learning healthcare system. (Institute of 

Medicine, 2013) Assuming at least some interventions are better than others, the total mortality 

within the trial population will be lower than would have occurred with a fixed randomization

proportion. It is also particularly relevant to the ethical conduct of trials that enroll critically ill 

patients where unanticipated increases in mortality have been seen (Dellinger et al., 2013) and to 

the conduct of trials during a pandemic in which there is in-built implementation of the therapies 

that are more likely to be beneficial during the trial. The simulations underpinning REMAP-CAP 

demonstrate that, in instances where particular interventions are indeed superior to others, the use 

of RAR will, on average, increase the odds of discovering the superiority not only with lower sample 

size, but with fewer participants exposed to the less efficacious therapies and, thus, fewer deaths.

There are potential disadvantages associated with RAR. It is intended that participating sites and trial 

investigators will be blind to the RAR proportions. One disadvantage is that, for interventions that 

are provided without blinding, the treating clinicians may be able to draw inference about the RAR 

proportions and, as a consequence, draw inference about the interim standing of interventions that 

are being tested in the REMAP. This could have adverse consequences including that clinicians are 

influenced to not enroll participants within a domain but rather directly prescribe the treatment that 
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they believe to be doing better outside the trial. However, a number of factors mitigate this

potential concern. First, it can be difficult to distinguish between patterns of sequential allocation 

status that are derived from fixed versus RAR. Second, extreme proportions will not be used (except 

where a Statistical Trigger but not a Platform Conclusion has been reached, see later). Finally, for 

many conditions, team-based management means that an individual clinician will directly observe 

only a small proportion of all participants enrolled within the trial at each participating site. Another 

disadvantage of RAR is that, under certain allocation rules, statistical power can be reduced. This 

concern is mitigated via pre-trial simulation to test the effects of different allocation rules. 

Furthermore, a REMAP that comprises multiple domains with multiple interventions within each 

domain will generally have higher, rather than lower, power as a consequence of the use of RAR. 

Finally, by deploying RAR rules to minimize the odds of exposure to inferior interventions, the design 

is intended to motivate embedding in clinical practice, thereby resulting in more rapid recruitment.

Within each domain, RAR will be implemented for participants who are eligible to receive two or 

more interventions within a domain. Where a participant is eligible for only one option within a 

domain, this will be the treatment allocation for such a participant. In these circumstances, the 

provision of a treatment allocation status is made, predominantly, so as to provide a process that 

enhances the effectiveness of embedding, i.e. wherever possible the platform provides the 

treatment allocation.

5.3.5. Embedding

A trial is most efficient when all eligible participants are recognized and enrolled. Achieving universal 

enrollment of eligible participants increases the speed with which new knowledge is generated, 

maximizes internal and external validity, and minimizes operational complexity at the bedside (there 

is no need to distinguish between trial and non-trial patients, because all patients are trial patients).

A number of strategies will be utilized to very tightly “nest” or embed trial processes in daily clinical 

care operations. The effectiveness of strategies to achieve embedding will be evaluated, updated, 

and shared with sites, taking into account different clinical processes at different sites. Wherever 

possible trial treatment allocations will be integrated with electronic customized order sets, 

produced at the point of delivery of care that also includes each site’s local care standards for 

concomitant therapies. This allows clinical staff to follow their typical workflow using protocolized 

order sheets to govern many aspects of patient care and serves to enhance compliance with the 

interventions allocated by the trial. The intention of embedding is that recruitment occurs 24/7 and 

is dependent on the usual medical staff who are responsible for patient care. Where possible 

electronic health records will be utilized to enhance screening and recruitment and specify the 
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‘order set’ for participants, including those orders that are determined by allocation status within 

the REMAP. While screening and recruitment for a REMAP can be conducted by research staff, it is 

not intended that recruitment should be dependent on research staff, particularly as such staff are 

typically only present during office hours. In addition to the facilitation of recruitment and high-

fidelity delivery of the intervention, a further advantage is that the results of the trial can be 

translated rapidly within the ongoing REMAP so that all appropriate participants receive a treatment 

declared to be superior with continued allocation to that treatment option within the REMAP used 

to ensure implementation.

5.3.6. Multifactorial

If the trial randomizes in more than one domain of care it is multifactorial. The number of domains, 

at any time, is determined by a combination of the interventions that are appropriate and amenable 

for evaluation within the REMAP and the available statistical power, as determined by the conduct 

of simulations. It is intended that this REMAP will increase the number of domains, progressively, as 

the number of sites and rate of recruitment increases over time. The Bayesian models evaluate 

treatment effects (superiority, inferiority, equivalence) within each regimen but then, by isolating 

the effect of each intervention across all regimens in which that intervention is included, the 

independent effect of each intervention is estimated. The capacity to evaluate interventions within 

multiple domains, in parallel, increases trial efficiency substantially.

An additional advantage of the trial being multifactorial is the capacity to evaluate interactions 

between selected interventions in different domains. Where pre-specified, on the basis of clinical 

plausibility, statistical models will evaluate whether there is interaction between interventions in 

different domains. Where no interaction is suspected, interactions will not be evaluated as part of 

the a priori statistical model.

Although participants within a REMAP will, typically, receive treatment allocations for multiple 

domains the decision-making regarding concomitant therapies will be made by the treating clinician 

in other domains of care. Treatment decisions in other domains of care will be recorded and may be 

analyzed, using observational methods, to evaluate candidate interventions for evaluation by 

randomization within the REMAP.
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5.3.7. Adaptive

Frequent adaptive analyses

Frequent adaptive analyses using Bayesian statistical methods will be undertaken using Markov 

Chain Monte Carlo (MCMC) estimates of the Bayesian posterior probability distributions. The trial 

will utilize a set of pre-specified rules to reach conclusions regarding the effectiveness of 

interventions that are being evaluated. It is these pre-specified rules that determines how the trial 

“adapts” to the information contained in accumulating participant data. An analogy is that the 

‘routes’ that a trial can take are pre-specified, within the protocol, but the exact route that the trial 

takes is determined by the data that accrues. Such adaptation improves statistical efficiency

substantially.

Analysis of data to reach conclusions

The following structure and sequence of events will be used to reach conclusions from data as it 

accrues and is analyzed. This document, the Core Protocol, sets out the pre-specified rules for 

interpreting the results of analyses. These rules include pre-specified threshold levels of probability 

for achieving superiority, inferiority or equivalence of interventions within a domain. At each 

adaptive analysis the Statistical Analysis Committee (SAC) evaluates whether one or more 

probability thresholds that are derived from the trial’s statistical model have been exceeded. When 

the model indicates one or more of superiority, inferiority, or equivalence has occurred this is 

termed a Statistical Trigger. A Statistical Trigger may be reached for one or more strata at any given 

adaptive analysis.

The occurrence of a Statistical Trigger is communicated immediately to the trial DSMB by the SAC.

The DSMB has primary responsibility for determining if a Statistical Trigger should lead to a Platform 

Conclusion. The declaration of a Platform Conclusion results in the removal of inferior intervention 

from randomization options or removal of all other interventions if an intervention is declared as 

superior. A Platform Conclusion will be communicated to the ITSC who have responsibility for 

immediate dissemination of the result by presentation and publication of the result.

The algorithm by which a Platform Conclusion is reached is different for Statistical Triggers of 

superiority or inferiority, compared to those triggers that arise because of equivalence. Where the 

Statistical Trigger is for superiority or inferiority, so long as the DSMB is satisfied that the Statistical 

Trigger has been met validly, the default position is that the DSMB will declare this result as a 

Platform Conclusion. The only exception to this situation is if there is a need to evaluate potential 

interactions between treatments in different domains. In this circumstance the randomization
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schedule will be adapted (all participants receive the superior intervention or randomization to one 

or more inferior interventions is removed) but Public Disclosure may be delayed until evaluation of 

the interaction is completed.

Where the Statistical Trigger is for equivalence the DSMB will evaluate clinically relevant secondary 

endpoints. The results, in relation to both primary and secondary endpoints, will be communicated 

to the ITSC. The DSMB, in conjunction with the ITSC, may declare a Platform Conclusion (for 

equivalence) or may opt to continue recruitment and randomization to the ‘equivalent’ 

interventions, for example, to allow a conclusion to be reached regarding clinically important 

secondary endpoints, to allow additional accrual to narrow the margin of equivalence (for example 

where health economic issues are relevant), or to allow evaluation of an interaction).

The pathway for and potential outcomes from each adaptive analysis is displayed in Figure 3.
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Figure 3: Adaptive Analyses

Probability thresholds

In this REMAP the pre-specified rules are that, at any adaptive analysis, an intervention will be 

declared “superior,” if it is has at least a 0.99 posterior probability of being the best intervention 

within its domain. An intervention will be declared “inferior” if it has a less than 0.01 probability of 

being the best intervention within its domain. Intervention equivalence is declared between two 

factors when there is at least a 0.90 posterior probability of the rate of the primary endpoint falls 

within a pre-specified delta.

Analysis within and between strata

The frequent adaptive analyses will evaluate the primary endpoint, within one or more stratum.

Where specified, the statistical models for each strata will be able to ‘borrow’ information from 

adjacent strata leading to the declaration of a Statistical Trigger in one, more, or all strata. The 
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extent to which borrowing occurs is dependent on the pre-specified structure of the model and the 

degree of statistical congruence of treatment effect between stratum. Where treatment effects are 

divergent between stratum there is less ‘borrowing’. The capacity to evaluate strata is particularly 

important for interventions that might plausibly have differential, including opposite, treatment 

effects in different strata. (Dellinger et al., 2013, Finfer et al., 2004, The Acute Respiratory Distress 

Syndrome Network, 2000) In traditional trial designs, divergent treatment effects among sub-groups 

may cancel each other out and this is one plausible explanation for the trials that report no overall 

difference in outcome. It should be noted that strata can be different for different domains and that 

strata can be changed over time (in conjunction with amendment of the protocol).

If a Platform Conclusion is reached just within a single stratum, this leads to cessation of 

randomization within that stratum, while continuing to randomize in other strata. It is acknowledged 

that a Platform Conclusion in one strata may rely on ‘borrowing’ from adjacent strata and that 

analysis just within a strata may yield a result that is different. Nevertheless, a Platform Conclusion is 

still regarded as valid if it relies upon borrowing from adjacent strata and will be reported and 

published including the extent to which it relies on borrowing.

Frequency of adaptive analyses

Adaptive analyses will occur frequently, with the frequency being approximately proportional to the 

rate of recruitment, and will be a largely automatic process; the frequency is chosen to balance 

logistical demands with the goal of learning rapidly from accumulating data. While this process will 

be overseen by an independent DSMB, the DSMB will not make design decisions unless the trial’s 

algorithms are no longer acceptable from an ethical, safety, or scientific point of view. The DSMB, in 

conjunction with the ITSC, having reached a Platform Conclusion, and in deciding to terminate an 

intervention or domain (in conjunction with a Public Disclosure), may take into account one or more 

issues such as the value of continuing randomization so as to evaluate additional clinically relevant 

endpoints or to evaluate potential interactions, as well as take into account the opportunity cost 

associated with not moving to introduce new domains or interventions.

Advantages of adaptive analysis

The major advantage of this type of analysis approach is that a conclusion is reached when there is 

sufficient information to support the conclusion, rather than when enrollment reaches a 

predetermined sample size. This approach allows a result to be obtained as quickly as possible with 

appropriate sample size. It also avoids indeterminate results by continuing randomization until 

either superiority, inferiority, or equivalence is concluded. (Barker et al., 2009, Berry, 2012, Connor 
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et al., 2013, Meurer et al., 2012, Carey and Winer, 2016, Harrington and Parmigiani, 2016, Park et 

al., 2016, Rugo et al., 2016) An additional advantage is that dissemination of such results does not 

interrupt the conduct of the platform. In a single REMAP, there is no need for the “start-and-stop” 

periods that would typically occur under the alternative approach of multiple separate trials. These 

“downtime” periods can be quite extensive and carry a number of disadvantages. First, there is a lot 

of duplicative effort every time a near-identical treatment protocol goes through the appropriate 

development and approval processes. Second, clinical investigation units must maintain a certain 

infrastructure, and that infrastructure can be expensive to maintain during periods when 

participants are not being enrolled or expensive to recreate if the infrastructure degrades. Third, 

downtime is simply one more contributor to delay in the production of scientific knowledge. 

Participants at large benefit from earlier production of knowledge regardless of whether new 

information demonstrates a therapy is effective or ineffective. Finally, the inevitable start up delay 

before a trial can “go live” can wipe out any possibility of conducting effective research during time-

critical situations such as a pandemic.

Substitution of new domains and interventions within the REMAP

It is intended that the REMAP will be ‘perpetual’. In conjunction with a Platform Conclusion being 

reached, the ITSC takes responsibility for determining what new questions will be introduced to the 

REMAP including adding one or more new interventions to a domain or adding one or more new 

domains. In a REMAP, the sample size is not fixed, rather maximum use is made of the available 

sample and more questions may be asked for the same monetary investment. (Barker et al., 2009, 

Berry, 2012, Connor et al., 2013, Meurer et al., 2012, Aikman et al., 2013, Bhatt and Mehta, 2016, 

Park et al., 2016) The only limit on the duration of a platform trial is the availability of ongoing 

funding, the availability of new interventions to evaluate, and that the disease continues to be a 

public health problem. The ITSC responsible for the REMAP will develop appropriate processes for 

identifying and prioritizing the selection of new interventions and domains that are introduced 

progressively into the REMAP over time.

How the domains and interventions within a REMAP might evolve over time is depicted in Figure 4.
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Figure 4: REMAP Evolution Over Time

5.3.8. Nesting of the REMAP within a Registry

The REMAP can also be nested within a registry, with the registry recording information (typically a 

subset of the trial Case Report Form (CRF)) in all participants who met the REMAP entry criteria, or 

an expanded set of entry criteria, but who, for any reason, were not randomized. Information 

obtained from eligible but not randomized participants can be useful for evaluating the external 

validity of results and optimizing recruitment. Evaluation of non-randomized treatments received by 

all participants, both randomized and non-randomized, can be used to identify the consequences of 

natural variation in care so as to identify interventions that should be prioritized for evaluation by 

randomization within the REMAP. (Byrne and Kastrati, 2013) The design features of the trial and the 

conceptual advantages associated with each design feature are summarized in Table 2.

If a registry component is included the operation of the registry will be specified in a DSA that 

applies only to the registry aspects of the study.
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5.3.9. Platform

Platform trials simultaneously evaluate multiple potential therapies, where the focus is on finding 

the best treatment for the disease, rather than precisely characterizing the effect of each 

intervention in isolation. (Angus, 2015, Berry et al., 2015, Bhatt and Mehta, 2016, Carey and Winer, 

2016, Park et al., 2016, Rugo et al., 2016, Harrington and Parmigiani, 2016) Thus the goals of a 

platform trial are much more aligned with the goals of clinical care than a traditional, narrowly 

focused phase III RCT of a single agent. All of the component design features of a REMAP have been 

used previously and have accepted validity. What is innovative and novel, for a REMAP, is the 

combination of all of these design features within a single platform combined with their use for 

phase III evaluations and by using embedding to integrate the trial within routine clinical care.

Table 2: Features of a REMAP that contribute to advantages of the design
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6. OBJECTIVES

6.1. Primary objective

The primary objective of this REMAP is, for adult patients with severe CAP who are admitted to an 

ICU, to identify the effect of a range of interventions to improve outcome as defined by all-cause 

mortality at 90 days. 
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6.2. Secondary objectives

The secondary objectives are to determine, for adult patients with severe CAP who are admitted to 

an ICU, the effect of interventions on ICU mortality, ICU length of stay (LOS), hospital LOS, ventilator 

free days (VFDs) censored at 28 days, organ failure free days (OFFDs) censored at 28 days, other 

endpoints as indicated for specific domains, and, where feasible or specified in a DSA, survival at 6 

months, health related quality of life (HRQoL) assessed after 6 months using the EQ5D and disability 

assessed after 6 months using the World Health Organization Disability Assessment Schedule 

(WHODAS).

7. SUMMARY OF TRIAL DESIGN

7.1. Introduction

This is a REMAP that aims to test many interventions in a number of domains with the primary 

outcome being the all-cause mortality at 90 days. Frequent adaptive analyses will be performed to 

determine if an intervention is superior, inferior, or equivalent to one or more other interventions to 

which it is being compared, within a domain. A Bayesian analysis method will be used to evaluate 

superiority, inferiority, or equivalence, as well as to inform the adaptive randomization strategy 

within each domain. Where it is anticipated that interactions between interventions in different 

domains may be likely the statistical models will allow evaluation of such interactions. Where the 

statistical models evaluate such an interaction the models can incorporate the relative likelihood of 

such interactions, but with possibly low prior probability in cases where it is biologically implausible 

for interactions to occur. Each intervention within each domain will be evaluated within

prospectively defined and mutually exclusive strata (sub-groups) of participants but information 

from one stratum may be used (via ‘borrowing’) to contribute to the analysis of the effect of that 

intervention in other strata. Interventions that are found to be inferior, for a specific stratum, are 

removed from use in that stratum, and will, typically, be removed from the REMAP allowing new 

interventions or domains or both to be introduced. An RAR algorithm will be used to preferentially 

randomize participants to interventions that appear to be performing better. Extensive simulation 

studies have been performed to define the type I error, power to detect specified differences, and 

demonstration of equivalence as well as a broad range of operating characteristics. It is planned that 

further simulation studies will be conducted in conjunction with consideration of the introduction of 

new interventions or domains or both into the REMAP. The intention-to-treat (ITT) principle will be 

used for all primary analyses.
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The key structure of the REMAP is outlined in Figure 5.

Figure 5: REMAP Structure

7.2. Nomenclature

A specific set of nomenclature is used to categorize potential treatments evaluated and populations 

within a platform trial as well as other aspects of the trial design and statistical analysis. A detailed 

glossary can be found in Section 1.2. Please see the glossary for the definition and explanations for 

the following terms: domain, intervention, regimen, stratum, state, Statistical Trigger, Platform 

Conclusion, and Public Disclosure. The following section can only be understood in the context of an 

understanding of the definition and meaning of these specific terms.

7.3. Study setting and participating regions

The trial will recruit only participants who are admitted to an ICU. An ICU is defined as a location 

that identifies itself as an ICU (or HDU) and is able to provide at least non-invasive ventilation and 

continuous administration of vasoactive medications. By agreement with the RMC, the definition of 

an ICU may include a general ward in which a patient is under the care of an Intensive Care Specialist

(Intensivist), but resource limitations prevent the immediate delivery of care occurring in the ICU. It 

is intended that the trial will be conducted in multiple regions. A region is defined as a country or 
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collection of countries with study sites for which a RMC is responsible. The country or countries for 

which a RMC are responsible, as well as all aspects of trial conduct that are specific to each region, 

are described in the RSAs.

Participating ICUs will be selected by a RMC based on response to an expression of interest and 

fulfilling pre-specified criteria including number of beds in the ICU, annual admissions for severe 

CAP, resources available to support research activities, and track record in conducting investigator-

initiated multicenter trials. 

The current regions are:

· Europe, with funding from a European Union FP7 grant (FP7-HEALTH-2013-INNOVATION-1, 

grant number 602525), to support the enrollment of 4000 participants. This funding 

terminates in 2021.

· Australia and New Zealand. In Australia the project has received funding from a NHMRC

Project Grant (APP1101719), to support the enrollment of 2000 participants. This funding 

terminates in December 2021, although some extension may be feasible. In New Zealand the 

project has received funding from a HRC Programme Grant (16/631), to support the 

enrollment of 800 participants. This funding terminates in November 2021.

· Canada. In Canada the project has received funding for a CIHR grant (158584), to support the 

enrollment of 300 participants. This funding terminates in 2022.

It is intended that additional regions will be added if funding can be secured in other locations. It is 

desirable that the REMAP is active in as many locations as possible. There is no upper limit to the 

number of regions and the number of participating sites.

7.4. Eligibility criteria

The eligibility criteria for the REMAP are applied at two levels. One level is that there are inclusion 

and exclusion criteria that determine eligibility for randomization within the REMAP. The other level 

is that, once eligible for inclusion within the REMAP, additional criteria, typically exclusion criteria,

are applied that are specific to the level of the domain. A patient is eligible for inclusion within a 

domain when:

· all REMAP inclusion criteria are present

· none of the REMAP exclusion criteria are present

· Domain-Specific criteria are met
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As such, the key “inclusion criteria” for being eligible for a domain are that the patient is eligible for 

the REMAP. Criteria for inclusion in the registry, in which patients do not receive any randomized 

intervention, may be broader than the entry criteria for the REMAP (i.e. it is only a subset of registry 

eligible patients who are eligible for randomization within the REMAP).

7.4.1. REMAP Inclusion Criteria

In order to be eligible to participate in this trial, a patient must meet both of the following criteria:

1. Adult patient admitted to an ICU for acute severe CAP within 48 hours of hospital admission 

with

a. symptoms or signs or both that are consistent with lower respiratory tract infection (for 

example, acute onset of dyspnea, cough, pleuritic chest pain) AND

b. Radiological evidence of new onset infiltrate of infective origin (in patients with pre-

existing radiological changes, evidence of new infiltrate)

2. Up to 48 hours after ICU admission, receiving organ support with one or more of:

a. Non-invasive or invasive ventilatory support;

b. Receiving infusion of vasopressor or inotropes or both

7.4.2. REMAP Exclusion Criteria 

A potentially eligible patient who meets any of the following criteria will be excluded from 

participation in this trial:

1. Healthcare-associated pneumonia:

a. Prior to this illness, is known to have been an inpatient in any healthcare facility within 

the last 30 days

b. Resident of a nursing home or long-term care facility.

2. Death is deemed to be imminent and inevitable during the next 24 hours AND one or more of 

the patient, substitute decision maker or attending physician are not committed to full active 

treatment.

3. Previous participation in this REMAP within the last 90 days

7.4.3. Domain-Specific Entry criteria

Each domain may have additional, domain-specific eligibility criteria, typically just exclusion criteria, 

although a combination of inclusion and exclusion criteria can be specified. Patients who fulfill the 

Overall REMAP Eligibility Criteria will be assessed for enrollment into all domains that are active at a 
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site. A participant enrolled in the trial will receive the number of REMAP-specific interventions 

equivalent to the number of Domains to which they are enrolled. The additional eligibility criteria 

that are specific to a domain are provided in each DSA.

Where a participant has an exclusion criterion to one or more interventions within a domain, but 

there are at least two interventions within that domain to which the participant is eligible the 

patient will be randomized to receive one of the interventions to which the participant is eligible.

7.5. Interventions

7.5.1. Domain-Specific Information

All information related to the background, rationale, and specification of interventions that will be 

administered within the trial are located in the DSAs. The minimum number of interventions within a 

domain is two and the maximum number is limited only by statistical power. Each RMC will select 

the interventions that will be available within a domain that will be offered to participating sites in 

that region but the default position is that all interventions that are available and feasible in that 

region or country should be offered to sites. Individual participating sites will select the interventions 

within a domain that will be available at their site with the default position being all available 

interventions. The randomization program will only provide treatment allocations that are permitted 

at each participating site. This allows interventions that are not necessarily available in all regions, 

for example because of licensing reasons, to be included within the REMAP. Within the context of 

comparative effectiveness research, this also allows sites to determine the interventions that are 

within their usual or reasonable spectrum of care. However, the viability of a domain is dependent 

on at least one intervention being available in all regions and being available at a substantial 

majority of participating sites. This level of ‘connectedness’ is necessary for the validity of the 

statistical models that are used to analyze trial results.

7.5.2. Treatment allocation and Response Adaptive Randomization

Random allocation of treatment status forms the basis of all evaluations of causal inference. RAR will 

be used to vary the proportion of participants who are allocated randomly to each available 

intervention. Randomization is done at the regimen level, where a regimen is a selection of one 

intervention from each domain. The proportion of participants who receive a specified regimen will 

be determined by a weighted probability, with that probability being determined by the probability, 

taking into account all accrued data, of that regimen being the optimal regimen. RAR will result in 

participants being randomized with higher probability to interventions that are performing better.
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The proportions that are specified by RAR are determined only by analysis of the primary outcome 

measure in participants who have completed 90 days of follow-up from the time of enrollment. 

Although outcome may be known before 90 days (death in hospital) the time at which these 

alternate events occur may be different. By only including participants in the analysis models that 

determine the RAR proportions potential bias that arises from different events occurring with 

different patterns of timing within the 90 day follow up period is avoided. The same statistical model 

will be used to both analyze the results of the REMAP as well as specify the randomization 

proportions.

RAR weights reflect the probability each particular regimen is the most effective over all possible 

regimens within each stratum. The probability a regimen is optimal reflects not just the point 

estimate of difference in outcomes, but also the uncertainty around that estimate. At initiation of a 

new domain, the proportion of participants allocated to each intervention is balanced (i.e. all 

interventions have equal proportions). The RAR proportions are then updated at the first adaptive 

analysis and at all subsequent adaptive analyses. When sample sizes are small, such as at the 

initiation of a domain, credible (probability) intervals are wide, and therefore randomization 

proportions remain close to being balanced among all regimens (i.e. randomization weights are 

weak and allocation remains close to balanced). When a new intervention is added to an existing 

domain it will commence with balanced randomization and the randomization weights will be 

updated with each adaptive analysis but will remain weak until sample size for the new intervention 

accrues.

As the data accrues and sample sizes increase, if the probability an intervention is part of the 

optimal regimen becomes large, but not large enough to claim superiority, the randomization 

proportions will be capped. This is done because interventions are provided on an open-label basis 

and extreme ratios would be at risk of allowing clinicians who recruit participants to draw inference 

about the effectiveness of individual interventions or regimens. 

Some domains may have more than two interventions and it is possible that participant- or site-level 

characteristics may result in one or more interventions within a domain not being appropriate for an 

individual participant (for example, known intolerance to one of the interventions or a machine that 

is necessary to deliver an intervention not being available). Where a participant is unable to receive 

one or more interventions, but there are still two or more available interventions, random allocation 

will still be performed using RAR. However, interventions that are not available will be ‘blocked’ and 

the remaining RAR proportions will be divided by one minus the sum of the unavailable proportions 

and applied to the available interventions.
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A detailed description of the statistical models and the application of RAR is outlined in the 

Statistical Analysis Appendix.

7.5.3. Adaptation of Domains and Interventions

Over the lifetime of this REMAP, it is anticipated that new interventions will be added to the starting 

domains and new domains initiated, including domains that are planned for activation in the event 

of a pandemic. The addition of interventions within existing domains, and the creation of new 

domains, will be considered according to a set of priorities and contingencies developed by the ITSC 

and are dependent on existing or new clinical need and there being sufficient statistical power 

available within the REMAP. All new interventions and domains will be subject to ethics and 

regulatory approval prior to initiation.

A domain in which an intervention is identified as being superior and for which there are no new 

interventions that are appropriate to be introduced will continue as a domain within the REMAP but 

with all participants allocated to receive the superior intervention. Interventions that are identified 

as being inferior will be removed from a domain, with or without replacement, as appropriate. If all 

interventions are identified to have equivalence the ITSC will consider options that include cessation 

of the domain or continuation of the domain with a smaller delta.

The implementation of adaptations that occurs as a consequence of declaration of a Platform 

Conclusion may be limited by availability of an intervention in some locations. For example, if a 

superior intervention was not available (for licensing or site-specific reasons) all inferior options 

would be removed only at the sites where the superior option is available. Randomization to 

remaining interventions would likely continue at those sites until the superior intervention is 

available at those sites.

7.6. Endpoints

The primary outcome for this REMAP will apply to all domains. Secondary outcomes generic to all 

Domains are provided in this Core Protocol below. Secondary outcomes specific to individual 

domains are provided in the relevant DSAs. The Primary Endpoint (or the end-point that is used for 

RAR) may be modified during a pandemic and will be outlined in the Pandemic Appendix.

7.6.1. Primary Endpoint

The primary endpoint for all domains will be all-cause mortality at 90 days. 
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7.6.2. Secondary Endpoints

A set of generic secondary endpoints will be evaluated in all domains. Additional secondary 

endpoints may be specified for a domain within the DSA. Some domain-specific secondary endpoints 

may be specified as Key Domain-Specific Endpoints and will be interpreted in conjunction with the 

primary endpoint in determining the overall effectiveness of interventions.

The generic secondary endpoints for the trial are: 

ICU outcomes:

· ICU mortality censored at 90 days;

· ICU LOS censored at 90 days;

· VFDs censored at 28 days;

· OFFDs censored at 28 days; 

· Proportion of intubated participants who receive a tracheostomy censored at 28 days;

Ventilator- and organ failure-free days will be calculated by counting the number of days that the 

participant is not ventilated or has no organ failure. If a participant dies during the hospitalization

during which enrollment occurred, the number of VFDs or OFFDs will be set to zero. If the 

participant is discharged alive from hospital, the remainder of days censored at 90 days are counted 

as ventilator- or organ failure-free days.

Hospital outcomes:

· Hospital LOS censored 90 days after enrollment;

· Destination at time of hospital discharge (characterized as home, rehabilitation hospital, 

nursing home or long-term care facility, or another acute hospital);

· Readmission to the index ICU during the index hospitalization in the 90 days following 

enrollment;

The index hospital admission is defined as continuing while the participant is admitted to any 

healthcare facility or level of residence that provides a higher level of care than that corresponding 

to where the participant was residing prior to the hospital admission. (Huang et al., 2016) This 

definition is used commonly in ICU trials. Participants who have been and still are admitted to a 

healthcare facility 90 days after enrollment are coded as being alive.
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Day 90 all-cause mortality will be collected in all regions. Additional outcomes will be collected, 

where feasible, may be mandated in a DSA or a RSA, may be collected by central trial staff or site 

staff, and will comprise:

· Survival at 6 months after enrollment (where feasible, refer to relevant regional RSA)

· HRQoL at 6 months after enrollment using the EQ5D-5L (where feasible, refer to relevant 

regional RSA)

· Disability status measured at 6 months after enrollment using the WHODAS 2.0, 12-item 

instrument (where feasible, refer to relevant regional RSA)

7.7. Bias Control

7.7.1. Randomization

Randomization will be conducted through a password-protected, secure website using a central, 

computer-based randomization program. Randomization will be at the patient level and occur after 

data necessary to implement the inclusion and exclusion criteria have been entered into the secure 

randomization website. The RAR will occur centrally as part of the computerized randomization

process. Sites will receive the allocation status and will not be informed of the randomization 

proportions. Each region will maintain its own computer-based randomization program that is 

accessed by sites in that region but the RAR proportions will be determined by a SAC and provided 

monthly to the administrator of each region’s randomization program who will update the RAR 

proportions.

7.7.2. Allocation concealment

Allocation concealment will be maintained by using centralized randomization that is remote from 

study sites. 

7.7.3. Blinding of treatment allocation

The default position within the REMAP is that treatments determined by randomization will be 

provided on an open-label basis. However, the blinding of treatment status is not precluded within 

the REMAP. If required, details related to blinding of interventions will be specified in the DSAs.
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7.7.4. Blinding of outcome adjudication

The primary outcome of all-cause mortality censored at 90 days is not subject to ascertainment bias. 

Wherever possible, trial management personnel, who are blinded to allocation status, will conduct 

any follow up after discharge.

7.7.5. Follow up and missing data

Regional trial management personnel will perform timely validation of data, queries and corrections. 

Any common patterns of errors found during quality control checks will be fed back to all sites. Data 

management center study personnel performing site checks will be blind to the study allocation. 

Missing data will be minimized through a clear and comprehensive data dictionary with online data 

entry including logical consistency rules. If values necessary for the Bayesian modelling of the 

primary endpoint and the RAR are missing they may be imputed, using available data. For example, 

if strata or state is missing, it will be multiply imputed based on the available variables and a prior 

distribution on the relative prevalence of each strata or state. Values for the primary endpoint will 

not be imputed. Additional details are provided in the Statistical Analysis Appendix. 

7.8. Principles of Statistical Analysis

7.8.1. Preface

The purpose of this section of the protocol is to introduce and summarize the statistical methods 

that will be used to analyze data within the REMAP. This section duplicates some of the information 

provided in the Statistical Analysis Appendix but this section is intended to be accessible to 

individuals with an understanding of common clinical trial designs and classical frequentist analytical 

methods but without necessarily having training in Bayesian statistics. Interpretation of this section 

also requires an understanding of the meaning of specific terms for which definitions are provided in 

the glossary (see Section 1.2).

A formal description of the adaptive Bayesian data analysis methods fundamental to the REMAP 

design, which assumes substantial familiarity with Bayesian calculation of posterior distributions 

conditioned on observed data, is located in the Statistical Analysis Appendix. There is some limited 

overlap between these two sections of the protocol so that each may serve an appropriate audience 

as a standalone description of the statistical methods.N
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7.8.2. Introduction

Within the REMAP, two or more interventions within a domain are evaluated and sequential 

Bayesian statistical analyses are used over time to incorporate new trial outcome information to 

determine if an intervention is superior, if one or more interventions are inferior in comparison to all 

other interventions, or if one or more pairs of interventions are equivalent, with respect to the 

primary endpoint. Every participant will be assigned a set of interventions, comprising one 

intervention from each domain for which the participant is eligible. The combination of 

interventions to which a participant is assigned comprises the regimen and the regimens are the 

available arms in the trial. Participants will be classified by membership in different populations 

defined by one or more strata. The unit-of-analysis for a domain is the most granular level, defined 

by one or more stratum, or a state, within which the treatment effect of interventions within that 

domain may vary in the statistical model. Participants are also classified by the criteria that 

determine eligibility for each domain.

Inference in this REMAP is determined by analyses using pre-specified statistical models that 

incorporate region, country, time periods, age, and disease severity to adjust for heterogeneity of 

enrolled participants that might influence risk of death. These models incorporate variables that 

represent each intervention assigned to participants and possible interactions between 

interventions in different domains. The efficacy of each intervention within a domain may be 

modeled as not varying in any of the strata, or possibly varying in one or more of the different strata

in the REMAP. Where the efficacy of each intervention within a domain is modeled as possibly 

varying, borrowing between strata is permitted. The unit-of-analysis that will be modeled may 

comprise the entire population (i.e. no categorization by strata is applied) or may be defined by one 

or more stratum. The unit-of-analysis and whether borrowing can occur between strata is pre-

specified for each domain. At each analysis the current active statistical model (or models) is (are) 

used, and may include patients who were enrolled when previous versions of the model were being 

used. The current model is described in an operational document, maintained by the SAC. Unless 

otherwise specified (see Section 8.12) modifications and implementation of modifications to the 

model require the approval of the ITSC and do not require a protocol amendment. 

Whenever a model hits a predefined threshold for any of superiority, inferiority, or equivalence for 

an intervention with respect to the primary endpoint, this is termed a Statistical Trigger. At any given 

adaptive analysis, a Statistical Trigger may be reached for all participants or for one or more stratum

and will be reviewed immediately by the DSMB. When a Statistical Trigger is confirmed by the 

DSMB, based on a thorough review of the data including an evaluation of the proportion of patients 

N
o
t 

used. The current model is used. The current model is 

otherwise specified (see otherwise specified (see 

model require the approval of the ITSCmodel require the approval of the ITSC

Whenever a model hits a predefined threshold for any of superiority, inferiority, or equivalence for Whenever a model hits a predefined threshold for any of superiority, inferiority, or equivalence for 

fo
r 

comprise the entire population (i.e. no categorization by strata is applied) or may be defined by one comprise the entire population (i.e. no categorization by strata is applied) or may be defined by one 

or more stratum. The unitor more stratum. The unit-of

specified for each domain.specified for each domain. At each analysisAt each analysis

and may may include patients who were enrolled when previous versions of the model were being include patients who were enrolled when previous versions of the model were being 

used. The current model is used. The current model is 

IR
B
 represent each intervention assigned to participants and possible interactions between represent each intervention assigned to participants and possible interactions between 

The efficacy of eacThe efficacy of eac

not varying in any of the strata, ornot varying in any of the strata, or possibly varying in possibly varying in 

Where the efficacy of each intervention within a domain is modeled as possibly Where the efficacy of each intervention within a domain is modeled as possibly 

tween strata is permitted. The unittween strata is permitted. The unit

comprise the entire population (i.e. no categorization by strata is applied) or may be defined by one comprise the entire population (i.e. no categorization by strata is applied) or may be defined by one 

su
b
m

is
si
o
n

is assigned comprises the regimen and the regimens are the is assigned comprises the regimen and the regimens are the 

will be classified by membership in different populations populations 

analysis for a domain is the most granular level, defined analysis for a domain is the most granular level, defined 

within which the treatment effect of interventions within that within which the treatment effect of interventions within that 

e also classified bye also classified by the the criteria that criteria that 

using pre--specified statistical models that specified statistical models that 

incorporate region, country, time periods, age, and disease severity to adjust for hincorporate region, country, time periods, age, and disease severity to adjust for h

ed participants that might influence risk of death.ed participants that might influence risk of death. These models incorporate variables that These models incorporate variables that 

represent each intervention assigned to participants and possible interactions between represent each intervention assigned to participants and possible interactions between 



REMAP-CAP Core Protocol Version 3 dated 10 July 2019

CONFIDENTIAL Page 54 of 94

for whom monitoring of variables that contribute to the model has been completed, and totality of 

evidence, and where no compelling reason exists not to reach a conclusion (see Section 7.8.9) 

regarding that question the result that has led to a Statistical Trigger will be specified to be a 

Platform Conclusion. The declaration of a Platform Conclusion will lead to appropriate modification 

of the interventions available within that domain and a Public Disclosure of the result. A Statistical 

Trigger can be considered as a mathematical threshold, whereas a Platform Conclusion is a decision 

regarding one or more interventions within a domain.

7.8.3. Target populations (strata and states) and implications for evaluation of 

treatment-by-treatment and treatment-by-strata interactions

Introduction

In a clinical trial there are many different potential participant-level covariates. A covariate can be a 

demographic variable that remains unchanged throughout the trial (i.e. age or gender) or a variable 

representing the severity or course of the disease that can vary over time (i.e. it can be assessed at 

the time of enrollment and at other times after enrollment during the course of the illness). In this 

REMAP, there are two special roles for a subset of these potentially time-varying covariates. 

First, covariates determined at the time of enrollment that are identified in the design as possibly 

having differential treatment effect (i.e. interventions may have differential efficacy for the different 

levels of the covariate) are referred to as strata. Strata are used to define the unit-of-analysis for a 

domain within a model. Strata are a recognized element in Platform Trials. 

Second, within this REMAP, there is interest in studying domains that are relevant for a target 

population or defined disease state that, while it may be present at the time of enrollment for some 

participants, may only occur after enrollment for other participants and may never occur for another 

set of participants. This disease state could be identified by the same covariate that might also have 

been used to define a strata (but doesn’t have to have been). In this regard, the concept of ‘state’ is 

used to define participants with characteristics that define a target population that will be evaluated 

by a domain, analyzed within the REMAP, and for which the characteristics can be present at the 

time of enrollment or may develop after the time of enrollment. State can also be used to define the 

unit-of-analysis for a domain within the model.

The appropriate statistical handling of the analysis of patients who become eligible for a domain as a 

consequence of entering a state, after the time of enrollment, requires the use of models that take 

into account that the likelihood of entering the state after enrollment may have been influenced by 
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the allocation status for other domains that specified the initiation of interventions that commenced 

at the time prior to entry into the state.

This evolution of Platform Trial design, to include ‘state’ is a new extension that has not been 

considered within Platform Trials conducted previously.

Stratum

A covariate in the REMAP that can be used as a unit-of-analysis within a Bayesian statistical model 

that allows for the possibility of differential treatment effects for different levels of the variable is

referred to as a strata. The covariate is classified into mutually exclusive and exhaustive sets for 

analysis of treatment effect, as well as for defining separate RAR. The criteria that define a stratum 

are based on a characteristic that is present at or before the time of enrollment.

The simplest structure for strata is a single dichotomous stratum variable, which divides participants 

in the REMAP into two stratum. More complex arrangements are possible, such as a single strata

variable that is ordinal or two (or more) dichotomous or ordinal strata variables the combination of 

which defines a single stratum (i.e. there are 2N stratum when there are N dichotomous stratum 

variables).

The number of strata variables and the number of strata within the REMAP may be varied, 

depending on the impact of such decisions on statistical power, as determined by simulations. The 

modeling of strata may assume no differential effect for some domains. This may occur in two ways. 

Firstly, when the strata structure defines the entry criteria for a domain. Secondly, when two or 

more stratum are combined within a single unit-of-analysis (i.e. the unit-of-analysis comprises two 

or more stratum). If the unit-of-analysis comprises less than all available strata the analysis that is 

performed assumes that treatment effect does not vary between stratum combined within a 

common unit-of-analysis. The RAR is applied according to the model. So, the RAR applies to the 

patients that comprise the unit-of-analysis, irrespective of whether the unit-of-analysis comprises a 

single stratum or two or more stratum. 

A strata variable can be set that is maintained as a silent or ‘sleeping’ strata which becomes active 

under pre-defined circumstances, such as the occurrence of a pandemic. In this situation, during the 

inter-pandemic period, all participants are categorized as non-pandemic but, during a pandemic, a 

distinction is made between patient with proven or suspected pandemic infection and patients in 

whom pandemic infection is neither proven nor suspected. 
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The a priori defined strata that are used for determination of results and for RAR may be changed 

during the life of the REMAP as knowledge is accumulated and, if this occurs, will result in 

amendment of one or both of the Core Protocol and DSAs. Data from patients enrolled before the 

change in the strata can be used to determine priors that are incorporated into the model at the 

outset of the incorporation of the new strata into the model.

Treatment-by-strata interactions: borrowing between strata

Where specified in the statistical model, the treatment effect of an intervention is allowed to vary 

between different strata. A Bayesian Hierarchical Model (BHM) is used for all treatment-by-strata 

interactions. In the BHM a hyperprior is used for the differing treatment effects across strata. The 

standard deviation of the hyperprior, gamma, is a modeling starting estimate for the variation in the 

magnitude of the difference in treatment effects between strata. By default, the starting estimate of 

the difference is zero. The gamma parameter influences the extent to which the treatment effect of 

different interventions is permitted to vary between strata. At the commencement of a model, the 

gamma parameter must be set, for each domain-strata pair.

In this REMAP, only three options are permitted with respect to specifying the gamma parameter for 

each domain-strata pair. Firstly, gamma may be set to zero. The effect of this is that treatment effect 

of an intervention is not permitted to differ between specified strata. The unit-of-analysis is not sub-

divided according to the stratum variable. If gamma is set to zero for all strata for a domain, the unit 

of analysis is all patients randomized in that domain. Secondly, and at the opposite extreme, gamma 

can be set to infinity. In this situation treatment effect is evaluated separately and independently in 

each stratum (with no borrowing between stratum). Thirdly, gamma may be set to a defined number 

between zero and infinity. This parameter value cannot be varied for different domain-strata pairs, a 

global REMAP value has been selected. This specified value for gamma places a constraint on the 

variance of the difference in treatment effect in different stratum but permits the model to estimate 

treatment effect in one stratum by borrowing from other stratum. Borrowing occurs to the extent 

that it is supported by the accumulated data, but the setting of gamma influences the amount of 

borrowing and how quickly borrowing is able to occur. The value of gamma that has been chosen 

has been determined by simulations to achieve a compromise between type I and type II error in 

baseline scenarios that assume either equivalence or superiority. Where a value for gamma is 

specified in the model, in this REMAP the value of gamma will be 0.15.N
o
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The specification of gamma determines the unit of analysis in the model and the extent of 

borrowing. For each domain-strata pair, the unit of analysis can be all patients (gamma = zero), each 

stratum with borrowing (gamma = 0.15), or each stratum separately (gamma = infinity).

The gamma that will be set, and hence the unit-of-analysis, for each domain-strata pair is specified 

in each DSA.

Analysis set for strata, timing of enrollment and timing of information 

regarding strata membership

It has already been specified that the criteria that define a stratum must be present at or before the 

time of enrollment. In some situations, the information necessary to determine membership of a 

stratum may become available after the time of enrollment or may be acquired from information 

derived after enrollment where the understanding of biology of a disease makes it reasonable to 

assume that the criteria was met at the time of enrollment. This situation might apply to status with 

respect to a particular pathogen where results of microbiological testing are not available until after 

enrollment or when the sample that is tested is not collected until after enrollment.

In this situation randomization is permitted within patients where the criteria is suspected or proven 

at the time of randomization. With regards to possible infection with a specified pathogen, 

suspected or proven infection at the time of randomization is sufficient to allow an allocation status 

to be made. For a patient with suspected infection, membership within the strata is defined by the 

final test results, but a patient who is suspected but is never tested is analyzed as a positive. If a 

Platform Conclusion is reached for one or more stratum, analyses will also be done on patients with 

suspected infection who receive the intervention but who turn out to be negative. Whether 

borrowing between strata is permitted will be specified in the DSA.

State

A state is a clinical condition of a participant that may change during the course of their treatment. 

The different states within the REMAP are used to define possible eligibility of the participant for 

different domains at different times in the trial. A state is a set of mutually exclusive categories, 

defined by characteristics of a participant, that are dynamic in that they can change for a single 

participant, at different time-points, during the participant’s participation in the REMAP.

The number of state variables and the number of states within the REMAP may be varied, depending 

on the impact of such decisions on statistical power, as determined by simulations. The same state

may be shared by one or more domains but may be different in different domains. The a priori
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defined states that are used for determination of results and for RAR may be changed during the life 

of the REMAP as knowledge is accumulated or as domains change and, if this occurs, will result in 

amendment of one or both of the Core Protocol or DSAs. Data from patients enrolled before the 

change in the state can be used to determine priors that are incorporated into the model at the 

outset of the incorporation of the new state into the model. 

Timing of randomization and revealing of allocation status

Several different scenarios are recognized that represent different combinations of randomization 

within a stratum or a state and by the options for the time (at enrollment or later) at which 

administration of the allocated intervention is commenced.

At the time of enrollment, all participants, are randomized to one intervention in every domain for 

which the participant is eligible for at enrollment or might become eligible for depending on the 

progression of the state of their illness (i.e. randomization occurs once and only once at the time of 

enrollment).

For participants, who at the time of enrollment are eligible for a domain and for which the 

intervention will be commenced immediately, the allocation status is revealed immediately and the 

participant then commences treatment according to their allocated intervention. This is referred to 

as Randomization with Immediate Reveal and Initiation.

In circumstances where the participant is eligible for inclusion in the REMAP but is not eligible for a 

domain at the time of enrollment but might become eligible if the participant’s state changes, the 

participant’s allocation status is revealed only if and when the patient enters the state that confers 

eligibility. This is referred to as Randomization with Delayed Reveal.

Another situation applies when eligibility is determined by information that relates to the condition 

of the patient at the time of initial assessment of eligibility and is relevant to determination of 

eligibility but is not known until later. In this circumstance, the participant’s allocation status can be 

revealed when the additional information becomes available. Examples of this type of information 

include the results of microbiological tests and the outcome of a request for consent. Information 

related to the safety of an intervention in individuals that may change between the time of initial 

assessment of eligibility and initiation of an intervention may also be reassessed and be used to 

determine if an allocation status will be revealed. Where initiation of the intervention is deferred 

pending availability of this additional information, this is referred to as Randomization with 
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Deferred Reveal. It is noted that submission of information regarding microbiological results, 

consent, or safety information occurs without knowledge of allocation status.

Variation in relation to the timing of revealing and initiation of an intervention has implications to 

the treatment-by-treatment interactions that are potentially evaluable. Analysis of participants who 

are enrolled in one or more domains on the basis of Randomization with Immediate Reveal can be 

conducted within a state, for which membership occurs for at least some participants at the time of 

enrollment. However, the analysis within this state will also include participants who are enrolled in 

the same domain on the basis of Randomization with Delayed Reveal with their eligibility for the act 

of revealing allocation status being defined by progression to the same state at some time-point 

after enrollment. Participants who are randomized within such a domain, at time of enrollment, but 

never enter a state that corresponds to eligibility for a domain never have their allocation status 

revealed and do not contribute to the analysis of treatment effect for interventions in that domain. 

In this regard, the ITT principle is not violated as the allocation status of such participants is never 

revealed. The models that are used to provide statistical analysis of the effect of an intervention 

within a domain that is contained wholly within one state are not able to evaluate interactions with 

interventions in domains that are defined in different states.

The final scenario to consider involves participants who are enrolled in one or more domains on the 

basis of Randomization with Deferred Reveal within a stratum. For such participants, their allocation 

status is revealed at, or close to, the time of deferred initiation of the intervention, when additional 

information necessary to establish eligibility has become available but relates to information that 

applies at baseline. Participants in this category are analyzed within baseline stratum in an ITT

fashion. As such, the model allows evaluation of interactions with treatments in other domains that 

share the same stratum. Within such a domain, it can be assumed that there will be some 

participants who are never eligible to commence receiving the intervention (for example, due to 

death, or never reaching the defined criteria for the intervention to be commenced) and do not 

receive the intervention. However, all participants who have an allocation status revealed, even if 

the intervention is never administered, are analyzed according to and in compliance with the ITT

principle.

Treatment-by-treatment interactions

Where specified in the statistical model, the treatment effect of an intervention is allowed to vary 

depending on treatment allocation in another domain (i.e. allow evaluation of treatment-by-

treatment interaction). A BHM is used for all treatment-by-treatment interactions. In the BHM, a 
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hyperprior is used for the differing treatment-by-treatment interaction effects. The standard 

deviation of the hyperprior, lambda, is a modeling starting estimate for the variation in the 

magnitude of the difference in treatment effect dependent on an intervention assignment in 

another domain. By default, the starting estimate of the difference is zero (i.e. no interaction). The 

lambda parameter influences the extent to which the treatment effect of different interventions is 

permitted to vary dependent on intervention assignment in other domains. At the commencement 

of a model, the lambda parameter must be set, for each domain by domain pair.

In this REMAP, only three options are permitted with respect to specifying the lambda parameter for 

each domain-domain pair. Firstly, lambda may be set to zero. The effect of this is that there are no 

treatment-by-treatment interactions being evaluated between interventions in those two domains. 

Alternatively, lambda may be set to a defined number between zero and infinity. This parameter 

value cannot be varied for different domain-domain pairs; a global REMAP value has been selected. 

This specified value for lambda places a constraint on the variance of the difference in treatment-by-

treatment interaction. Borrowing occurs to the extent that it is supported by the accumulated data, 

but the setting of lambda influences the initial amount of borrowing and the degree of borrowing as 

data accumulates. The value of lambda that has been chosen has been determined by simulations to 

achieve a compromise between type I and type II error in baseline scenarios that assume either no 

interactions or moderate interactions exist. Where a value for gamma is specified in the model, in 

this REMAP the value of gamma will be 0.075. The third choice is to allow no borrowing of the 

treatment-by-treatment interactions. This is equivalent to selecting a lambda of infinity. This choice 

would be the most aggressive choice in estimating treatment-by-treatment interactions.

The lambda that will be set for each domain-domain pair is specified in each DSA.

Nested analysis of interventions within a domain

Within domains in which there are three or more interventions, some interventions may be more 

likely to have a similar treatment effect. There are several examples of such similarity. For example, 

the interventions within a domain may comprise a no intervention option and two doses or strategy 

of administration of the same intervention, or two or more interventions within a domain may 

belong to the same class of drug than one or more other interventions in that domain.

In situations in which interventions may be more similar than others, the model may nest the more 

similar interventions within a higher-level intervention category that comprises all the interventions 

deemed similar. In this situation, and to evaluate the occurrence of a Statistical Trigger, there are 

two models for analysis. Firstly, all patients receiving the nested interventions, treated as a single 
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combined intervention, are compared with all other interventions in the domain. Secondly, all 

interventions are modeled individually. In this analysis, the interventions within a nest are modeled 

using a BHM incorporating the nesting structure. The BHM has a hyperprior specified for the 

shrinkage across interventions within the nest. This analysis will compare all interventions within a 

domain to all other interventions. This BHM analysis is used for the RAR assignments.

Whether nested analysis will be performed and, if so, the membership of category of more similar 

interventions will be specified in the DSA.

Current strata and states

The strata are defined, at the time of enrollment, by:

· Shock, defined in 2 categories, present or absent, with present defined as the patient is 

receiving continuous infusion of intravenous vasopressor or inotrope medications at the 

time of enrollment

· Influenza defined in two categories, present or absent, based on the results of 

microbiological tests for influenza. Any patient with suspected influenza who is not tested 

will be deemed positive. Any patient who is not suspected of having influenza and is not 

tested will be deemed negative. The availability and interpretation of microbiological tests 

are likely to change during the REMAP and an operational document will be used to specify 

how different tests are interpreted. Eligibility for a domain that tests antiviral medications 

active against influenza will be based on status with respect to influenza being proven or 

suspected at time of enrollment but it is noted that strata status is defined by the final 

results of influenza testing which may not be known at time of enrollment and may include 

analysis of samples collected after enrollment where it is reasonable to presume that the 

sample reflected influenza status at time of enrollment. 

· Pandemic infection defined in two categories, proven or suspected pandemic infection or 

neither proven nor suspected pandemic infection. This is a ‘sleeping strata’ and will not be 

active before or after a pandemic but may be activated during a pandemic. The decision to 

activate a pandemic infection strata is specified in the Pandemic Appendix to the Core 

Protocol.

The default states are defined by the occurrence of:

· Hypoxemia, defined in 3 categories, comprising participants who are not receiving invasive 

mechanical ventilation; participants who are receiving invasive mechanical ventilation and 
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have a ratio of arterial partial pressure of oxygen to fractional inspired concentration of 

oxygen (P:F ratio) of ≥ 200 mmHg or are receiving invasive mechanical ventilation with the 

Positive End-Expiratory Pressure (PEEP) set to less than 5 cm of water (irrespective of the P:F 

ratio); and participants who are receiving invasive mechanical ventilation with a PEEP of 5 

cm of water or more and have a P:F ratio of <200 mmHg.

The domains to which each strata or state applies, the unit-of-analysis (which determines which if 

any treatment-by-strata interactions are evaluated in the model), the relationship between the 

timing of domain eligibility and the revealing of allocation status, whether nested analysis will occur,

and what treatment-by-treatment interactions will be evaluated are specified in each DSA.

Pre-specified subgroup analysis after achievement of a Platform Conclusion

Following the achievement of a Platform Conclusion it is permissible for additional sub-group 

analyses to be conducted. The variables that specify such sub-groups are outlined a priori in each 

DSA. These variables are different to those that define strata or states in the model and are not used 

in determination of a Statistical Trigger or RAR for that domain. In a domain in which the unit-of-

analysis comprises two or more stratum, additional sub-group analyses can be conducted for 

variables that do specify stratum that have been combined to determine the unit-of-analysis.

All such analyses will only be conducted following the determination of a Platform Conclusion and, 

although reported, such analyses are always regarded as preliminary. Following a Platform 

Conclusion, the results of a pre-specified subgroup analysis may be used to make changes to the 

model and, where appropriate and to an appropriate degree, data derived from the REMAP can be 

used to set the prior distribution at the commencement of the new model.

7.8.4. Bayesian Statistical modeling

Inferences in this trial are based on a Bayesian statistical model, that will calculate the probability of 

superiority, inferiority, and equivalence of the interventions (known as a posterior probability 

distribution) within a unit-of-analysis that is defined by one or more stratum, taking into account the 

evidence accumulated during the trial (based on data on the outcomes of participants) and on 

assumed prior knowledge (known as a prior distribution). For the evaluation of the main effects of

interventions within a domain (and evaluation of regimens) the default design assumes that 

parameters in the model have uninformative prior distributions at the first adaptive analysis. This 

means that any subsequent Platform Conclusion is not capable of being influenced by any 

discretionary choice regarding the pre-trial choice of prior distribution (i.e. it is the most 
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conservative approach, making no assumptions regarding the prior distribution). At each subsequent 

adaptive analysis, the prior distribution is determined by all accumulated data available at the time 

of the adaptive analysis. The Bayesian approach is seen as continually updating the distribution of 

the model parameters.

It is not precluded that, under certain circumstances, such as during a pandemic and where there 

was strong prior evidence along with an ethical imperative to evaluate a particular choice of therapy,

that the design could allow an informative prior to be used for the analysis of results from the trial. It 

may also be permitted to use an informative prior when data that is incorporated in the informative 

prior is derived from patients already randomized within this REMAP. If informative priors are used

this will be specified in the relevant DSA.

The study design can use informed priors to guide some elements of the design, such as for the 

evaluation of interaction terms, and will be described in the Statistical Analysis Appendix. As 

outlined above, gamma will be set to allow and influence the evaluation of treatment-by-strata 

interactions and lambda will be set to allow and influence the evaluation of treatment-by-treatment 

interactions.

This method of statistical analysis differs from conventional (frequentist) trials. Frequentist statistics 

calculate the probability of seeing patterns in the data from a trial if a hypothesis is true (including 

patterns not observed). This approach relies on assumptions about frequency distributions of trial 

results that would arise if the same trial were repeated ad infinitum. Thus, it requires specific sample 

sizes, which in turn requires pre-experiment assumptions regarding plausible effect sizes and 

outcome rates. Although many clinicians are comfortable with this approach, the pre-trial 

assumptions are frequently incorrect, and the design lacks the flexibility either to easily address the 

complex questions more reflective of clinical practice or to make mid-trial corrections when the pre-

trial assumptions are wrong without concern that the integrity of the final analysis is violated. To 

allow increased flexibility and yet still generate robust statistical inferences, REMAP relies on an 

overarching Bayesian, rather than frequentist, framework for statistical inference.

A Bayesian approach calculates the probability a hypothesis is true, given the observed data and, 

optionally, prior information and beliefs. The advantage of this approach is that, as more data are 

accrued, the probability can be continually updated (the updated probability is called the posterior 

probability). In this trial, frequent adaptive analyses will be performed, creating a very complicated 

sample space, and hence the Bayesian approach is a very natural one for these adaptive designs. The

characterization of the risk of false positive error, or power, are done through Monte Carlo trial 
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simulation. In contrast to frequentist confidence intervals which have awkward direct interpretation, 

Bayesian analyses return probability estimates that are directly interpretable as probabilities that 

statements are true (like the probability that one intervention is superior to another). 

A number of variables are incorporated into the statistical model so as to provide ‘adjustment’. The 

variables for which such adjustment will be made will be the country in which a participant is 

treated, changes in outcome that occur over time (era), stratum and state at enrollment (shock and 

hypoxemia as measures of severity of illness), and age.

The main effect in the model is the treatment effect of each intervention. Each stratum, 

combination of stratum, or state (where eligibility is defined by a state) is analyzed separately but 

the model captures the commonalities across such sub-groups. Additionally, and where specified, 

the statistical model allows evidence relating to the effectiveness of an intervention in one stratum

to contribute (via ‘borrowing’) to the estimation of the posterior probability in other strata, but this 

only occurs to the extent that treatment effect is similar in different strata.

When a Platform Conclusion is achieved, the results derived from the model, including any 

contribution from borrowing, will be reported. It is acknowledged that the estimate of treatment 

effect for a stratum may be contributed to by borrowing from adjacent strata but the results from 

the strata that have contributed to borrowing will not be reported. The results of these analyses are 

used to achieve the primary objective of the trial which is to determine the effectiveness of 

interventions and, where specified, the extent to which that effectiveness varies between strata

(intervention-stratum interaction). Additionally, but only where specified a priori, the model is able 

to estimate the effectiveness of an intervention in one domain contingent on the presence of an 

intervention in another domain (treatment-by-treatment interaction). Although the model can 

identify an optimal regimen this is not the primary objective of the trial.

Greater detail of the methods within the Bayesian model to be applied in this REMAP are provided in 

the Statistical Analysis Appendix. The adaptive analyses will use data submitted from participating 

sites to their regional database. Each provider of regional data management will provide regular 

updates of data to the SAC for utilization in the adaptive analyses. The frequency of adaptive

analyses will occur approximately monthly, unless the amount of data in a month is deemed 

insufficient. The timely provision of outcome data from participating sites is critically important to 

the conduct of frequent adaptive analyses.
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7.8.5. Statistical Handling of Ineligible Participants

The goal of this REMAP is to enroll as wide a participant population as possible. Because of this and 

the desire to explore multifactorial regimens it will not be uncommon that a participant will be 

ineligible for single interventions or entire domains, or interventions may be temporarily unavailable 

for use. In this section we present the details for how this REMAP deals with these possible 

circumstances.

If an intervention is unavailable at the time of randomization due to site restrictions (for example, 

exhausted supply or unavailable machinery) then the participant will be randomized to all remaining 

interventions and this participant will be included in the primary analysis set as though they were 

randomized unrestricted to their assigned intervention.

If a participant is ineligible for an entire domain then that participant will not be randomized to an 

intervention from that domain. The participant will be randomized to a regimen from all remaining 

domains. As long as the participant is randomized within at least one domain they will be included in 

the primary analysis. For the ineligible domain the participant will be assigned a covariate for that 

domain reflecting the ineligibility for the domain. This allows the model to learn about the relative 

efficacy of the remaining interventions in the domains in which the participant has been 

randomized. If there is a domain with only two interventions and participant is ineligible for one of 

the two then the participant will be treated as though they are ineligible for the domain. If there is a 

domain with more than two interventions but a participant is ineligible for all but one then the 

participant will be deemed ineligible for the domain. If a participant is only eligible for one 

intervention within a domain the allocation process may still provide a recommendation that the 

only available intervention should be provided to the participant (but this is so as to reinforce trial 

processes associated with successful embedding and such patients will not be included within any 

analysis of the relevant domain).

If there is a domain with more than two interventions and the participant is ineligible for at least one 

due to a patient-level factor (for example known intolerance to an intervention), but eligible for at 

least two, then the participant will be randomized among those interventions that the participant is 

eligible to receive. The participant will have their assignment included in the primary Bayesian model 

with an appropriate covariate identifying their ineligibility status that takes into account that a 

patient-level factor that determines partial eligibility could be associated independently with 

outcome. The impact of participants with partial eligibility will be taken into consideration by the 
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DSMB at the time of consideration of whether a Platform Decision is appropriate following a 

Statistical Trigger.

7.8.6. Intervention Superiority Statistical Trigger

At any adaptive analysis, if a single intervention has at least a 0.99 posterior probability of being a 

member of the optimal regimen, for that unit-of-analysis, then that intervention will be deemed as 

being superior to all other interventions in that domain in that target population. This Statistical 

Trigger may also be applied for a state that defines the target population for a domain.

7.8.7. Intervention Inferiority Statistical Trigger

At any adaptive analysis, if a single intervention has less than a 0.01 posterior probability of being a 

member of the optimal regimen, for a unit-of-analysis, then that intervention will be deemed as 

being inferior for that target population. If superiority and inferiority were to be discovered 

simultaneously (for example when there are two interventions), the result will be interpreted as 

demonstrating superiority. This Statistical Trigger may also be applied for a state that defines the 

target population for a domain.

7.8.8. Intervention Equivalence Statistical Trigger

If two interventions within a domain, for a unit-of-analysis, have at least a 0.90 probability of being

within a pre-specified delta for the primary endpoint then these interventions will be deemed as 

being equivalent. The size of the pre-specified odds ratio delta is 0.20, meaning equivalence is 

reached with at least a 90% probability of neither intervention increasing the odds ratio of mortality 

by more than 0.20. An odds ratio delta of 0.2 has been chosen on the basis that it is consistent with 

guidance from the Food and Drug Administration (FDA) (U.S. Department of Health and Human 

Services, 2016) and the European Medicines Agency (EMA) (European Medicines Agency, 2005), as 

well as discussed in academic literature, and the magnitude of treatment effect that has been 

specified in published superiority trials that enroll patients who are critically ill (Aberegg et al., 2010, 

Ware and Antman, 1997, European Medicines Agency, 2005, U.S. Department of Health and Human 

Services, 2016). A measure of relative treatment effect (odds ratio) is specified, rather than an 

absolute difference in treatment effect. This choice is made because it is reasonable to expect the 

mortality rates to vary between strata, and the relative effect is a more robust analysis method 

across these differences.N
o
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In a domain with two interventions equivalence is evaluated between the single pair of 

interventions. In a domain with more than two interventions, equivalence is evaluated for every 

possible pairwise comparison. 

A DSA may define levels of delta for equivalence that are different from the default delta. This 

includes the possibilities of specifying a delta that may be asymmetrical for some or all pair-wise 

comparisons or both. The DSA will set out the rationale for any variation in delta and may include, 

but are not limited to, cost or burden.

This Statistical Trigger for equivalence may also be applied for a state that defines the target 

population for a domain.

7.8.9. Action when a Statistical Trigger is achieved

Introduction

If a Statistical Trigger is achieved this will be communicated by the SAC to the DSMB. Subject to the 

DSMB confirming that a Statistical Trigger has been reached validly, the DSMB will oversee a range 

of actions, as follows.

Actions following Statistical Trigger for superiority

If an intervention triggers a threshold for superiority and the DSMB declares this as a Platform 

Conclusion, the intervention is deemed as being superior. At that point randomization to all other 

remaining interventions in the domain in that unit-of-analysis will be halted at sites at which the 

superior intervention is available (randomization to the non-superior interventions may continue at 

sites at which the superior intervention is not available pending its availability). The result will be 

communicated to the ITSC who will take responsibility to undertake Public Disclosure as soon as 

practicable with the dissemination of the research result via presentation or publication or both.

Within the REMAP and at sites with access to the superior intervention, all participants will be 

allocated to the superior intervention (while still being randomized to interventions from the other

domains). In this regard the domain remains active with what can be considered as 100% RAR to the 

superior intervention, pending the addition of any new interventions to be evaluated against the 

current superior intervention. It is also possible that a superior intervention will be retained but 

subject to further evaluation, by randomization, to refine the optimal characteristics of the superior 

intervention (for example duration of therapy or optimal dose).
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Actions following Statistical Trigger for inferiority

If the trial triggers a threshold for inferiority and the DSMB declares this as a Platform Conclusion, 

the intervention is deemed as being inferior. At that point the intervention will not be randomized to 

any more participants in that unit-of-analysis. The result will be communicated to the ITSC who will 

take responsibility to undertake Public Disclosure as soon as practicable with the dissemination of 

the research result via presentation or publication or both.

Where a Platform Conclusion is reached for superiority or inferiority, the DSMB may recommend 

that Public Disclosure should be delayed until additional results are available, so as to allow further 

recruitment to evaluate interactions between interventions in different domains or for other 

clinically or statistically valid reasons. However, declaration of a Platform Conclusion will always 

result in the removal of inferior interventions from a domain and that all eligible participants within 

the REMAP receive a superior intervention.

Actions following Statistical Trigger for equivalence

If a Statistical Trigger arises because one or more pairs of interventions are deemed as being 

equivalent within a unit-of-analysis, this will be communicated to the ITSC by the DSMB. The ITSC in 

conjunction with the DSMB may undertake additional analyses, for example, of clinically relevant 

secondary endpoints.

The approach to a Statistical Trigger for equivalence is different depending on the number of 

interventions within a domain.

For domains with only two interventions a valid Statistical Trigger for equivalence will be reported as 

a Platform Conclusion. With respect to the adaptation of the domain, the following actions are 

possible:

· Removal of the domain from the Platform

· Switching the allocation status to deterministically assign one of the Interventions, 

for example the less burdensome or less expensive intervention

· No change to the interventions within the domain with continuation of RAR. This 

could be to further evaluate secondary endpoints, a smaller delta of equivalence, or 

interest in interactions with other Interventions. Such changes would require 

amendment to the DSA.
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Factors that should be taken into account by the DSMB and the ITSC include the results of the 

primary analysis, analysis of clinically relevant secondary end-points, the possibility of treatment-by-

treatment interactions, the relative burden and cost of the two interventions, the clinical 

interpretation of the adequacy of the delta, and the possibility that ongoing randomization with a 

smaller delta might also allow a Statistical Trigger for superiority (with a small effect size).

The options following a Statistical Trigger for a pair of Interventions in a Domain with three or more 

Interventions are more complex. Within a domain with three or more interventions the information 

provided by the DSMB to the ITSC may include specification of the ordinal rank of the equivalent 

interventions within the domain. With respect to reporting of Platform Conclusions and adaptations 

of the domain the following actions are possible:

· A pair of equivalent interventions may be compressed into a single group for the 

purposes of ongoing analysis. Both interventions continue to be interventions that 

are available within the domain for allocation, but the primary analysis considers the 

effect of the two interventions as a single group, where a balanced randomization 

will be assigned to each of the intervention pair within this compressed group. 

Secondary analyses can continue to be conducted to determine if equivalence is 

maintained with the possibility of the intervention being restored as individual 

interventions if results no longer support equivalence. It is acknowledged that re-

analysis of the domain immediately following compression of one (or more) pairs of 

equivalent interventions may result in the occurrence of other Statistical Triggers 

(e.g. a compressed pair may be superior or inferior to all remaining interventions). 

Any statistical Trigger that results from compression of one or more pairs will be 

responded to as outlined in this section with reporting of the cascade of Statistical 

Triggers. Compression of a pair of interventions can occur with or without reporting 

of a Platform Conclusion.

· Removal of one of the pair of equivalent interventions from the domain, for 

example the more burdensome or more expensive intervention, which will result in 

a reporting of a Platform Conclusion.

· No change to the interventions within the domain with continuation of RAR. This 

could be to further evaluate secondary endpoints, a smaller delta of equivalence, or 

interest in interactions with other interventions. Such changes would require 

amendment to the DSA. This could occur with or without reporting a Platform 

Conclusion.
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Factors that should be taken into account by the DSMB and the ITSC include the results of the 

primary analysis, analysis of clinically relevant secondary end-points, the possibility of treatment-by-

treatment interactions, the relative burden and cost of the two interventions, the clinical 

interpretation of the adequacy of the delta, the possibility that ongoing randomization with a 

smaller delta might also allow a Statistical Trigger for superiority (with a small effect size) and the 

ordinal position of the equivalent pair within the domain.

In a domain that comprises three or more interventions, but in which two or more interventions are 

analyzed in a nested manner, the nested group may be combined for analyses of equivalence. 

Where compression converts a domain with three or more interventions into a domain with two 

interventions (and data continues to support equivalence of the compressed interventions) such a 

domain will be regarded as a two-intervention domain for the purposes of evaluation of Statistical 

Triggers for superiority, inferiority, and equivalence.

If a Platform Conclusion is reached, the ITSC will take responsibility to undertake Public Disclosure as 

soon as practicable with the dissemination of the research result via presentation or publication or 

both. There is no automated adaptation when equivalence is deemed to have occurred. Where 

appropriate each DSWG will produce an operational document, that is publicly accessible, that 

considers a range of plausible scenarios and provides guidance as to the actions that should occur in 

the event of a Statistical Trigger for equivalence for different pairs of interventions. If any of these 

documents are updated, previous versions will be archived but continue to be publicly accessible.

7.8.10. Analysis set for reporting

The primary analysis set that will be used for reporting a Public Disclosure will comprise all 

participants who are analyzed at the time the adaptive analysis results in the occurrence of a

Statistical Trigger. As such, there will be some participants who have been randomized but are not 

included within this analysis, either because participants have not yet completed 90 days of follow 

up or because data for a participant who has completed 90 days of follow up has not yet been 

submitted. At the time of Public Disclosure, a secondary analysis will also be reported that comprises 

all participants who are evaluable through to the point at which there was cessation of 

randomization to the relevant comparator arms.

7.8.11. Simulations and statistical power

The design of the trial, at initiation, and in conjunction with the planning of the introduction of new 

interventions within a domain or of new domains, will be informed by the conduct of extensive 
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simulations using standard Monte Carlo methods. Simulations will be updated whenever a new 

intervention is added within a domain or whenever a new domain is added to the REMAP. However, 

simulations will not be updated when an intervention is removed from a domain because of the 

declaration of a Platform Conclusion that the intervention is inferior. These simulations will evaluate 

the impact of a range of plausible scenarios on the statistical properties of the trial.

Existing simulations indicate that when a single intervention in a domain with two interventions is 

beneficial, with a constant benefit for all participants, the power to be determined superior to the 

complement intervention as a function of its odds-ratio benefit is greater than 90% when there is at 

least a 25% odds-ratio decrease in the probability of mortality for the funded sample size of 6800 

participants. The timing of these conclusions of superiority have a median time of less than 2000 

participants. The probability that an intervention will be deemed superior to a complementary 

intervention when in truth the two are equal (a type I error) is typically less than 2.5%.

The results of detailed simulations of current domains is located in the Simulations Appendix which 

is maintained as an operational document that is publicly accessible and updated as required.

7.8.12. Updating model after monitoring

If any variable that contributes to the model is identified to be inaccurate at a monitoring visit, the 

data will be corrected and utilized for the next interim analysis. Any change to a previous statistical 

trigger will be reviewed by the DSMB to determine the implications. The DSMB will advise the ITSC if 

there is any material change in a Platform Conclusion which, if published, will be reported to the 

journal as an erratum. 

7.9. Co-enrollment with other trials

Co-enrollment of participants in other research studies, including interventional trials, is strongly 

encouraged. The principle is that co-enrollment should always occur and is only not permitted when 

there is a clear threat to the validity of either study or it would materially influence the risk to 

participants. Decisions regarding co-enrollment with other trials will be made on a trial-by-trial basis. 

Where a potentially co-enrolling trial is being conducted in more than one region in which the 

REMAP is being conducted the decision regarding co-enrollment will lie with the ITSC. Where a 

potentially co-enrolling trial is being conducted only in one region in which the REMAP is being 

conducted the decision regarding co-enrollment will lie with the RMC. In all circumstances the ITSC

and RMCs should liaise regarding decisions about co-enrollment. Decisions regarding co-enrollment 
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with other trials will be distributed to participating sites as an operational document and will not 

require or involve amendment of this protocol.

7.10. Cooperation between the REMAP and other trials with overlapping 

populations or interventions

During the life-time of the REMAP it is likely that there will be many other clinical trials that will have 

inclusion and exclusion criteria which would include participants who are eligible for this REMAP.

This would include, obviously, trials with a primary interest in patients with CAP, but could also 

include patients with the Acute Respiratory Distress Syndrome (ARDS) and patients with severe 

sepsis or septic shock. Such trials will likely test a range of interventions, some of which may also be 

intervention options within this REMAP. This REMAP seeks to cooperate and coordinate maximally 

with other trials. Examples of such cooperation and coordination would include, but not be limited 

to, utilization of REMAP infrastructure for screening and recruitment to other trials, sharing of data 

collected by the REMAP, and sharing of allocation status so as to allow incorporation of allocation 

status within analysis models.

Where another trial is evaluating an intervention that is also included within this REMAP each site 

(or region) would need to establish rules that determine circumstances in which each trial has 

preference for recruitment. Where another trial and this REMAP are evaluating different 

interventions the extent to which cooperation is possible will also be determined by the extent to 

which the interventions are compatible, i.e. capable of having their effect evaluated independently 

within each trial.

7.11. Registry of non-randomized patients

In some locations, the REMAP may be nested within a registry. Where this occurs the operation of 

the registry, including eligibility criteria, ethical issues, and variables that will be collected, will be 

described in a separate Registry Appendix.

7.12. Criteria for termination of the trial

This trial is designed as a platform, allowing for continued research in patients with CAP admitted to 

an ICU. The platform allows for the study to be perpetual, with multiple different domains that can 

be evaluated at any one time, and over time. Frequent adaptive analyses are performed to 

determine whether the interventions under evaluation are still eligible for further testing or 

randomization should be stopped due to demonstrated inferiority, superiority or equivalence.
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It is anticipated that after inclusion of the initially planned sample size, the study would continue to 

include additional participants and test additional domains and/or interventions until one of the 

following occurs:

· CAP is no longer deemed to be a public health problem

· The effectiveness and/or cost-effectiveness of all interventions are known and there are no 

new plausible interventions to test 

Should the whole study be stopped, the end of trial is the date of the last scheduled follow up for 

any participant.

8. TRIAL CONDUCT

8.1. Site time-lines

8.1.1. Initiation of participation at a site

A range of options are available for the sequence of activities by which a site commences 

participation. The following outlines the default sequence of participation. The first level of 

participation is termed ‘observational only’. During this stage eligible participants will be identified, 

preferably using a process of embedding with recognition by clinical staff and registration on the 

study website as soon as eligibility is recognized. Treatment decisions will be made by that site’s 

clinical staff, and observational data using the study CRF or a sub-set of the CRF will be collected. The 

next level of participation is termed ‘single domain’. During this time period, eligible participants are 

identified and randomized, but only within a single domain. The next level of participation is termed 

‘multiple domains’ although this would typically include only the addition of a single domain at any 

one time-point with staggered introduction of additional domains. Decisions about transition 

through levels would be made by the site, in conjunction with the RCC, and would be influenced by 

factors including speed and accuracy of identification of eligible participants, accuracy of information 

provided at time of randomization, compliance with allocated treatment status, and timeliness of 

reporting of outcome variables that are used to determine RAR algorithms. It is also permissible to 

commence the trial with multiple domains being active at initiation.

8.1.1. Vanguard sites

In each region or at the initiation of a new domain or both, the trial may consider commencing with 

only a small number of vanguard sites. The purpose of commencing the trial at vanguard sites is to 

learn about the effectiveness of different options for trial processes so that this information about 
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the most effective trial processes can be shared with subsequent non-vanguard sites. If a site is 

acting as a vanguard site this will be specified in any application for ethical approval at that site.

8.2. Summary of time-lines for recruited participants

A summary of the study and follow up schedule is outlined in Figure 6.

Figure 6: Study Procedures 

8.3. Recruitment of participants including embedding

8.3.1. Embedding

The trial is designed to substitute allocation of treatment status by randomization where otherwise a 

treatment decision would have been made by clinical staff (where it is clinically and ethically 

appropriate to do so), and for this to occur at the time that the treatment decision would have 

otherwise been made. It is not essential that embedding is used to achieve recruitment and 

randomization but it is preferable and it is encouraged that participating sites work in conjunction 

with the trial team to achieve embedding wherever possible and as soon as possible.

The success of embedding can be evaluated by the proportion of eligible participants who are 

recruited and randomized, that recruitment and randomization occurs as soon as possible after 
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eligibility occurs, and that there is compliance with the allocated intervention. Successful embedding 

will enhance the internal and external validity of the results generated by the trial.

Each site, taking into account its own clinical work practices, will be asked to develop internal 

processes that will be used to achieve successful embedding. Wherever possible the RCC will advise 

and assist sites to achieve successful embedding. In brief, each participating site will identify their 

ICU admission procedures that occur with each new patient and then align these procedures to 

facilitate assessment of eligibility by clinical staff who provide routine care for each patient. This can 

be achieved through several methods including checklists on electronic Clinical Information Systems 

(eCIS).

8.3.2. Participant recruitment procedures at participating units 

Once screened and identified as eligible the clinical staff (medical or nursing) or research staff will 

randomize the participant. Standard Operating Procedures (SOPs) will be developed to guide staff 

who undertake randomization. For example, in ICUs with an eCIS, an integrated website link may be 

used to allow direct access to the trial randomization webpage and, where possible, provide a 

summary (or direct population from the eCIS) of information that is required to be entered into the 

randomization web-site. To complement this system the research staff in each ICU will review 

patients admitted each day to assess the suitability of patients deemed not eligible out of hours, 

either because they were missed on screening or because the clinical situation has changed. 

8.4. Treatment allocation

An eligible participant will receive a treatment allocation that is determined for all domains for 

which the participant is eligible to receive at least one of the available interventions. The 

management of the randomization process in each region is specified in each RSA. Information 

related to RAR is presented in the Interventions section of the Trial Design (Section 7.5.2) and in the 

Statistical Analysis Appendix. As noted elsewhere, all randomized allocation will be determined at 

the time of initial enrollment, but allocation status will not be made known for domains that operate 

using Randomization with Delayed Reveal (see Section 7.8.3.4). If the participants clinical condition 

changes and enters the state that confers eligibility this information will be provided to the 

randomization web-site and the allocation status will be revealed to the site.N
o
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8.5. Delivery of interventions

8.5.1. Treatment allocation and protocol adherence at participating units 

In conjunction with participating sites, trial management staff will develop generic and site-specific 

documents that outline processes for implementation of and facilitate adherence with participant’s 

allocated treatment status. Wherever possible these will seek to integrate trial processes with 

existing routine treatment processes to allow seamless adoption of the allocated treatments. For 

example, after randomization the clinical staff will be directed to use a pre-populated order sheet, 

necessary for the treating clinicians to authorize and for a bedside nursing staff to follow allocated 

treatment processes for that individual participant. It is intended that this process will not only 

reduce the complexity of ordering the study treatments but also reduce errors and increase 

adherence to the allocated protocol.

With respect to blinding, the default position within the REMAP is that treatments determined by 

randomization will be provided on an open-label basis. Where interventions are conducted on an 

open-label basis, all members of the ITSC and all other staff associated with a RCC of the trial will 

remain blinded until a Platform Conclusion is reported by the DSMB. Although the default is the 

provision of open-label treatments the blinding of treatment status is not precluded within the 

REMAP. Whether interventions are open-label or blinded will be specified in DSAs.

8.6. Unblinding of allocation status

Unblinding of any blinded treatment by site research staff or the treating clinician should only occur 

only in when it is deemed that knowledge of the actual treatment is essential for further 

management of the participant. A system for emergency unblinding will be provided in the DSA of 

any domain that includes interventions that are administered in a blinded fashion. Any unblinding 

process will ensure that the investigator can directly and rapidly unblind in an emergency situation. 

All unblindings and reasons as they occur will be documented in the CRF. Unblinding should not 

necessarily be a reason for study drug discontinuation.

8.7. Criteria for discontinuation of a participant in the trial

Trial participants may be discontinued from the trial entirely or from one or more domain-specific 

interventions according to predefined criteria for discontinuation. The criteria for discontinuation 

specific to each domain are specified in the relevant DSA. 
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Criteria for discontinuation from the REMAP interventions entirely include:

1. The treating clinician considers continued participation in the REMAP interventions are not 

deemed to be in the best interests of the patient

2. The participant or their Legal Representative requests withdrawal from ongoing 

participation in all REMAP interventions

In the case of discontinuation, the reasons for withdrawal will be documented. Consent to the use of 

study data, including data collected until the time of discontinuation and data to inform primary and 

secondary outcome data will be requested specifically from participants or their Legal 

Representative who request discontinuation. Following discontinuation of a REMAP intervention, 

participants will be treated according to standard ICU management. Participants who are withdrawn 

will not be replaced. All data will be analyzed using the ITT principle.

8.8. Concomitant care and co-interventions

All treatment decisions outside of those specified within the REMAP will be at the discretion of the 

treating clinician. Prespecified co-interventions related to specific domains will be recorded in the 

CRF and are outlined in the relevant DSAs.

8.9. Data collection

8.9.1. Principles of data collection

Streamlined data collection instruments and procedures will be used to minimize the workload in 

study sites. The CRF will be developed by the ITSC and made available to the participating sites as a 

paper and electronic CRF (eCRF) for ease of data collection. Data may be entered directly into the 

eCRF or first entered onto a paper copy of the CRF and entered subsequently into the eCRF. All data 

will be collected by trained staff who will have access to a comprehensive data dictionary.

Information recorded in the CRF should accurately reflect the subject’s medical/ hospital notes, 

must be completed as soon as it is made available, and must be collected from source data. The 

intent of this process is to improve the quality of the clinical study including being able to provide

prompt feedback to the site staff on the progress, accuracy, and completeness of the data 

submitted. The eCRF will be web-based and accessible by a site or investigator specific password 

protected.
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8.9.2. Variables to be collected

The generic variables to be collected for all domains in this REMAP are as detailed, indicatively, in 

the Core Protocol, below. Additional domain-specific variables are outlined in the relevant DSAs. 

Baseline variables are defined as at or before the time of randomization. 

Baseline and required for randomization

· Overall REMAP Inclusion / exclusion check list

· Date and time of hospital admission

· Date and time of first ICU admission

· Domain-specific exclusion checklist

· Shock status

· Hypoxemia status

· Influenza status

· Pandemic status

Baseline but not required for randomization

· Demographic data (date of birth, age, sex, estimated body weight and height)

· Co-existing illnesses and risk factors for pneumonia

· Source of ICU admission

· Acute Physiology and Chronic Health Evaluation (APACHE) II variables 

· Sequential Organ Failure Assessment (SOFA) variables

· Intervention allocation status within domains and randomization number

· Results of microbiological testing

Daily from randomization until discharge from ICU or Day-28 whichever 

comes first

· Hypotension and administration of vasopressors/inotropes

· Administration of dialysis

· Administration of invasive or non-invasive ventilation

· P:F ratio components

ICU Outcome data 

· Date and time of ICU discharge

· Survival status at ICU discharge
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· Dates of ICU readmission and discharge

Hospital outcome data

· Date and time of hospital discharge

· Survival status at hospital discharge

· Discharge destination

· Results of microbiological testing

Antimicrobial Administration

· Administration of antibiotic medications

· Administration of antiviral medications

Outcome data

At the discretion of the site, unless specified otherwise in a RSA or DSA, and collected by phone:

· Survival status at 90 days 

· Survival status at 6 months

· HRQoL measured by EQ-5D at 6 months

· Disability status measured by WHODAS at 6 months and baseline information to interpret 

disability

· Opinions and beliefs regarding participation in research (reported at 6 months)

Process-related outcomes

· Time from index hospital admission to ICU admission

· Time from ICU admission to randomization

· Selected co-interventions

· Compliance with allocated intervention(s).

8.9.3. Data required to inform Response Adaptive Randomization

This REMAP will use frequent adaptive analyses and incorporate RAR. All variables used to inform 

RAR will be pre-specified. The key variables include:

1. Baseline and allocation status

a. Unique trial-specific number

b. Location (Country and Site code)
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c. Date and time of randomization

d. Eligibility for each domain

e. Intervention allocation for each domain

f. Reveal status for each intervention allocation for each domain

g. Age category

h. Strata

i. Shock or no shock

ii. Influenza status

iii. Pandemic strata

i. State 

i. Hypoxemia 

2. Outcome

a. All-cause mortality at 90 days

b. Date of hospital discharge

Data fields required to inform the adaptive randomization process and Statistical Trigger will be pre-

specified and will be required to be entered into the eCRF within 7 days of death and within 97 days 

of enrollment into the REMAP if the participant is alive at 90 days.

8.9.4. Blinding of outcome assessment

Wherever feasible outcome assessment will be undertaken by research staff who are blinded to 

allocation status. Such blinding will not be feasible for many outcomes, particularly those that occur 

while the participant is still admitted to an ICU or the hospital. However, the primary endpoint and 

key secondary endpoints are not variables that are open to interpretation and so accuracy will not 

be affected by outcome assessors not being blinded to allocation status.

8.10. Data management

8.10.1. Source Data

Source documents are where data are first recorded, and from which participants’ eCRF data are 

obtained. These include, but are not limited to, hospital records (from which medical history and 

previous and concurrent medication may be summarized into the eCRF), clinical and office charts, 

laboratory and pharmacy records, radiographs, and correspondence.
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8.10.2. Confidentiality

All documents will be stored safely in confidential conditions. On all trial-specific documents, other 

than the signed consent, the participant will be referred to by a unique trial-specific number and/or 

code in any database, not by name. Information linking the participant’s medical data to database 

materials will be maintained in a secure location at the participating site. This information will not be 

transmitted to the members of the ITSC, any DSWG, or RMC. The key to code and recode participant

identifiers will only be accessible to local site investigators (research nurse and principal investigator) 

but not to members of the central study team. ICU and coded individual subject data and records 

will be held in strictest confidence by the site investigator and healthcare staff and by all central 

research staff, as permitted by law.

8.11. Quality assurance and monitoring

The trial will be conducted in accordance with the current approved protocol, Good Clinical Practice

(GCP), relevant regulations and SOPs.

8.11.1. Plans for improving protocol adherence and complete data

Data entry and data management will be coordinated by the Regional Project Manager and the RCC, 

including programming and data management support.

Several procedures to ensure data quality and protocol standardization will help to minimize bias. 

These include:

· Start-up meeting for all research coordinators and investigators will be held prior to study 

commencement to ensure consistency in procedures;

· A detailed dictionary will define the data to be collected on the CRF;

· The data management center will perform timely validation of data, queries and corrections 

if errors are found during quality control checks;

· Data monitoring will occur as described below.

8.11.2. Data Monitoring 

The study will be monitored by a representative of the RCC. A site initiation teleconference or visit 

will be conducted before site activation. Routine monitoring visits will be conducted the frequency 

of which will be determined by each site’s rate of recruitment. Email and telephone communication 

will supplement site visits.
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A monitoring report will be prepared following each visit and reviewed by the RMC if appropriate. A 

follow up letter will be sent to the principal investigator and research coordinator at the site and will 

be filed in the site investigator file.

Medical records, any other relevant source documents and the site investigator files must be made 

available to the representative of the RCC for these monitoring visits during the course of the study 

and at the completion of the study as needed.

Domain-specific monitoring and protocol adherence issues are addressed in each DSA.

8.12. Data safety and monitoring board

A single DSMB will take responsibility for the trial in all regions in which it is conducted. The DSMB 

compiled for this study will consist of 5-7 members; the chair has been selected to have expertise in 

clinical trial methodology, and to have experience with adaptive clinical trial design. Additional 

medical, statistical, and other experts will be selected to ensure all necessary expertise to oversee a 

trial of this complexity and scope. The DSMB will conduct its activities in accordance with a separate 

Charter; the Charter must be approved by the DSMB, and ITSC prior to the initiation of the trial. The 

DSMB will be unblinded to ensure the highest quality oversight of the trial, in accordance with 

current recommendations of regulatory authorities.

The DSMB will review received frequent updates of the trial’s adaptive analyses from the SAC. The 

role of the DSMB will be to ensure that the pre-specified trial algorithm is being implemented as 

designed, that the design remains appropriate from a scientific and ethical point of view, to confirm 

when a Statistical Trigger has been reached, and to either reach or recommend that a Platform 

Conclusion has been reached, as outlined in Section 7.8.9. Trial enrollment and conduct will be 

continuous.

The DSMB will not make design decisions. If the DSMB believes the trial’s algorithms are no longer 

acceptable from an ethical, safety, or scientific point of view it will make recommendations to the 

ITSC which has ultimate decision-making authority regarding the trial design. Where the DSMB and 

the SAC agree on a temporary deviation from the study protocol for safety reasons, they are not 

required to inform the ITSC of this decision. If the DSMB and SAC agree that a permanent change is 

necessary, the chairs of the DSMB, SAC and ITSC will meet to discuss the best way to proceed to 

ensure patient safety and the scientific integrity of the trial. Where the SAC and DSMB disagree on 

the need to deviate from the pre-specified trial design, the DSMB must inform the ITSC of their 

recommendations and the rationale for these. 
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8.13. Safety monitoring and reporting

8.13.1. Principles

The principles used in the conduct of safety monitoring and reporting in this trial are those outlined 

by Cook et al. in the manuscript “Serious adverse events in academic critical care research”. (Cook et 

al., 2008) A high proportion of critically ill patients who will be enrolled in this trial will experience 

mortality or substantial morbidity. The case-fatality proportion for critically ill patients with CAP is 

likely to be in the order of 20 to 30% and high proportions of patients will have one or both of 

laboratory abnormalities or complications of critical illness and its treatment. Patients who are 

critically ill, irrespective of whether or not they are enrolled in a trial, will typically experience 

multiple events that would meet the conventional definition of a Serious Adverse Event (SAE).

Trials involving vulnerable populations must have research oversight that protects patient safety and 

patient rights and also ensures that there can be public trust that the trial is conducted in a manner 

that safeguards the welfare of participants. The strategy outlined for the definition, attribution, and 

reporting of SAEs in this trial is designed to achieve these goals but does so in a way that seeks to 

avoid the reporting of events that are likely to be part of the course of the illness or events that are 

recognized as important by their incorporation as trial endpoints.

8.13.2. Definition

In accordance with accepted standards a SAE is defined as an event that is fatal, life-threatening, 

results in (or may result) in disability that is long-lasting and significant, or results in a birth defect or 

congenital anomaly.

8.13.3. Reporting Procedures for Serious Adverse Events

The trial endpoints, as outlined in the Core Protocol and as specified in DSAs, are designed to 

measure the vast majority of events that might otherwise constitute an SAE. In particular, SAEs that 

might be attributable to specific interventions are included as secondary endpoints in each DSA but 

are recorded only for participants who are enrolled in that domain. If required, additional 

clarification of issues related to the identification of SAEs that are relevant to a specific domain will 

be described in the DSA. Generally, only SAEs that are not trial-end points require reporting.

However, any SAE that is considered by the site-investigator to be attributable to a study 

intervention or study participation should be reported (Section 8.13.4). Where an SAE is not a trial 

end point it should be reported only where, in the opinion of the site-investigator, the event might 
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reasonably have occurred as consequence of a study intervention or study participation (Section 

8.13.4).

Events that meet the definition of an SAE, require reporting in accordance with the criteria outlined 

above, and occur between trial enrollment but before hospital discharge will be reported to a RCC.

These SAEs should be reported to a RCC within 72 hours of trial staff becoming aware of the event, 

unless otherwise specified in a RSA. The minimum information that will be reported will comprise:

· Unique trial-specific number

· Date(s) of the event

· Nature of the event, including its outcome, and the rationale for attribution to a trial 

intervention

· Whether treatment was required for the event and, if so, what treatment was 

administered

8.13.4. Attribution of serious events to study interventions

It is likely that many participants within the trial will experience events that could be attributed to 

one or more study interventions. However, it will often be difficult to distinguish, in real-time, 

between events that occur as a consequence of critical illness and treatments that are not specified 

by the trial, and interventions specified by the trial. Site investigators should exercise caution in 

attributing events to study interventions. However, the standard that should be applied to 

determine whether SAEs are attributable to study interventions in this trial is that it is possible, 

probable, or certain that there is a direct link between a trial intervention and the SAE or the SAE is 

not considered to be a normal feature of the evolution of critical illness and its treatment.

8.13.5. Attribution of a death to study interventions or study participation

Critically ill patients who will be enrolled in this trial are at high risk of death. The primary endpoint

of the trial is mortality and the objective of the trial is to identify differences in the primary endpoint

that can be attributed to treatment allocation which will often include treatments that are believed 

to be or known to be safe and effective but for which it is not known whether some treatments are 

more effective than others. Where the trial evaluates interactions that are novel and not part of 

usual standard care the threshold for considering attribution to the novel experimental intervention 

should be lower than if an intervention is already in widespread use and its safety profile has already 

been established.
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9. GOVERNANCE AND ETHICAL CONSIDERATIONS

9.1. Management of participating sites and trial coordination

Each region will have a RCC. Each RCC will take primary responsibility for the management of 

participating sites, data management for those sites, and provide web-based randomization for sites 

in its region. The processes by which each RCC will provide trial management and coordination is set 

out in each RSA.

9.2. Ethics and regulatory issues 

9.2.1. Guiding principles

The study will be conducted according to the principles of the latest version of the Declaration of 

Helsinki (version Fortaleza 2013) and in accordance with all relevant local ethical, regulatory, and 

legal requirements as specified in each RSA.

9.2.2. Ethical issues relevant to this study

Patients who will be eligible for this study are critically ill, and many eligible patients will be receiving 

sedative medications for comfort, safety and to facilitate standard life saving ICU procedures. In 

patients who are not necessarily receiving sedative medications, the presence of critical illness, 

itself, leads commonly to an altered mental state that will affect the patient's mental capacity. The 

presence of these factors will mean that most patients who are eligible for the study will not be able 

to provide prospective consent for participation. Additionally, many interventions within this trial 

must be initiated urgently, either because there is an immediate time critical imperative to initiate 

the intervention or because the most valid evaluation of the intervention occurs if the trial 

intervention is initiated at the same time-point as would occur in clinical practice.

The broad approach regarding consent that will be used in this study are as follows:

· Patients who, in the opinion of the treating clinician, are competent to consent will be 

provided with information about the trial and invited to participate

· The vast majority of patients who are eligible for the REMAP will not be competent to 

consent. For such patients, and as permitted by local laws and requirements for ethical 

approval:

o For domains in which all interventions available at the participating site are 

regarded as being part of the spectrum of acceptable standard care by the 
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clinicians at that site, entry to the study is preferred to be via waiver-of-

consent or some form of delayed consent. If required by local laws or ethical 

requirements and alternative to this pathway will be participation in 

conjunction with the agreement of an authorized representative of the 

participant.

o For domains in which at least one intervention available at the participating 

site is regarded as experimental or not part of the spectrum of acceptable 

standard care then prospective agreement by an authorized representative 

will be required. An exception to this principle is recognized when there is a 

time-imperative to commence the intervention which would routinely 

preclude obtaining the prospective agreement by an authorized 

representative.

o For domains in which eligibility may develop after initial enrollment in the 

trial it is permissible to obtain contingent consent from the participant or 

contingent agreement from an authorized representative, i.e. there is 

contingent approval to randomize the participant if the participant meets 

eligibility criteria for a domain subsequently.

o Where any participant is enrolled without having provided their own 

consent, the participant’s authorized representative will be informed as 

soon as appropriate and informed of processes to cease trial participation. If 

required by local laws or processes for ethical approval, the authorized 

representative will be asked to provide agreement to on-going participation.

In undertaking these trial processes research staff will be cognizant of the 

need to avoid unnecessary distress or create unnecessary confusion for 

authorized representatives and all other persons who have an interest in the 

participant’s welfare.

o Where any participant is enrolled without having provided their own 

consent, the participant should be informed of their enrollment after 

regaining competency, in accordance with local practice and jurisdictional 

requirements. Where any participant is enrolled and does not regain 

competency (due to their death or neurological impairment) the default 

position, subject to local laws and ethical review processes, will be that the 

enrolled person will continue to be a participant in the trial.
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It should be noted that once RAR is initiated, participants within the REMAP, on average, derive 

benefit from participation. As a consequence of RAR participants are more likely to be allocated to 

the interventions within each domain that are more likely to result in better outcomes.

9.2.3. Approvals

The protocol, consent form(s) and participant and/or authorized representative information sheet(s)

will be submitted to an appropriate ethical review body at each participating institution and, as 

required, to any additional regulatory authorities. Written approval to commence the study is 

required for all relevant ethical and regulatory bodies.

9.3. Protocol modifications

9.3.1. Amendments

A “substantial amendment” is defined as an amendment to one or more of the Core Protocol, DSA, 

or RSA that is likely to affect to a significant degree:

· the safety or physical or mental integrity of the subjects of the trial;

· the scientific value of the trial;

· the conduct or management of the trial;

· the quality or safety of any intervention used in the trial;

· cessation of any intervention or domain for any reason;

· the addition of any new intervention within a domain; or

· the addition of new interventions within a new domain

All substantial amendments to the original approved documents, including all modifications of 

interventions available within a domain and the addition of interventions within a new domain will 

be submitted for approval to all relevant ethical and regulatory review bodies that were required for 

original approvals. Non-substantial amendments will not be notified to such review bodies, but will 

be recorded and filed by the trial sponsors.

Where the cessation of any intervention or any domain occurs for any reason, this is an operational 

issue and randomization to that intervention or domain will no longer be available. Cessation of an 

intervention or domain, either entirely, or within a prespecified subgroup, will be reported to all 

relevant regulatory bodies.
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9.4. Confidentiality

The principles of confidentiality that will apply to this trial, are that all trial staff will ensure that the 

confidentiality of all participants information will be maintained and preserved at all times. The 

participants will be identified only by a unique trial-specific number on all documents and electronic 

databases that contain any information specific to the participating individual. Each site will 

maintain a separate file that links each participant’s unique trial-specific number to the participant’s 

name and other identifying information such as date of birth, address, and other contact 

information. No other information will be maintained in the file that links the participant unique 

trial-specific number to participant identifying information.

9.5. Declarations of interest

All trial staff will be required to declare and update all interests that might or might be seen to 

influence one or both of the conduct of the trial or the interpretation of results. All investigators 

involved in REMAP-CAP maintain a registry of interests on the REMAP-CAP website. These are 

updated periodically and publicly accessible on the study website.

9.6. Post-trial care

The trial has no responsibility for the ongoing management or care of participants following the 

cessation of all trial specified interventions.

9.7. Communication

9.7.1. Reporting

Each participating site will comply with all local reporting requirements, as specified by that site’s 

institution.

Should the entire trial be terminated, all relevant local ethical and regulatory bodies will be informed 

within 90 days after the end of the study. The end of the study is defined as the last participant’s last 

follow-up. 

9.7.2. Communication of trial results

Trial results will be communicated by presentation and publication.
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9.8. Publication policy

Manuscript(s) and abstract(s) resulting from the data collected during this study will be prepared by 

the corresponding DSWG. Where results are influenced by interaction between domains, the DSWG 

for both domains will take responsibility for preparation of manuscripts and abstracts. All 

manuscripts and abstracts reporting trial results that are prepared by one or more DSWGs must be 

submitted to and approved by the ITSC before submission.

Site investigators will not publish or present interim or definite results, including but not restricted 

to oral presentations. The role of site investigators and research coordinators at participating sites 

will be acknowledged by their names being listed as collaborators. Where required publications will 

comply with the publication policies of clinical trials groups that have endorsed or supported the 

study.

9.9. Data access and ownership

9.9.1. Data ownership

All data are owned by the responsible sponsor under the custodianship of the ITSC. As the trial is 

intended to be perpetual, all data will be retained indefinitely.

9.9.2. Access to Data

Direct access will be granted to authorized representatives from ITSC, sponsors, host institution and 

the regulatory authorities to permit trial-related monitoring, audits and inspections. The trial will 

comply with all relevant jurisdictional and academic requirements relating to access to data, as apply 

at the time that the data are generated. Ownership and access to data where a commercial 

organization is involved in the trial (for example by provision of goods or services that are tested 

within a domain) will be set out in a contract between trial sponsors and that commercial 

organization.

The trial will not enter into a contract with a commercial organization unless the contract specifies 

that:

· There is complete academic independence with regard to the design and conduct of all 

aspects of the trial including analysis and reporting of trial results

within a domain) will be set out in a contract between trial sponsors and that commercial within a domain) will be set out in a contract between trial sponsors and that commercial 
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· May agree to provide a pre-publication version of presentations or manuscripts to a 

commercial organization but that the commercial organization has no authority to prevent 

or modify presentation or publication

· That all data are owned by the trial and the commercial organization has no authority to 

access data

9.10. Consent form 

Template information and consent forms will be provided to participating sites as an operational 

document.
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2. STATISTICAL ANALYSIS APPENDIX PROTOCOL VERSION

The version of the Statistical Analysis Appendix is indicated in this document’s header and on the 

cover page.

Version History 

Version 1: Approved by the International Trial Steering Committee (ITSC) on 7 November 2016

Version 1.1: Approved by the ITSC on 12 April 2017

Version 2: Approved by the ITSC on 12 December 2017

Version 3: Approved by the ITSC on 24 August 2019

3. INTRODUCTION

This trial design is built as a process – with the possibility of multiple interventions within multiple 

domains and multiple patient groups being investigated. The trial design is built prospectively to be 

flexible. These flexible aspects are designed and planned and are part of the protocol. In this report, 

we describe the details of the prospective statistical design. In contrast to many clinical trial designs, 

where there is a single intervention or a small number of interventions, this REMAP is designed 

generically so that it may incorporate a flexible number of interventions, with the possibility of these 

numbers evolving as the science evolves. This statistical analysis plan describes the statistical design 

in the most general way possible, and thus applies for all imaginable trial design states. The current 

trial design state is described a separate document, Current Statistical Modeling. 

Similar interventions are grouped within domains. Each patient is randomized to a single 

intervention from each domain. This set of randomized interventions across the domains is the 

patient’s regimen. Patients are also grouped into strata and into disease states. The efficacy of the 

interventions may vary by strata. Optimal interventions will be identified by strata. Some 

interventions may only be administered to patients in certain disease states. The specific domains, 

interventions, strata, and states being investigated in REMAP are allowed to evolve throughout the 

perpetual nature of this trial. These evolutionary aspects are described. The adaptations in the 

design are controlled by a statistical model. This statistical model is described in the section entitled 

“Statistical Modeling” (Section 5). The modeling can expand and contract to accommodate the 
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interventions may vary by strata. Optimal interventions will be identified by strata. interventions may vary by strata. Optimal interventions will be identified by strata. 
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number of domains, interventions, strata, and states being evaluated at any time. The section 

entitled “Trial adaptation and stopping criteria and guidelines for interventions” (Section 9) 

describes the adaptations in this REMAP. These include the timing of adaptive analyses, the 

Response Adaptive Randomization (RAR), and the requirements for declaration of superiority, 

inferiority, or equivalence of interventions. A separate document, The Current Statistical Modeling 

document, describes the current domains, interventions, strata, states and specifies the current 

statistical modeling. Another separate document, the Simulations Appendix, presents a range of 

simulation-based operating characteristics based on the current state of the trial. This includes 

simulating from various assumptions of treatment effects and observing the behavior of the trial 

design: for example, the number of patients assigned to each intervention and the probability of 

declaring interventions superior, inferior, or equivalent by strata.

4. STRUCTURE OF TRIAL 

Primary Endpoint 

The primary endpoint for the trial is all-cause mortality at 90 days. This is considered as a 

dichotomous endpoint where outcomes will be failure (mortality within 90 days of enrollment) or 

success (not a failure). We label the outcome for a patient as Y, where Y=1 is defined as a failure 

(death within 90 days) and Y=0 is a patient success.

Domains 

For the purposes of REMAP, a domain defines a specific set of competing treatments within a 

common clinical mode. Each domain has a set of mutually exclusive and exhaustive interventions. 

Every eligible patient will be randomized to one and only one of the available interventions from 

each domain.

We label the domains as d = 1, 2,…, D. A specific domain may also be referred to by a letter: A, B, C, 

…. Interventions within a domain are labeled with a subscript index, j. Therefore, dj refers to 

intervention j within domain d. There are j = 1, …, Jd interventions in each domain d. It is expected 

that the number of domains, and the number of interventions within each domain will expand or 

contract as the trial progresses.N
o
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Regimens

Every patient will be randomized to a set of interventions, exactly one from each domain. The set of 

interventions are referred to as a regimen. All possible combinations define the set of available arms 

in the trial. We label a regimen as r. As an example, assuming 4 domains denoted as domain A, B, C, 

and D, a regimen would be: 

r = (Aa, Bb, Cc, Dd).

Strata

There are multiple covariates within this REMAP to describe patients’ baseline characteristics, but 

some of these covariates are treated as possibly prognostic in that the treatment effect may vary 

across these covariates. We label these select covariates as prospectively defined strata and the 

treatment effect of an intervention is modeled as possibly varying across the strata.

Within each stratum, patients will be grouped in a dichotomous manner. If a strata is defined as an 

ordinal-type variable, then dichotomous indicator variables according to the desired contrasts will be 

defined. Therefore, let x1, …, xK be the set of K dichotomous indicator variables that define the 

different strata. The number of unique strata (or sub-groups) is 2K. We label the dichotomous groups 

in each stratum as g=1,2. For example, the trial will begin with a single stratum – shock. Therefore,

shock is strata x1. Within this stratum, patients will either not be in shock (g = 1) or will be in shock (g

= 2). 

The number of strata may be expanded, or the existing strata may be modified as the trial 

progresses. The description here is expandable when strata are defined by a dichotomous structure.

State

A state is a clinical condition of a patient that may change during the course of their treatment. The 

different states within the REMAP are used to define possible eligibility of the patient for different 

domains at different times in the trial and as a covariate of analysis within the statistical model to 

adjust for disease severity. A state is a set of mutually exclusive categories, defined by characteristics 

of a patient, and states are dynamic in that they can change for a single patient, at different time-

points, during the patient’s participation in the REMAP.
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The number of state variables and the number of states within the REMAP may be varied, depending 

on the impact of the number of states on statistical power, as determined by simulations. The a 

priori defined states that are used may be changed during the life of the REMAP as knowledge is 

accumulated.

The states are modeled as additive covariates within the statistical model. We label the different 

states as s=1,…,S.

Randomization

Randomization assignments are performed for patients at baseline. Randomization is performed 

separately by strata in that the randomization probabilities to the interventions may vary depending 

on the group membership of the patient within the strata. Patients are randomized to a full regimen, 

and not to individual interventions within the domains. Section 9.6 describes the response adaptive 

randomization allocation procedure.

However, there may be domains where the therapy is specific to a certain disease state. Some 

patients will not be in disease states that require the interventions from a particular domain. For 

example, a domain may be specific to a more severe disease state. Initially the patient may not be in 

that severe disease state but could transition to that disease state. Randomization at baseline will 

assign an intervention in each domain regardless of disease state. However, the domains may differ 

in the timing of when the randomization assignment is revealed. Some domains will employ an 

immediate reveal at baseline. For these immediate reveal domains the randomization will be treated 

in an intent-to-treat fashion for the primary analysis in that all patients will be included in the 

analysis of that domain. Some domains may employ deferred reveal, in which the randomization 

assignment is revealed based on an initial eligibility criterion at the time of randomization but the 

information to assess that eligibility criterion only becomes known after some time. These domains 

will be treated analogously to the immediate reveal domains for analysis. Finally, some domains will 

employ delayed reveal, in which the randomization is revealed only for patients in the disease states, 

or who progress to the disease states, that require that domain. The revealing of the domain will be 

tracked and the analysis of delayed reveal domains will censor from the analysis the patients that did 

have that randomization assignment revealed. In the case of interventions within a delayed reveal 

domain, the specific modeling of the intervention effects and modeling the time varying aspects of N
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states will be custom to that domain and will be prespecified in a separate document, Current 

Statistical Modeling. 

5. STATISTICAL MODELING

Inferences in this trial are based on a Bayesian statistical model, which estimates the posterior

probability of all-cause mortality at 90 days (primary endpoint) for each regimen based on the 

evidence that has accumulated during the trial in terms of the observed 90-day mortality outcomes 

and assumed prior knowledge in the form of a prior distribution. This differs from conventional 

(frequentist) analysis methods where inferences are based on a likelihood of observed outcomes 

against a null hypothesis.

The statistical model takes into account the variation in outcomes by region, strata, disease states, 

age group, and time since the start of the trial. The model estimates treatment effects for each 

intervention as well as determines if these treatment effects vary by strata and if treatment effects 

of individual interventions in one domain vary when paired with interventions from other domains.

Let

· R = region 

· s = disease state

· k = strata and gk = the yes/no dichotomous status within strata k where gk = 1 means the 

strata condition is “no” and gk = 2 means the strata condition is “yes”

· age = age group

· T = era measured in 13-week increments since the start of the trial

· d = domain and dj is intervention j within domain d

We model the log odds of the probability of 90-day all-cause mortality, p, as
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&' is the covariate that adjusts for region. There is one &' term estimated for each R = 1,…,R where 

R = 1 is the referent group and the remaining terms estimate the increase or decrease in mortality 

associated with region

*,-./ is the covariate that adjusts for both strata and disease state. For each strata k where k = 1,…K, 

there is one term for every pairwise combination of s = 1,…,S and gk = 1,2. The referent by strata k is 

when both s = 1 and gk = 1. The remaining terms then estimate the increase or decrease in mortality 

associated with the strata and disease state combinations. When s = 1 (the referent disease state) 

this term estimates the increase or decrease in mortality associated with the strata condition (gk = 2 

versus gk = 1). For gk = 1 (the referent strata group) this term estimates the increase or decrease in 

mortality associated with disease state (s = 2,…,S versus s = 1). When both s > 1 and gk = 2 this term 

estimates the additional effect of the strata condition (gk = 2) in each of the disease states. 

45.6 is the covariate that adjusts for age group. Age will be modeled as categorical age groups. 

There is one 45.6 term for each age group being modeled. The referent will be a middle age group

and the remaining terms estimate the increase or decrease in mortality associated with the other

age group categories. 

:; is the covariate that adjusts for time since the start of the trial. There is one term for each T = 

1,…,T where each represents an era, or a 13-week period of calendar time. The trial era in which the 

analysis is being conducted (the most current era) will be the referent and every other :; then 

represents the increase or decrease in mortality associated with calendar time since the start of the 

trial. 

<>? are the terms that estimate the main effects of each intervention. There is one <>?term for each 

intervention in each domain. Intervention j = 1 in domain d = 1 is the referent and every other <>?
estimates the relative increase or decrease in mortality associated with each other intervention in 

the trial.

I3>?are the terms that estimate intervention by strata interactions. There is one term for every 

pairwise combination between the k = 1,…, K strata in the trial and the j = 1,…,Jd interventions across 

all d = 1,…D domains in the trial. We define I(gk = 2) as an indicator variable for gk = 2 in strata k. 

Therefore, this term estimates the increase or decrease in morality associated with an intervention 

when gk = 2 (strata condition is “yes”) versus when gk = 1 (strata condition is “no”).
N
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J>?>?KK are the terms that estimate the intervention by intervention interactions. There is one term 

for every pairwise combination between all the interventions j = 1,…, Jd in one domain all 

interventions j’ = 1,…, J’
d’ in every other domain. These terms estimate the increase or decrease in 

the effectiveness of each intervention when it is paired with another intervention from another 

domain.

As described above, there may be two types of domains. There will be immediate reveal domains 

that investigate interventions that do not depend on disease state and the randomization 

assignments in these domains can be made known immediately. There may be delayed reveal 

domains that investigate interventions that are appropriate only for patients in certain disease 

states that evolve within patients during the trial. The randomization assignment can be made 

known only to patients in these disease states. Therefore, there will be three groups of patients 

relative to a delayed reveal domain:

1. The randomization is never revealed because the patient is never in an eligible disease state

2. The patient enters the trial in the eligible disease state and the randomization assignment is 

effectively immediately revealed

3. The patient transitions to the eligible disease state after the initial randomization and the 

randomization status is a delayed reveal

We define a model that includes terms for the treatments in both immediate and delayed reveal 

domains. However, there will be no interaction terms estimated with the interventions in the

delayed reveal domains and any other domains. This model will be fit based on all randomized 

patients where patients are included in the model based on the initial disease state they are in at the 

time they are randomized. The efficacy of delayed reveal domains among patients who transition to 

the eligible disease state (group 3 above) will be modeled through a “sub-model” that only informs 

the relative efficacy of the interventions within the delayed reveal domain. The sub-model will 

include adjustment for the covariates of region, age and era, and will include the main effect terms 

for the interventions in the delayed reveal domain. The sub-model will be dependent on the primary 

model in that the estimation of the sub-model will be conditional upon the estimates of region, age, 

and era from the primary model.N
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Modeling Covariates for ineligibilities for interventions and / or 

domains

The modeling of the primary endpoint is a logistic regression form:

log ! "1 # "$ = MEN- O- P- QFR- S- T- UHV
In order to add covariates in the model, for sensitivity or exploration they will be added as (possibly 

multiple covariates):

log ! "1 # "$ = MEN- O- P- QFR- S- T- UH + WX
where Z is a normalized covariate and z is the model coefficient. Individual patients may enter the 

trial ineligible to one or more individual interventions within a domain or one or more domains. If a 

patient is ineligible for one or more interventions within a domain but there are at least two 

interventions for which the patient is eligible to be randomized among then the patient is allocated 

an intervention from among the eligible interventions and the data for such a patient is included in 

the full analysis set and a covariate indicating ineligibility to the interventions will be fit.

If a patient is ineligible for an entire domain then an indicator for the domain ineligibility is created 

and a covariate, Z, for this ineligibility is created. No treatment allocation variable nor interactions 

for this patient are included in the model.

The coefficients for all covariates for these ineligibility interventions/domains will have the following 

priors:

[W]~YEZ- 1Z\HV

A list of all models, model terms, and their prior distributions specific to the current state of the trial 

are provided in a separate document.

All models will be fit using Markov Chain Monte Carlo (MCMC) methods.N
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t A list of all modelA list of all model
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6. MISSING DATA

There will be no imputation of missing primary endpoint values. Patients with missing values for the 

primary endpoint will be excluded from the modeling. If randomization assignment or reveal of 

randomization assignment is missing, the patient will be assumed to be ineligible for that domain. 

Patients with unknown region, age, or era may have these covariates imputed. Where possible, 

missing values will be calculated based on other available data. Otherwise, the mean value will be 

imputed for missing values.

If strata or state is missing for a subject, it will be multiply imputed in the Bayesian algorithm. This 

multiple imputation will be based on the primary outcome variable and each of the variables in the 

model through the Bayesian posterior distribution. An important aspect of this model is a prior 

distribution of the missing strata or state. In some cases, this may be a specified prior (such as having 

a sleeping strata become active in which the status of the previous patients’ strata status was never 

collected. The prior probability may be quite small in the case of a new pandemic). If there is no 

scientifically informed prior distribution then the relative frequency of the strata or state in the 

region and era will be used as the prior distribution for each state. 

7. MODEL PRIORS

In this section, we present the prior distributions used for each of the parameters.

Region Effects 

For identifiability, the region parameter for region 1 is considered the baseline and is set to 0. For 

every other region, the prior distributions for the parameter are modelled in a tiered (hierarchical) 

fashion. We refer to a region as the smallest classification of the geographical location. Typically, a 

region will be a site, but not always (a region may be a collection of sites). Regions are grouped 

hierarchically within country. We model the effects individually at the smallest unit – the regions. 

The model explicitly models the regions as being grouped, hierarchically, within country. For a 

region, label the parent country as cR, where cR=1,…, C. The parameter for each region is labeled &'
and is modeled hierarchically as:

[&']~Y^_`a - b`a\ c N = G-� -Y' -N
o
t 

region will be a site, but not always (a region may be a collection of sites). Regions are grouped 

hierarchically within country. We model the effects individually at the smallest unit hierarchically within country. We model the effects individually at the smallest unit 

The model explicitly models the regioThe model explicitly models the regio

region, label the parent country as region, label the parent country as 

and is modeled hierarchically as:and is modeled hierarchically as:
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REMAP-CAP Statistical Analysis Appendix Version 3 dated 24 August 2019

CONFIDENTIAL Page 14 of 23

with hierarchical priors

[_`]~YEZ-1Hd [b\̀]~DeEZVGf-ZV1H- where c=1,…,C.

The hierarchical distribution for the region effects creates a meta-analytic type model for the 

estimation of individual effects. The hyper-prior distributions have a mean estimate of 0, which is 

the same as the baseline, Region 1, and a prior centered at 0.202 for the standard deviation across 

countries, but with a relative weight of only 0.5 observations. This prior allows the observations 

across regions/countries to empirically shape the hyper-distribution.

Strata and State Effects

For every strata and state combination a single parameter captures the relative severity of the 

population. For identifiability we restrict the parameter for gk=1 and s=1 to be set at 0. Thus, for the 

shock stratum, g1 = 1 and s = 1 corresponds to non-shock, not ventilated. The prior distributions for 

the parameters are set as fixed priors with weak prior distributions

These prior distributions are modelled separately as they are expected to be quite different, but will 

be shaped very quickly by the large amount of data within each group by state pair.

Time (Era) Effects

The time eras will be sequential “buckets” of 13-week time periods measured from the start of the 

trial. For identifiability, the era parameter for the most recent time period, :;, is considered the 

baseline and is set to 0. For every previous era, the prior distributions for the parameters are 

modelled with a first-order normal dynamic linear model (NDLM). The first-order NDLM is defined by 

“walking backwards” in time,

[:;g)]~YE:; - b;\Hd S = 1-� -Y; # 1-
with hyper prior on the “drift” parameter

[b;\]~DeEZVGf-ZV1HV
The NDLM model for the eras allows borrowing (smoothing) the estimate of each era over the 

course of the trial. The drift parameter b;\ is the variance component that creates the amount of 

borrowing from one era to the next. This is shaped by the data, using a hyper-prior distribution. The 

N
o
t withwith hyper prior on the “drift” parameterhyper prior on the “drift” parameter

The NDLM model for the eras allows borrowing (smoothing) the estimate of each era over the The NDLM model for the eras allows borrowing (smoothing) the estimate of each era over the 

fo
r 

baseline and is set to 0. For every previous era, the prior distributions for the parameters are 
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prior distribution is equivalent to 1 observation worth of data that the era effects have small 

changes, 0.102, from one era to the next. The individual era effects will be heavily shaped by the data 

from patients within the eras.

Age Effects

For identifiability, the age parameter for the middle age group, 41 to 65 will be set to 0. We model 

the three remaining age effects with independent normal priors:

h45.6i~YEZ- 1Z\Hd QFR = 1-j-kV
Intervention Common Effects

Each intervention parameter <>? for d=1,…,D; j=1,…,Jd is considered the relative effect of each 

intervention. For identifiability, the effect for the first intervention within each domain is set to 0.

For some domains, there may be sets of interventions that are considered “nested”. For these 

nested interventions, the intervention effects are modeled hierarchically, which allows borrowing 

among the intervention effect estimates for the interventions within the nest. Each domain-specific 

appendix will specify which interventions, if any, will be considered nested for the model.

For all non-nested interventions, the intervention effects are given weak independent priors:

l<>?m~YEZ- 1Z\HV
For the set of nested interventions within a domain, the prior for interventions within the nest is

l<>?m~Y^_n - bn\c-
With hierarchical priors

h_ni~YEZ- 1Z\Hd hbn\i~DeEZV1Gf-ZVZZGo1HV
For the set of nested interventions within a domain, the hyperparameters are selected such that the 

prior for bn is centered at 0.15 with weight 0.25. For non-nested interventions, the intervention 

effects are modeled separately, corresponding to large bn\.N
o
t 

With hierarchical priorsWith hierarchical priors

For the set of nested interventions within a domain, the hyperparameters are selected such that the For the set of nested interventions within a domain, the hyperparameters are selected such that the 

prior for
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appendix will specify which interventions, if any, will be considered nested for the model.appendix will specify which interventions, if any, will be considered nested for the model.
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For the purpose of assessing statistical triggers that lead to platform decisions, the analysis will be 

repeated, with nested interventions pooled together (bn\ = Z). However, the model with 

hierarchically modeled nested interventions will be the primary model that drives the adaptive 

randomization.

Intervention by Strata Effects

It is anticipated that there may be interactions between stratum membership and some 

interventions, but in general expected to be small. The protocol enumerates three choices for 

modelling the intervention by strata interaction terms. These choices are described in the protocol 

as the “gamma parameter” though they actually refer to choices for the standard deviation of the 

prior distribution for the interaction parameter. Each domain-specific appendix will pre-specify 

which of the following options is selected for each intervention-strata pair within that domain:

· On one extreme, the interaction parameter may be set to zero, IOTU = Z, forcing the model 

to estimate no interaction; thus, the treatment effect of the intervention is not permitted to 

differ between strata.

· On the opposite extreme, the interaction parameter may be given a weak prior,

lI3>?m~YEZ- 1Z\H
which is described in the protocol as gamma = infinity. This prior spreads its mass over the real line.

· Finally, the prior for the interaction parameter may be selected as

lI3>?m ~YEZ- ZV1f\H
which has a standard deviation of 0.15 (referred to as gamma = 0.15 in the protocol). This prior 

places most of its mass on small values, effectively shrinking the estimate of the interaction towards 

zero. For reference, on the log-odds scale (in which the parameter g are) an effect of 0.15 is an odds-

ratio of 1.16, which would make a probability of 0.20 increase to 0.225. This prior standard deviation 

value was selected by the ITSC in evaluating the model behavior versus possible scenarios.

places most of its mass on small values, effectively shrinking the estimate of the interaction towards places most of its mass on small values, effectively shrinking the estimate of the interaction towards 

zerozero. For reference, on the log. For reference, on the log

ratio of 1.16, which would make a probability of 0.20 increase to 0.225. This prior standard deviation ratio of 1.16, which would make a probability of 0.20 increase to 0.225. This prior standard deviation 

value was selected by the ITSC in evaluating the model behavior versus possible scenarios.value was selected by the ITSC in evaluating the model behavior versus possible scenarios.
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Intervention by intervention interactions

It is anticipated that there may be interactions between some interventions, but that these would 

likely be relatively small. 

For all two-way interaction parameters, three choices are available for modeling purposes. These 

choices are described in the protocol as the “lambda parameter” though they actually refer to 

choices for the standard deviation of the prior distribution for the interaction parameter. One of the 

following options will be pre-specified for each intervention-intervention pair:

· The model may force no interaction between a pair of interventions by setting the 

interaction parameter equal to zero. That is, JTU-TpUp = Z for the interaction between 

intervention j in domain d and intervention j’ in domain d’ (where T q Tr). In the protocol, 

this option is written as lambda = 0.

· On the opposite extreme, the interaction term may be given a weak prior:

lJ>?->r?Km~YEZ- 1Z\H
which is described in the protocol as lambda = infinity.

· Finally, the prior for the interaction parameter may be selected as

lJ>?->K?Km~YEZ- ZVZf\H
For reference, on the log-odds scale (in which the parameter d are) an effect of 0.05 is an odds-ratio 

of 1.05, which would make a probability of 0.20 increase to 0.208. These prior values were selected 

by the ITSC in evaluating the model behavior versus possible scenarios.

8. STATISTICAL QUANTITIES 

The following statistical quantities are used in the design of the trial. The posterior distribution of 

the model parameters is calculated using MCMC. The algorithm allows the generating of at least M 

(100,000) draws from the joint posterior distribution. The following posterior quantities are 

calculated during the MCMC algorithm. For each regimen, r, we define "s-./ as the relative N
o
t 
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effectiveness of the regimen, for group g within strata k. Similarly, "s-./EtH
as the relative effectiveness 

of regimen r for group g within strata k, for the mth draw from the MCMC algorithm.

Probability of Optimal Regimen 

Let u./EvH be the posterior probability that a regimen, r, is the optimal regimen for group g within 

strata k. For the m=1,…,M draws from the posterior, the frequency of draws in which each unique 

regimen, r, is optimal in group gk, is tracked. The frequency each regimen is optimal is the posterior 

probability that the regimen is the optimal regimen:

u./EvH = 1w % Dh"s-./ x "y-./ for all z q vi{
t()

Probability of Optimal Intervention

While u./EvH tracks the posterior probability that a regimen is optimal, we also track the probability 

that an individual intervention is in the optimal regimen. We refer to the posterior probability an 

intervention j, from domain d, is in the optimal regimen for group gk, as |./ETBH:
|./^TBc = 1w % DhTB } v�"s-./ x "y-./ for all z q vi{

t()
V

9. TRIAL ADAPTATION AND STOPPING CRITERIA AND GUIDELINES FOR 

INTERVENTIONS

The trial design is an adaptive perpetual platform trial design. The platform aspect of the trial refers 

to the fact that there will be multiple investigational interventions being simultaneously studied. The 

trial is designed to be perpetual and continue studying severe community-acquired pneumonia 

(severe CAP), with no designated end. The goals of the trial are to both treat patients effectively 

while also investigating the relative benefit of different interventions, within different groups of 

patients. The design is adaptive in that the key aspects of the trial will evolve in a pre-planned way 

based on accruing data. 

First, there will be a starting status with regard to strata, domains, and the interventions within a 

domain. These aspects are expected to change during the course of the REMAP trial. Strata can be 

trial is designed to be perpetual and continue trial is designed to be perpetual and continue 

(severe CAP), with no designated end. The goals of the trial are to both treat patients effectively (severe CAP), with no designated end. The goals of the trial are to both treat patients effectively 

while also investigating the relative benefit of different interventions, within different while also investigating the relative benefit of different interventions, within different 

patients. patients. 

based on accruing data. based on accruing data. 
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added or removed. Similarly, domains can be added or removed, and interventions within the 

domains can be added or removed based on internal or external information. The trial design is 

generic in terms of the number of strata, domains, and interventions within a domain, so that the 

trial functions seamlessly, based on predefined rules, as the questions being evaluated within the 

trial evolve. Each section below describes aspects of the trial design that will evolve in a 

predetermined fashion based on accruing empirical information.

Data Sources

All patients in the perpetual trial will become a part of the accruing data in the trial. There will be a 

set of patients in the primary analysis population. All patients in the primary analysis population will 

remain in that population for as long as the trial is running.

Primary Analysis Population

The primary analysis population will consist of all patients that are randomized to at least one of the 

interventions and at least one intervention is revealed. The primary analysis population will be used 

for all efficacy endpoints and will be determined in accord with the intention to treat (ITT) principle 

and will comprise all randomized patients, analyzed by the regimen to which they were randomized 

and their stratum membership as determined at the time of randomization.

Other analysis populations may be used in supportive analyses of efficacy endpoints (when a Public 

Disclosure has been triggered) and in the analyses of domain-specific safety endpoints.

· A modified intention to treat (mITT) population, which will include only participants who 

received at least 1 dose of the allocated treatment (or similarly defined in the DSA for non-

pharmacological interventions)

· A per protocol (PP) population, which will include only eligible patients who received the 

allocated intervention with no major protocol violations and where all outcomes were 

observed.

Adaptive Analyses

Adaptive analyses will be conducted frequently throughout the trial process. The first adaptive 

analysis will occur when there are a significant number of patients with 90-day outcome data. After 

that first adaptive analysis, they will be planned to be repeated monthly, perpetually, for the 

allocated intervention with no major protocol violations and where all outcomes were 

observed.observed.
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remainder of the trial. Interim analyses may be skipped if, due to seasonal variations, enrollment is 

slow and little new information has accrued during the month. A regular time period (e.g. first of the 

month) will be selected and this will trigger the running of an adaptive analysis. These adaptive 

analyses will consist of all currently available data being analyzed according to the current trial 

model. Only data for patients reaching a 90-day window from time of randomization will be used in 

the analysis to avoid biases that may arise from differential timing of known failure compared with 

known success. The model run will be used to trigger allocation updates and possible Statistical 

Triggers (determining superiority, inferiority, and equivalence). These rules are presented in the 

following sections.

Allocation (Response Adaptive Randomization)

The allocation during the platform trial is adaptively set based on the accruing efficacy data. The 

data on the primary endpoint (mortality) will shape the randomization proportions for each regimen, 

within each stratum.

Initial randomization ratio

During the start to this trial there will be a period of time, the burn-in period, in which a response 

adaptive randomization scheme will be used with no new data. This response adaptive 

randomization will be based on initial prior parameters. Unless priors are selected favoring certain 

treatments within stratum these probabilities will be equal for each intervention.

Response Adaptive Randomization

After the burn-in period, RAR will be used for the allocation for each regimen. Allocation to the 

regimens will be allowed to vary across the patient groups defined by the strata. Patients will be 

enrolled in the trial and randomized to a regimen according the group they belong to within each 

strata. The randomization for each patient is based on the probability that each regimen is the 

optimal regimen for a patient within that patient strata, but balanced by the sample size already 

allocated to that regimen. This balancing creates better learning about the optimal regimen by 

allowing a less aggressive randomization to regimens that already have a larger number of patients 

allocated. We refer to this scheme as maximizing the information about the optimal regimen within 

a stratum. N
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. The randomization for each patient is based on the probability that each regimen is the . The randomization for each patient is based on the probability that each regimen is the 
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adaptive randomization scheme will be used witadaptive randomization scheme will be used with no new data. This response adaptive h no new data. This response adaptive 

randomization will be based on initial prior parameters. Unless priors are selected favoring certain randomization will be based on initial prior parameters. Unless priors are selected favoring certain 

treatments within stratum these probabilities will be equal for each intervention.treatments within stratum these probabilities will be equal for each intervention.

Response Adaptive RandomizationResponse Adaptive Randomization

su
b
m

is
si
o
nthe analysis to avoid biases that may arise from differential timing of known failure compared with 

known success. The model run will be used to trigger allocation updates and possible Statistical known success. The model run will be used to trigger allocation updates and possible Statistical 
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The randomization for a patient in group g within strata k is proportional to

�s-./ � � u./EvH�s-./ + 1 V
Where u./EvH is the probability that regimen r is optimal for patients in group g of strata k and �s-./
is the total number of patients in group g of strata k who have already been allocated to regimen r. 

Multiple normalizations are done to create the final randomization probabilities. The following steps 

are carried out.

1. Each randomization probability is normalized to sum to 1 by dividing by the sum of 

quantities over all regimens. 

2. Any single intervention with a sum of probabilities across all regimens within a stratum less 

than 10% will be increased to sum to the floor randomization per intervention of 0.10. Note 

that a minimum randomization of 10% implies a maximum randomization probability of 90%

a. A nuisance parameter (j) will be added to the odds ratio for each intervention that 

does not achieve at least a 10% randomization probability. The value of j will be 

selected to create a minimum randomization probability of 10% for each 

intervention.

The result is a set of randomization probabilities for each regimen, for each group as defined by the 

strata.

Introduction of new interventions

While this REMAP is running, if a new intervention is started then the randomization will be 

“blocked” for the new intervention in order to guarantee an initial sample size. If there are Jd

interventions in a domain after the new intervention is started, then a fixed allocation of 1/Jd will be 

used to allocate patients to the new intervention. The remaining 1 # )@A probability will be allocated 

to the other interventions using the RAR. This burn-in for each intervention will last until 25 patients 

have been allocated to the new intervention. At that point this restriction will be removed and 

adaptive randomization to all regimens will be carried out. 
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used used to to allocate 
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have been allocated to the new intervention. At have been allocated to the new intervention. At 

adaptive randomization to all regimens will be carried out. adaptive randomization to all regimens will be carried out. 
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“blocked” for the new intervention in order to guarantee a“blocked” for the new intervention in order to guarantee a

interventions in a domain after the new intervention is started, then a fixed allocation of 1/interventions in a domain after the new intervention is started, then a fixed allocation of 1/

allocate patients to the patients to the 
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The result is a set of randomization probabilities for each regimen, The result is a set of randomization probabilities for each regimen, 
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who have already been allocated to regimen who have already been allocated to regimen rr. . 

Multiple normalizations are done to create the final randomization probabilities. The following steps Multiple normalizations are done to create the final randomization probabilities. The following steps 

ormalized to sum to 1 by dividing by the sum of ormalized to sum to 1 by dividing by the sum of 

Any single intervention with a sum of probabilities across all regimens within a stratum less Any single intervention with a sum of probabilities across all regimens within a stratum less 

than 10% will be increased to sum to the floor randomization per intervention of 0.than 10% will be increased to sum to the floor randomization per intervention of 0.

that a minimum randomization of 10% implies a maximum randomization probability of 90%that a minimum randomization of 10% implies a maximum randomization probability of 90%

will be added to the will be added to the odds ratio for each interventionodds ratio for each intervention

least a 10% randomization probability. The value of least a 10% randomization probability. The value of 

randomization probability randomization probability 
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Intervention Efficacy Announcement / Conclusion

At each adaptive analysis the results of the relative efficacy of different interventions can trigger 

adaptive decision rules. These include Public Disclosure of the results, removal of interventions 

within strata, and deterministic allocation to interventions within strata. The following sections 

present the prospective rules for these adaptive decisions. The adaptive analyses will be carried out 

by the Statistical Analysis Committee (SAC).

Intervention Superiority

At any adaptive analysis, if a single intervention has at least a 0.99 posterior probability of being the 

optimal intervention for a strata group, |./^TBc � ZV��- and there are at least 250 patients 

randomized to that intervention in that strata group, then that intervention, within that domain, will 

be deemed as being superior within that strata group, triggering a Public Disclosure. At that point, 

the remaining interventions in the domain will be halted for inferiority for that strata group. All

future patients in that strata group will then be allocated to that superior intervention and 

randomized to interventions in the other domains. This will continue until new interventions are 

added to the domain that contains the superior intervention.

Intervention Inferiority

At any adaptive analysis, if a single intervention has less than a 0.01/(Jd–1) posterior probability of 

being the optimal intervention for a strata group |./^TBc x ZVZ1- then that intervention will be 

deemed as being inferior within that domain, for that strata group, triggering a report to the Data 

Safety and Monitoring Board (DSMB). The DSMB then makes a judgment on whether a Platform 

Conclusion has been reached and whether to trigger a Public Disclosure. If so, no additional patients 

in that strata group will be randomized to that intervention. When simultaneous 

superiority/inferiority occurs (for example when there are 2 interventions they are always 

simultaneous), then the result will be released as an intervention demonstrating superiority.

Intervention Equivalence

If the two interventions within the domain have at least a 90% posterior probability that the odds 

ratio comparing the two within any stratum is between 1/1.2, and 1.2, the two interventions will be 

considered equivalent for that stratum. This result will be communicated to the ITSC and they will 

N
o
t 

superiority/inferiority occurs (for example when there are 2 interventions they are always superiority/inferiority occurs (for example when there are 2 interventions they are always 
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will then be allocated to thwill then be allocated to thatat superior interventionsuperior intervention
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take the appropriate action (Public Disclosure, removal of one intervention, no action). There is no 

automatic adaptation when this occurs.

Deviation from pre-specified analyses (contingency plans, non-

convergence, testing model fit etc.)

The SAC will monitor the model behavior, including numerical stability and scientific 

appropriateness. Simpler models will be constructed and evaluated determining any root cause 

issues, data issues, or inappropriate model fit. If any numeric instabilities can be fit in statistical 

numeric methods, these will be done by the SAC and the adjustments recorded and noted. If the 

model is deemed to provide an inappropriate fit then the SAC will inform the DSMB of appropriate 

adjustments which will be reported to the ITSC in a way that does not risk unblinding trial results. 

Possible adjustments could include:

1. If there are issues within an intervention for limited data the parameter for that intervention 

can be fixed for model stability.

2. If there is missing data on whether there were revelations of delayed reveals and/or state 

values then an ITT Model ignoring the changing states will be fit to explore the effects

3. A reasonable solution should technology fail or data issues arise would be to keep the 

randomization unchanged, fix the randomization for an intervention, or create equal 

randomization for all interventions/regimens.
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 should technology fail or data issues arise would be to keep the should technology fail or data issues arise would be to keep the 

randomization unchanged, fix the randomization for an intervention, or create equal randomization unchanged, fix the randomization for an intervention, or create equal 

randomization for all interventions/regimens.randomization for all interventions/regimens.
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issues, data issues, or inappropriate model fit. If any numeric instabilities can be fit in statistical issues, data issues, or inappropriate model fit. If any numeric instabilities can be fit in statistical 

numeric methods, these will be done by the SAC and the adjustments recorded and noted. If the numeric methods, these will be done by the SAC and the adjustments recorded and noted. If the 

the SAC will inform the DSMB of appropriate the SAC will inform the DSMB of appropriate 

adjustments which will be reported to the ITSC in a way that does not risk unblinding trial results. adjustments which will be reported to the ITSC in a way that does not risk unblinding trial results. 

If there are issues within an intervention for limited data the parameter fIf there are issues within an intervention for limited data the parameter f

If there is missing data on whether there were revelations of delayed reveals and/or state If there is missing data on whether there were revelations of delayed reveals and/or state 

values then an ITT Model ignoring the changing states will be fit to explore the effectsvalues then an ITT Model ignoring the changing states will be fit to explore the effects

should technology fail or data issues arise would be to keep the should technology fail or data issues arise would be to keep the 
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ÌJ% AZQMhKWM%FaZTZUVMTKQVKUQ%JJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJ%l%
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IeJIJ%�MmPTVKWd%P~%@WZhSQKQ%�MQ\hVQ%99999999999999999999999999999999999999999999999999999999999999999999999999999999999999999999999%8>%

IeJ̀J%pTZmaKUZh%Q\[[ZTKMQ%999999999999999999999999999999999999999999999999999999999999999999999999999999999999999999999999999999999999%8>%

%

% %



 !"#$%$&'#%()$*&+&*,!'&-#%.&*%-&-/01-$#2!+%0-#32&-!1%456%7#*'!&-%89:%$1,#$%;% #<*31*)%=:=>%

?@A BCDAEB5F% % 61G#%H%&.%8>%

%

IJ% KLMNO%OPQN%RSOTPUPTVLQPWN%KPT%WPWXYZWON[LU%YWN\[PWLZ%QZY%

]NTQLPW%%

_̂̀%àbcdef%dc%df%g_dc%heijk̀ fglc%_̀mh̀b%mfh%ef%g_̀%ieàb%nmòp%
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qq% JKVULŜTQ% RQSTUVUTONMULK%MWKVNXNV%YZZ% Yst%̀KLlOn%UX%MÔQ% ZN_K]OU]KPKLO%̂L̂ Q̀MNM%
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fPKLOǸ̂OKS%PM%LUOj%

wr%
aTN_̂ TQ%
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The REMAP-CAP Investigators 
 

International Trial Steering Committee: 

Derek Angus, Djillali Annane, Yaseen Arabi, Diptesh Aryal, Abigail Beane, Lindsay Berry, Scott Berry, 

Janis Best-Lane, Marc Bonten, Charlotte Bradbury, Frank Brunkhorst, Aidan Burrell, Meredith Buxton, 

Maurizio Cecconi, Allen Cheng, Matthew Cove, Lennie Derde , Lise Estcourt, Anthony Gordon, 

Cameron Green, Rashan Haniffa, Leanne Hays, Alisa Higgins, Thomas Hills, David Huang, Nao 

Ichihara, Francois Lamontagne, Devachandran Jayakumar, Patrick Lawler, Elizabeth Lorenzi, John 

Marshall, Colin McArthur, Daniel McAuley, Shay McGuinness, Zoe McQuilten, Bryan McVerry, Susan 

Morpeth, Paul Mouncey, Srinivas Murthy (Chair), Alistair Nichol, Rachael Parke, Jane Parker, Svenja 

Peters, Luis Felipe Reyes, Kathryn Rowan, Hiroki Saito, Marlene Santos, Christopher Seymour, Manu 

Shankar-Hari, Vanessa Singh, Alexis Turgeon, Anne Turner, Frank van de Veerdonk, Steve Webb, Ryan 

Zarychanski 

 

Regional Management Committees 

Australia and New Zealand 

Yaseen Arabi, Aidan Burrell, Lewis Campbell, Allen Cheng, Lennie Derde, Andrew Forbes, David 

Gattas, Cameron Green, Stephane Heritier, Thomas Hills, Peter Kruger, Colin McArthur (Deputy 

Executive Director), Shay McGuinness (Chair), Zoe McQuilten, Susan Morpeth, Alistair Nichol, 

Rachael Parke, Jane Parker, Sandra Peake, Jeffrey Presneill, Claire Reynolds, Manoj Saxena, Ian 

Seppelt, Vanessa Singh, Tony Trapani, Anne Turner, Eli Ward-Smith, Steve Webb (Executive Director), 

Paul Young, Hannah Tolley, Lane Carrandi 

Canadian Regional Management Committee 

Brian Cuthbertson, Rob Fowler, Francois Lamontagne, John Marshall (Executive Director), Venika 

Manoharan, Srinivas Murthy (Deputy Executive Director), Marlene Santos, Alexis Turgeon, Ryan 

Zarychanski  

Critical Care Asia Africa (CCAA) Regional Management Committee 

Diptesh Aryal, Abigail Beane (Chair), Arjen M Dondrop, Cameron Green, Rashan Haniffa, Mohd 

Shahnaz Bin Hasan, Madiha Hashmi, Devachandran Jayakumar, Ismail Kalla, John Marshall, Colin 

McArthur, Srinivas Murthy, Lyle Murray, Sumayyah Rashan, Luis Felipe Reyes, Vanessa Singh, Steve 

Webb 
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European Regional Management Committee 

Derek Angus, Aisha Anjum, Djillali Annane, Scott Berry, Janis Best-Lane, Marc Bonten (Co-Chair), 

Frank Brunkhorst, Maurizio Cecconi, Julian de la Torre Cisneros, Lennie Derde (Chair), Stephan 

Ehrmann, Anthony Gordon, Cameron Green, Leanne Marie Hays, Niamh Mahon, Colin McArthur, 

Paul Mouncey, Alistair Nichol, Svenja Peters, Mathias Pletz, Kathryn Rowan, Eveline Verheijen, Steve 

Webb, Sebastian Weis 

Japan Regional Management Committee 

Yohei Doi, Shigeki Fujitani (Executive Director), Hitoshi Honda, Nao Ichihara, Kazuaki Jindai, Kazuhiro 

Kamata, Hideaki Kato, Hiroyuki Kunishima, Kenichi Nakazono, Hiroki Saito, Ayumi Shintani, Yoshiaki 

Yamagishi, Chizuru Yamashita 

Singapore Regional Management Committee 

Matthew Cove, Cameron Green, Abdul Jabber Bin Ismail, Faheem Ahmed Khan, Ryanna Koh,  

Bastian Lubis, Jenny Low, Monvasi Pachinburavan, Jason Phua, Nattachai Srisawat, Paul Tambyah 

(Chair), Steve Webb, Sewa Duu Wen, Tsin Wen Yeo, Barnaby Young. 

United States Regional Management Committee 

Brian Alexander, Derek Angus (Executive Director), Kim Basile, Meredith Buxton (Chair), Timothy 

Girard, Christopher Horvat, David Huang, Florian Mayr, Bryan McVerry, Christopher Seymour, Tracey 

Roberts, Sarah Englert, India Loar, Ali Smith 
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Regional Coordinating Centers 

Australia, CCAA region, and Saudi Arabia: The Australia and New Zealand Intensive Care Research 

Centre (ANZIC-RC), Monash University 

Canada: St. Michael’s Hospital, Unity Health Toronto 

Europe:  University Medical Center Utrecht (UMCU) 

New Zealand: The Medical Research Institute of New Zealand (MRINZ) 

United States: Global Coalition for Adaptive Research (GCAR), and University of Pittsburgh 

CRIT Care Asia (CCAA): NICS MORU 

Japan: St. Marianna University 

Singapore: National University Hospital 

Domain-Specific Working Groups 

Antibiotic and Macrolide Duration Domain-Specific Working Group 

Richard Beasley, Marc Bonten, Allen Cheng (Chair), Nick Daneman, Lennie Derde, Robert Fowler, 

David Gattas, Anthony Gordon, Cameron Green, Peter Kruger, Colin McArthur, Steve McGloughlin, 

Susan Morpeth, Srinivas Murthy, Alistair Nichol, David Paterson, Mathias Pletz, Gernot Rohde, Steve 

Webb 

 

Corticosteroid Domain-Specific Working Group 

Derek Angus (Chair), Djillali Annane, James Chalmers, Graham Cooke, Paul Dark, Lennie Derde, 

Anthony Gordon, Nicholas Heming, Tom Hills, Peter Kruger, Edward Litton, John Marshall, Colin 

McArthur, Srinivas Murthy, Alistair Nichol, Padmanabhan Ramnarayan, Andrew Ustianowski, Bala 

Venkatesh, Alicia Waite, Steve Webb, Elizabeth Whittaker 

 

Influenza Antiviral Domain-Specific Working Group 

Derek Angus, Scott Berry, Marc Bonten, Allen Cheng, Lennie Derde, Herman Goossens, Sebastiaan 

Hullegie, Menno de Jong, John Marshall, Colin McArthur, Srinivas Murthy (Chair), Tim Uyeki, Steve 

Webb 
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COVID-19 Antiviral Domain-Specific Working Group 

Derek Angus, Yaseen Arabi (Chair), Kenneth Baillie, Richard Beasley, Scott Berry, Marc Bonten, Allen 

Cheng, Menno de Jong, Lennie Derde, Eamon Duffy, Rob Fowler, Herman Goossens, Anthony 

Gordon, Cameron Green, Thomas Hills, Colin McArthur, Susan Morpeth, Srinivas Murthy, Alistair 

Nichol, Katrina Orr, Rachael Parke, Jane Parker, Asad Patanwala, Kathryn Rowan, Steve Tong, Tim 

Uyeki, Frank van de Veerdonk, Steve Webb 

 

COVID-19 Immune Modulation Domain-Specific Working Group 

Derek Angus, Yaseen Arabi, Kenneth Baillie, Richard Beasley, Scott Berry, Marc Bonten, Frank 

Brunkhorst, Allen Cheng, Nichola Cooper, Olaf Cremer, Menno de Jong, Lennie Derde (Chair), Eamon 

Duffy, James Galea, Herman Goossens, Anthony Gordon, Cameron Green, Thomas Hills, Andrew 

King, Helen Leavis, John Marshall, Florian Mayr, Colin McArthur, Bryan McVerry, Susan Morpeth, 

Srinivas Murthy, Mihai Netea, Alistair Nichol, Kayode Ogungbenro, Katrina Orr, Jane Parker, Asad 

Patawala, Ville Pettilä (Deputy Chair), Emma Rademaker, Kathryn Rowan, Manoj Saxena, Christopher 

Seymour, Wendy Sligl, Steven Tong, Tim Uyeki, Frank van de Veerdonk, Steve Webb, Taryn 

Youngstein 

 

COVID-19 Immune Modulation -2 Domain-Specific Working Group 

Derek Angus, Scott Berry, Lennie Derde, Cameron Green, David Huang, Nao Ichihara, Florian Mayr, 

Colin McArthur, Bryan McVerry, Hiroki Saito, Christopher W. Seymour (Chair), Steve Webb 

 

Therapeutic Anticoagulation Domain-Specific Working Group 

Derek Angus, Diptesh Aryal, Scott Berry, Shailesh Bihari, Charlotte Bradbury, Marc Carrier, Dean 

Fergusson, Robert Fowler, Ewan Goligher (Deputy Chair), Anthony Gordon, Christopher Horvat, David 

Huang, Beverley Hunt, Devachandran Jayakumar, Anand Kumar, Mike Laffan, Patrick Lawler, Sylvain 

Lother, John Marshall, Colin McArthur, Zoe McQuilten, Bryan McVerry, Saskia Middeldorp, Matthew 

Neal, Alistair Nichol, Asad Patanwala, Roger Schutgens, Christopher Seymour, Simon Stanworth, 

Alexis Turgeon, Steve Webb, Ryan Zarychanski (Chair) 

 

Vitamin C Domain-Specific Working Group 
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Neill Adhikari (Chair), Derek Angus, Djillali Annane, Matthew Anstey, Yaseen Arabi, Scott Berry, 

Angelique de Man, Lennie Derde, Anthony Gordon, Cameron Green, David Huang, Francois 

Lamontagne (Chair), Edward Litton, John Marshall, Marie-Helene Masse, Colin McArthur, Shay 

McGuinness, Paul Mouncey, Srinivas Murthy, Rachael Parke, Alistair Nichol, Tony Trapani, Andrew 

Udy, Steve Webb 

 

COVID-19 Immunoglobulin Domain-Specific Working Group 

Jacinta Abraham, Derek Angus, Donald Arnold, Phillipe Begin, Scott Berry, Richard Charlewood, 

Michael Chasse, Jamie Cooper, Mark Coyne, James Daly, Lise Estcourt (Chair, UK lead), Dean 

Fergusson, Anthony Gordon, Iain Gosbell, Heli Harvala-Simmonds, Tom Hills (New Zealand lead), 

Christopher Horvat, David Huang, Helen Leavis (EU lead), Sheila MacLennan, John Marshall, John 

McDyer, Colin McArthur (New Zealand lead), Zoe McQuilten (Australian lead), Bryan McVerry (USA 

lead), David Menon, Susan Morpeth, Paul Mouncey, Srinivas Murthy, Alistair Nichol (Ireland lead), 

Nicole Pridee, David Roberts, Kathryn Rowan, Christopher Seymour, Manu Shankar-Hari (UK lead), 

Helen Thomas, Alan Tinmouth, Darrell Triulzi, Alexis Turgeon (Canada lead), Tim Walsh, Steve Webb, 

Erica Wood, Ryan Zarychanski (Canada lead)  

 

Simvastatin Domain-Specific Working Group 

Derek Angus, Yaseen Arabi, Abigail Beane, Carolyn Calfee, Anthony Gordon, Cameron Green, Rashan 

Haniffa, Deva Jayakumar, Peter Kruger, Patrick Lawler, Edward Litton, Colin McArthur, Daniel 

McAuley (Chair), Bryan McVerry, Matthew Neal, Alistair Nichol, Cecilia O’Kane, Murali Shyamsundar, 

Pratik Sinha, Taylor Thompson, Steve Webb, Ian Young 

 

Antiplatelet Domain-Specific Working Group 

Derek Angus, Scott Berry, Shailesh Bihari, Charlotte Bradbury (Chair), Marc Carrier, Timothy Girard, 

Ewan Goligher, Anthony Gordon, Ghady Haidar, Christopher Horvat, David Huang, Beverley Hunt, 

Anand Kumar, Patrick Lawler, John Marshall, Colin McArthur, Zoe McQuilten, Bryan McVerry, 

Matthew Neal, Alistair Nichol, Christopher Seymour, Simon Stanworth, Steve Webb, Alexandra 

Weissman, Ryan Zarychanski 
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Mechanical Ventilation Domain-Specific Working Group 

Derek Angus, Aidan Burrell, Lewis Campbell, Lennie Derde, Niall Ferguson, Timothy Girard, Ewan 

Goligher, Anthony Gordon, Cameron Green, Carol Hodgson, Peter Kruger, John Laffey, Edward Litton, 

John Marshall, Colin McArthur, Daniel McAuley, Shay McGuinness, Ary Neto, Alistair Nichol (Chair), 

Neil Orford, Jason Phua, Kathryn Rowan, Ian Seppelt, Steve Webb  

 

ACE2 RAAS Domain -Specific Working Group 

Rebecca Baron, Lennie Derde, Slava Epelman, Justin Ezekowitz, Claudia Frankfurter, David Gattas, 

Frank Gommans, Anthony Gordon, Rashan Haniffa, David Huang, Edy Kim, Yvonne Kwan, Francois 

Lamontagne, Patrick Lawler (Chair), David Leaf, John Marshall, Colin McArthur, Daniel McAuley, 

Bryan McVerry, David Owen, Katrina Pollock, Michael Puskarich, Muthiah Vaduganathan, Roland van 

Kimmenade, Frank van de Veerdonk, Steve Webb 

 

Statistical Analysis Committee 

Michelle Detry, Mark Fitzgerald, Roger Lewis (Chair), Anna McGlothlin, Christina Saunders 

 

Statistical Design Team 

Lindsay Berry, Scott Berry, Elizabeth Lorenzi 

 

Data Coordinating Team 

Carly Au, Cameron Green, David Harrison, Alisa Higgins, Lamprini Lampro, Alexina Mason, Gema 

Milla de la Fuente, Christopher Horvat, Paul Mouncey, Kathryn Rowan 
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Project Management 

Australia and Saudi Arabia: Jane Parker, Eli Ward-Smith, Claire Reynolds, Hannah Tolley, Lane 

Carrandi      

Canada: Marlene Santos  

CCAA: Abigail Beane, Rashan Haniffa, Shirish KC, Timo Tolppa, Sumayyah Rashan, Vanessa Singh 

Europe: Mechteld Brasz, Curt Brugman, Dewi Caton, Kai Francke Mina Jafarzadeh, Irene Jongenelen,  

Esmee Kester, Maaike Koelink, Elizaveta Malkova, Clementina Okundaye, Sonal Patil, Svenja Peters, 

Sarah Sayada, Albertine Smit, Eevaleena Vaittinen, Roosmarijn van Amerongen, Sanne van Rooij, 

Eveline Verheijen, Janine Vermont - van der Staaij  

Global: Cameron Green, Vanessa Singh 

Ireland: Kate Ainscough, Kathy Brickell, Alex Sherry, Niamh Mahon, Leanne M.C. Hays, Peter Doran 

New Zealand: Anne Turner 

United Kingdom: Aisha Anjum, Carly Au, Janis-Best Lane, Beren Barklam, Walton Charles, Elizabeth 

Fagbodun, Lindsay Jack, Emma Laing, Paul Mouncey, Tina Reetun, Lucy Stronach 

United States of America: Kim Basile, Meredith Buxton, Tracey Roberts, Sarah Englert, India Loar, Ali 

Smith 

Japan: Asako Wada 

Singapore: Ryanna Koh 

Database Providers 

Research Online: Evelien Leffelaar, Joost Schotsman  

Spiral Software: Craig Boyd, Cain Harland, Audrey Shearer, Jess Wren, Adam Macken 

University of Pittsburgh Medical Center: Giles Clermont, William Garrard, Christopher Horvat, 

Andrew King, Daniel Ricketts,  

NICS MORU: on behalf of CCAA: Abigail Beane, Fathima Fazla, Rashan Haniffa,  Aasiyah Rashan, 

Sumayyah Rashan, Timo Tolppa, Ishara Udayanga. 

Clinical Trials Groups 

The REMAP-CAP platform is supported by the Australian and New Zealand Intensive Care Society 

Clinical Trials Group, the Canadian Critical Care Clinical Trials Group, the Irish Critical Care Clinical 
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Trials Network, the UK Critical Care Research Group and the International Forum of Acute Care 

Trialists. 

REMAP-CAP was supported in the UK by the NIHR Clinical Research Network.  

REMAP-CAP was supported in France by the CRICS-TRIGGERSEP network. 

REMAP-CAP was supported in Ireland by the Irish Critical Care Clinical Trials Network and we 

acknowledge the contribution of Kate Ainscough, Kathy Brickell and Peter Doran. 

REMAP-CAP was supported in the Netherlands by the Research Collaboration Critical Care the 

Netherlands (RCC-Net). 

REMAP-CAP was supported in Canada by the Canadian Institutes of Health Research, St. Michael’s 

Unity Health, and the Canadian Critical Care Trials Group. 

REMAP-CAP was supported in the United States by the Translational Breast Cancer Research 

Consortium, the UPMC Learning While Doing Program, and the Global Coalition for Adaptive 

Research. 

 

Site Investigators and Research Coordinators 

Australia:  

The Alfred Hospital: Andrew Udy, Phoebe McCracken, Meredith Young, Jasmin Board, Emma Martin, 

Laura Adams  

Ballarat Health Services: Khaled El-Khawas, Angus Richardson, Dianne Hill, Robert J Commons, 

Hussam Abdelkharim 

Bankstown Hospital: Manoj Saxena, Margaret Muteithia, Kelsey Dobell-Brown 

Bendigo Hospital: Cameron Knott, Angus Carter, Julie Smith, Catherine Boschert      

Blacktown Hospital: Latesh Poojara, Treena Sara, Kiran Nand 

Caboolture Hospital: Julia Affleck, Arif Shaikh, Andrew Murray, Thuy Frakking, Mahesh Ramanan, 

Emma Williams  

Campbelltown Hospital: Deepak Bhonagiri, Ritesh Sanghavi, Kelsey Dobell-Brown, Megan Ford 
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Canberra Hospital: Harshel G. Parikh, Bronwyn Avard, Mary Nourse, Bree McDonald, Natasha 

Edmunds, Susan Donnelly 

Casey Hospital: Umesh Kadam, Sandra Cork, Tegan Hayes, Seema Radhakrishnan 

Dubbo Base Hospital: Timothy Stanley, James Castle, Zoe Carr, Madeline Prestridge, Sandy Taylor, 

Renae Bryant 

Eastern Health (Box Hill, Maroondah & Angliss Hospitals): Joanna Simpson, Graeme Duke, Peter 

Chan, Brittney Carter, Stephanie Hunter, Graeme Duke, Peter Chan, Kym Gellie, Nicole 

Robertson 

Flinders Medical Centre: Shailesh Bihari, Russell D Laver, Tapaswi Shrestha, Xia Jin, Joanne McIntyre 

Julia Brown 

Fiona Stanley Hospital: Edward Litton, Adrian Regli, Susan Pellicano, Annamaria Palermo, Ege Eroglu 

Footscray Hospital: Craig French, Samantha Bates, Miriam Towns, Yang Yang, Forbes McGain 

Gold Coast University Hospital: James McCullough, Mandy Tallott, Maimoonbe Gough, Julie Pitman, 

Maree Houbert 

Gosford Hospital: Atul Gaur, Shelley Donovan, Eloise Hair, Christine Bailey, Elisha Turner, Mary 

Keehan 

Grampians Health Ballarat: Khaled El-Khawas, Angus Richardson, Dianne Hill, Kate Flynn, Hussam 

Abdelkharim, Robert J Commons, Mark Kubicki 

John Hunter Hospital: Nikhil Kumar, Rakshit Panwar, Amber-Louise Poulter, Krishna Sunkara, Paul 

Healey, Amber-Louise Poulter, Krishna Sunkara, Sarah Dalton, Charly Keough 

Launceston General Hospital: Matthew Brain, Lixian Chen, Laurie McKeon 

Liverpool Hospital: Anders Aneman, Jennene Miller, Kelsey Dobell-Brown 

Logan Hospital: Hayden White, Kristen Estensen, Lynette Morrison, Joanne Sutton, Melanie Cooper 

Lyell McEwin Hospital: Roy Fischer, Vishwanath Biradar, Natalie Soar 

Mater Hospital Brisbane: Anne Leditschke, Sadie Callaghan, Katherine Jongebloed, Claire Filet, 

Mackenzie Finnis 

Monash Health (Monash Medical Centre, Dandenong Hospital & Casey Hospital): Yahya Shehabi, 

Wisam Al-Bassam, Amanda Hulley, Umesh Kadam, Kushaharan Sathianathan 

Nepean Hospital: Ian Seppelt, Rebecca Gresham, Christina Whitehead, Julie Lowrey, Kristy Masters, 

Sheeja Joy 
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Northern Beaches Hospital: Matt Phillips, Lenae Terrill 

Orange Hospital: Fiona Shields, Zoe Carr, Kerry Lenton, Renae Bryant 

Princess Alexandra Hospital: Peter Kruger, James Walsham, Jason Meyer, Meg Harward, Josephine 

Mackay, Megan Davis, Niki McGuinness, Cassie Jones 

The Prince Charles Hospital: Kara Brady, Cassandra Vale, Kiran Shekar, Jayshree Lavana, Dinesh 

Parmar 

Prince of Wales Hospital: Gordon Flynn, Claire Harington, Lewis Raymond 

The Queen Elizabeth Hospital: Sandra Peake, Patricia Williams, Catherine Kurenda 

Redcliffe Hospital: Stuart Baker, Maree Duroux, Megan Ratcliffe, Kylie Jacobs, Alexis Tabah 

Rockhampton Hospital: Antony Attokaran, Helen Miles  

Royal Adelaide Hospital: Mark Plummer, Stephanie O’Connor,  Kathleen Glasby, Justine Rivett, 

Nerissa Brown 

Royal Darwin Hospital: Lewis Campbell, Mary Tiras, Kirsty Smyth, Elizabeth Ross, Brittney Mackenzie, 

Jane Thomas            

Royal Melbourne Hospital: Jeffrey Presneill, Deborah Barge, Kathleen Byrne, Alice Barrese, Elisa 

Zaccagnini-Hitchcock, Thomas Rechnitzer 

Royal North Shore Hospital: Pierre Janin, Elizabeth Yarad, Frances Bass, Naomi Hammond, Anne 

O’Connor, Naomi Pallas, Anthony Delaney, Lachlan Donaldson, Chris Anderson 

Royal Perth Hospital: Sharon Waterson, Steve Webb, Robert McNamara, Melanie Boardman, Trisha 

Hardman, Matt Morgan 

Royal Prince Alfred Hospital: David Gattas, Heidi Buhr, Jennifer Coles, Cindy Liang 

Shoalhaven Hospital: Ahmad Elgendy, Emma Smith 

Sir Charles Gardiner Hospital: Sacha Schweikert, Bradley Wibrow, Matthew Anstey, Bhaumik 

Mevavala       

St George Hospital: Kush Deshpande, Frank van Haren, Pam Konecny, Raymond Tung, Deborah Inskip 

St. John of God Midland Public and Private Hospitals: Ed Fysh, Ashlish Dawda, Bhaumik Mevavala 

St. John of God Hospital, Murdoch: Annamaria Palermo, Adrian Regli, Bart De Keulenaer 
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St. John of God Hospital, Subiaco: Ed Litton, Janet Ferrier 

St. Vincent’s Hospital (NSW): Priya Nair, Hergen Buscher, Claire Reynolds, Alexandra Campion, Amelia 

Hall      

St. Vincent’s Hospital (VIC): John Santamaria, Tim Haydon, Jennifer Holmes, Melissa King, Viean Luk, 

Alastair Brown      

Sunshine Coast University Hospital: Peter Garrett, Lauren Murray, Jane Brailsford, Moreblessing 

Kajevu 

Sunshine Hospital: Craig French, Gerard Fennessy, John Mulder      

The Sutherland Hospital: Anas Naeem, Laura Fagan, Elizabeth Turner       

Toowoomba Hospital: Vasanth Mariappa, Judith Smith 

University Hospital Geelong: Scott Simpson, Matthew Maiden, Jemma Trickey, Michelle Horton, 

Ashley Garnett, Neil Orford, Scott Simpson, Matthew Maiden, Jemma Trickey, Michelle 

Horton, Stacey Hawker, Simone Fitzgerald      

Werribee Mercy Hospital: Umesh Kadam, Maree Monaghan 

Westmead Hospital: Vineet Nayyar, David Bowen, Jing Kong, Angelica Monzon 

Wollongong Hospital: Ahmad Elgendy, Wenli Geng, Matthew MacPartlin 

 

Belgium: 

Ghent University Hospital: Pieter Depuydt, Jan De Waele, Liesbet De Bus, Jan Fierens, Stephanie 

Bracke, Joris Vermassen, Daisy Vermeiren, Jolien Van Hecke, Anouska De Smeytere, Luc De 

Crop. 

 

Canada: 

Brantford General Hospital: Brenda Reeve, William Dechert 

Centre de recherche de l’Institut universitaire de cardiologie et de pneumologie de Québec (IUCPQ-

UL): Francois Lellouche, Patricia Lizotte 
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Centre Hospitalier de l’Universite de Montreal (CHUM): Michaël Chassé, François Martin Carrier, 

Dounia Boumahni, Fatna Benettaib, Ali Ghamraoui Cindy Prie, Francesca Lamothe 

Centre intégré de santé et de services sociaux de Chaudière-Appalaches, Hôtel Dieu de Lévis: Patrick 

Archambault, Émilie Côté, Rosalie Beaudoin, Monia Noel-Hunter, Mireille Boutin, Lourie 

Couture, Catherine Savard 

CHU de Québec – Université Laval: Alexis Turgeon, David Bellemare, Ève Cloutier, Rana Daher, Olivier 

Costerousse, Marie-Claude Boulanger, Émilie Couillard-Chénard, François Lauzier, Charles 

Francoeur Stephanie Massana 

Centre Hospitalier Universitaire de Sherbrooke (CHUS): François Lamontagne, Frédérick D’Aragon 

Elaine Carbonneau, Julie Leblond, Marie-Pier Bouchard 

Dr. Georges-L.-Dumont University Hospital Center: Theophile Theriault, Remi Leblanc, Melissa Daigle, 

Edith Mofo, Nada Hammami, Melanie Robichaud, Melanie Carriere, Ruth Tamadaho, Lola 

Ouellette-Bernier, Christine Wilson 

Grace Hospital: Gloria Vazquez-Grande, Sylvain Lother, Nicole Marten Ariel Hebert, Oleksandra 

Stafnyk, Dina Muhammed, Laurie Figueroa, Ramandeep Kaur 

Grand River Hospital (Kitchener): Theresa Liu, Atif Siddiqui Stephanie Nemirov 

Hamilton General Hospital: Alison Fox-Robichaud, Uzma Saeed 

Health Sciences Centre, Newfoundland: Peter Daley, Valerie Whittle, Bernadette Druken, Oyinkansola 

Oladiran 

Health Sciences Centre, Winnipeg: Ryan Zarychanski, Gloria Vazquez-Grande, Nicole Marten, Maggie 

Wilson, Ariel Hebert, Oleksandra Stafnyk, Dina Muhammed, Laurie Figueroa, Ramandeep 

Kaur 

Hopital de la Cite-de-la Sante: Marios Roussos, Andreea Alexandra Belecciu, Alizee Monnier, Zoe 

Masset 

Hôpital du Sacré Coeur de Montréal: Martin Albert, Karim Serri, Alexandros Cavayas, Mathilde 

Duplaix, Virginie Williams 

Jewish General Hospital: Yves Longtin, Blair Schwartz, Jennifer Eastmond, Adriana Larrotta 

Juravinski Hospital: Bram Rochwerg, Tim Karachi, Simon Oczkowski, John Centofanti, Tina Millen 

McGill University Health Centre: Kosar Khwaja, Josie Campisi Rayhaneh Rahgoshai, Laureen Mian 
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Mount Sinai Hospital: Sangeeta Mehta, Sumesh Shah 

Niagara Health (St. Catherine’s Hospital): Erick Duan, Jennifer Tsang, Lisa Patterson, Diane Nielsen-

Smith, Amanpreet Kaur, Anna Kim 

Regina General Hospital: Eric Sy, Jonathan Mailman, Stephen Lee, Sandy SHA Kassir, Jenna England 

Elena Deptuch, Lexington Kinnear 

Royal Alexandra Hospital: Demetrios Kutsogiannis, Patricia Thompson, Tayne Hewer  

Sunnybrook Health Sciences Centre: Rob Fowler, Neill Adhikari, Maneesha Kamra, Nicole Marinoff 

St. Boniface General Hospital: Ryan Zarychanski, Nicole Marten, Gloria Vazquez-Grande, Sylvain 

Lother 

St. Joseph’s Health Centre Toronto: Rob Cirone, Joanne Meyer 

St. Joseph’s Healthcare Hamilton: Deborah Cook, Frances Clarke 

St. Mary's General Hospital (Kitchener): Rebecca Kruisselbrink, Atif Siddiqui 

St. Michael’s Hospital: John Marshall, Laurent Brochard, Karen Burns, Gyan Sandhu, Imrana Khalid, 

Eryn Churcher, Marlene Santos  

Sunnybrook Health Sciences Centre: Rob Fowler, Neill Adhikari, Maneesha Kamra, Nicole Marinoff, 

Valentin Smechuk, Aleksander Alikaj, Naila Ahmad 

Surrey Memorial Hospital: Anish Mitra, Miriam Gibson, Christopher Condin, Nibi Varghese, Deveshi 

Deveshi 

Thunder Bay Regional Health Sciences Centre: Philip George, Samantha Arora, Martina Agostino, 

Crystal Forsyth, Brittany Everett, Meghana Mahamuni 

The Ottawa Hospital: Shane English, Irene Watpool, Rebecca Porteous, Sydney Miezitis, Lauralyn 

McIntyre 

Toronto General Hospital (University Health Network): Elizabeth Wilcox, Lorenzo del Sorbo, Hesham 

Abdelhady, Tina Romagnuolo Sejin Han 

Toronto Western Hospital (University Health Network): Jeffrey Singh, Briar Coman 

University of Alberta: Wendy Sligl, Nadia Baig, Oleksa Rewa, Sean Bagshaw, Karen Doucette, 

Stephanie Smith, Caylin Chadwick, Kim Thorsteinson, Kimberly Robertson, Heather Mangan, 

Chelsea Kamprath, Danielle Polan 
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Univeristy of Calgary (Peter Lougheed Centre, Rockyview General Hospital, South Health Campus, 

Foothills medical Cenre): Chip Doig, Daniel Niven, Theophany Eystathioy, Ishwantdeep Bains, 

Maha Khaleel 

William Osler Health System: Alexandra Binnie, Elizabeth Powell, Alexandra McMillan, Tracy Luk, 

Noah Aref Rosa Myrna Marticorena, Jasleen Gill, Vinayak Lad, Ricky Verma 

 

Critical Care Asia Africa:  

India  

Apollo Speciality Hospital - OMR, Chennai:  Devachandran Jayakumar, R Pratheema, Suresh Babu 

Apollo Main Hospital, Chennai: C Vignesh, Bharath Kumar TV, N Ramakrishnan, Augustian James, 

Evangeline Elvira 

Apollo Speciality: Vanagaram, Vanagaram, Chennai; R Ebenezer, S Krishnamoorthy , Lakshmi 

Ranganathan, Manisha Ganesan, Madhu Shree;  

Apollo First Med Hospital, Chennai: Ashwin Kumar Mani, Meghena Mathew, Revathi Kandeepan,  

Dr Kamakshi Memorial Hospital, Chennai: Devachandran Jayakumar. Lavanya E, Adithya 

Venkataramanan Anbudurai, Ramayana Manohar Avinash, Sucharita Yanamandra; 

Symbiosis University Hospital and Research Centre, Maharashtra: Urvi Shakla, Amal Bali, Sivanjali 

Kadam, Chinmayee Bhise; 

 

Malaysia 

Universiti Malaya, Kuala Lumpur: Mohd Shahnaz Hasan, Nor'azim Mohd Yunos, Rafidah Atan, 

Carolyn Tze Ing Loh; 

University Malaya Medical Centre, Kuala Lumpur: Mei Hoon Yap; 

 

Nepal                

Nepal Intensive Care Research Foundation: Diptesh Aryal, Kanchan Koirala, Subekshya Lyitel 
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Chitwan Medical College, Bharatpur: Sheetal Adhikari, Basanta Gauli, Puja Kunwar Sarala Adhikari, 

Neha Arya, Sarita Gurung; 

Grande International Hospital, Kathmandu: Sushil Khanal, Sameena Amatya, Sabita Shrestha, Shreya 

Pathak, Sharmila Mali, Bina Bhattarai 

HAMS Hospital, Kathmandu: Hem Raj Paneru, Sabin Koirala, Pratibha Paudel, Roshni Shakya, Pratibha 

Thapa, Puja Bhandari; Srijana Kayastha, Rakshya Karki 

Nepal Mediciti Hospital, Karyabinayak: Kishor Khanal, Namrata Rai, Krishan Dheke, Mili Maharjan, 

Sudeshana Shakya; 

Tribhuvan University Teaching Hospital, Kathmandu: Hem Raj Paneru, Sabita Maharjan, Radhika 

Maharjan, Aarti Phuyal, Binita Bhattarai, Namrata Shrestha, Sabi Bajracharya; 

 

Pakistan  

Abbasi Shaheed Hospital, Karachi: Komal Fareed, Aneela Kidwai; 

National Hospital & Medical Centre, Lahore: Naveed Latif, Maheen Khoso, Muhammad Hashim 

Ghouri; 

National Institute of Cardiovascular Diseases Pakistan, Karachi: Nawal Salahuddin, Sobia Masood, 

Maheen Wahaj; 

South City Hospital Karachi: Nasir Khoso, Namra Asif, Huda Taqdees; 

Ziauddin Hospital Clifton Campus: Madiha Hashmi, Maryam Ali, Noor Hassan, Ashok Panjwani, 

Zulfiqar Ali Umrani, Mohiuddin Shaikh, Ayesha Siddiqui, Arishay Hussaini, Mehrnaz Barry, 

Shoaib Siddiq, Adnan Gul; 

Ziauddin Hospital North Nazimabad Campus: Quratul Ain, Darakhshan Kanwal; 

 

Czech Republic 

Kralovske Vinohrady University Hospital: Frantisek Duska, Marie Chaloupecká 

Teplice Hospital: Tomáš Hrubý, Ľudovít Želinský 
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Estonia 

Tartu University Hospital: Kadri Tamme, Veronika Reinhard, Anneli Ellervee, Liisi Põldots, Pille Rennit, 

Nikolai Svitškar 

 

Finland: 

Helsinki University Hospital: Suvi Vaara, Leena Pettilä, Jonna Heinonen, Ville Pettilä 

Tampere University Hospital: Anne Kuitunen, Sari Karlsson, Annukka Vahtera, Heikki Kiiski, Sanna 

Ristimäki 

 

France: 

Ambroise Paré Hospital: Amine Azaiz, Cyril Charron, Mathieu Godement, Guillaume Geri, Antoine 

Vieillard-Baron; 

Centre Hospitalier de Dax: Adrien Auvet, Celine Ravry, Vanessa Creange, Anne-Helene Boivin, Amélie 

Barreau, Sophie Vandewoestyne; 

Centre Hospitalier de Dieppe: Declercq Pierre-Louis, Marchalot Antoine, Saladin EP Lafosse Cecile, 

Gelinotte Stephanie, Eraldi Jean-Pierre, Bourgerol François, Beuzelin Marion, Rigaud Jean 

Philippe 

Centre Hospitalier de Melun: Franck Pourcine, Mehran Monchi; 

Centre Hospitalier Henri Mondor d'Aurillac: Gael Pradel, Emanuele Turbil, Marie-Helene Hausermann, 

Michel Boudineau, Thi-My-Hue Nguyen-Valat; 

Centre Hospitalier Le Mans: Christophe Guitton, Remy Marnai, Marie-Helene Leroyer, Michaël 

Landais, Cedric Darreau, Marjorie Saint Martin, Patrice Tirot, Nicolas Chudeau, Aurélie 

Brasselet, Lev Volkov, Jean-Christophe Callahan, Juliette Meunier, Thomas Douillard, Elliot Le 

Basnier, Marion Veillard, Dominique Vivier; 

Centre Hospitalier Simone Veil, Beauvais: David Luis, Romain Mercier, Anne Sagnier, Nathalie Verrier, 

Cecile Caplin, Jack Richecoeur, Daniele Combaux 

Centre Hospitalier Sud Essonne: Shidasp Siami, Christelle Aparicio, Sarah Vautier, Asma Jeblaoui, 

Delphine Lemaire-Brunel 
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Centre Hospitalier Tenon: Muriel Fartoukh, Laura Courtin, Vincent Labbe, Guillaume Voiriot, Sara 

Nesrine Salhi 

Centre Hospitalier Victor Dupouy: Gaetan Plantefeve, Cécile Leparco, Damien Contou 

CH de Mont de Marsan: Arnaud Sement, Alexandre Gachet, Alexis Hanisch, Abdelmagid Haffiane, 

Anne-Hélène Boivin, Amelie Barreau, Elodie Guerineau, Séverine Poupblanc; 

CH des Pays de Morlaix : Pierre Yves Egreteau, Montaine Lefevre, Simon Bocher, Guillaume Le Loup, 

Lenaïg Le Guen, Vanessa Carn, Melanie Bertel ; 

CHR d'Orleans: Grégoire Muller, Mai-Anh Nay, Toufik Kamel, Dalila Benzekri, Sophie Jacquier, Isabelle 

Runge, Armelle Mathonnet, François Barbier, Anne Bretagnol 

CHRU Tours Hôpital Bretonneau: Emmanuelle Mercier, Delphine Chartier, Charlotte Salmon, Pierre-

François Dequin, Denis Garot 

CHU Dijon Bourgogne: Jean Pierre Quenot, Ludivine Garrier, Solenne Villot, Mathilde Audry 

CHU de Limoges (Dupuytren): Bruno Francois, Alexandra Gay, Fedou Anne-Laure 

Hôpital Civil, Hôpitaux Universitaires de Strasbourg: Ferhat Meziani, Hayat Allam, Jessy Cattelan, 

Raphael Clere-Jehl, Julie Helms, Christine Kummerlen, Hamid Merdji, Alexandra Monnier, 

Hassene Rahmani, Studer Antoine 

Hôpital de Hautepierre, Hôpitaux Universitaires de Strasbourg: Francis Schneider, Vincent Castelain, 

Guillaume Morel, Sylvie L’Hotellier 

Hôpital Simon Veil, Eaubonne: Evelina Ochin, Christian Vanjak, Patrick Rouge, Lynda Bendjemar 

Hospital Nord Franche-Comté: Julio Badie, Fernando Daniel Berdaguer, Sylvain Malfroy, Chaouki 

Mezher, Charlotte Bourgoin, Guy Moneger, Elodie Bouvier 

Lariboisière Hospital: Bruno Megarbane, Sebastian Voicu, Nicolas Deye, Isabelle Malissin, Laetitia 

Sutterlin, Aymen Mrad, Adrien Pépin Lehalleur, Giulia Naim, Philippe Nguyen, Jean-Michel 

Ekhérian, Yvonnick Boué, Georgios Sidéris, Dominique Vodovar, Emmanuelle Guérin, Caroline 

Grant 

Raymond Poincaré Hospital: Djillali Annane, Nicholas Heming, Pierre Moine, Virginie Maxime, 

Isabelle Bossard, Tiphaine Barbarin Nicholier, Bernard Clair, David Orlikowski, Rania Bounab, 

Lilia Abdeladim 
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Vendee Hospital: Gwenhael Colin, Vanessa Zinzoni, Natacha Maquigneau, Matthieu Henri-Lagarrigue, 

Caroline Pouplet 

Centre Hospitalier de Bethune: Christophe Vinsonneau, Dewatine Anne, Laskowski Karine, Mehdi 

Marzouk, Sabine Janowski, Caroline Sejourne, Sboui Ghada 

 

Germany: 

Carl-Thiem-Klinikum Cottbus gGmbH: Jens Soukup, Richard Wetzold, Madlen Löbel, Lisa Starke, 

Patrick Grimm 

Charité - Universitätsmedizin Berlin: André Finn, Gabriele Kreß, Uwe Hoff, Carl Friedrich Hinrichs, Jens 

Nee 

Elisabeth Krankenhaus Essen: Ingo Voigt, Robert Schueler, Elisabeth Blank, Vanessa Hüning, Melanie 

Steffen, Patricia Goralski 

Jena University Hospital: Mathias W. Pletz, Stefan Hagel, Juliane Ankert, Steffi Kolanos, Frank Bloos 

Klinikum Dortmund gGmbH: Daniela Nickoleit-Bitzenberger, Bernhard Schaaf, Werner Meermeier, 

Katharina Prebeg, Harun Said Azzaui, Martin Hower, Klaus-Gerd Brieger, Corinna Elender, 

Timo Sabelhaus, Ansgar Riepe, Ceren Akamp, Julius Kremling, Daniela Klein, Elke Landsiedel-

Mechenbier; 

University Hospital of Leipzig: Sirak Petros, Bastian Pasieka, Kevin Kunz      

University Hospital Leipzig: Sven Laudi, Antje Seidel, Hannah Ullmann, Christian Schlegel 

Universitätsklinikum Hamburg-Eppendorf: Stefan Kluge, Axel Nierhaus, Dominik Jarczak, Kevin Roedl 

Universitätsklinikum Köln: Matthias Kochanek, Giusi Rueß-Paterno, Josette Mc-Kenzie, Dennis 

Eichenauer, Alexander Shimabukuro-Vornhagen; 

University Hospital of Frankfurt: Gernot Gerhard Ulrich Rohde, Achim Grünewaldt, Jörg Bojunga 

University Hospital of Würzburg: Dirk Weismann, Anna Frey, Maria Drayss, M.E. Goebeler, Thomas 

Flor, Gertrud Fragner, Nadine Wahl, Juliane Totzke, Cyrus Sayehli 

Universitätsklinikum Tübingen: Siri Göpel, Simone Eisenbeis, Reimer Rissen, Nadine Conzelmann 

Vivantes Klinikum Neukölln: Lorenz Reill, Michael Distler, Astrid Maselli 
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Ireland: 

Beacon Hospital Dublin: Daniel Collins, Kathy Brickell, Liadain Reid, Michelle Smyth, Patrick Breen, 

Sandra Spain 

Beaumont Hospital: Gerard Curley, Natalie McEvoy, Pierce Geoghegan, Jennifer Clarke, Michelle 

Smyth      

Cork University Hospital: Patick Seigne, Annlin Bejoy Philip, Joanne Cleary, Lorraine O'Neill, Niamh 

 Kelly 

Galway University Hospitals: John Laffey, Bairbre McNicholas, Michael Scully, Siobhan Cas Lauren 

Ferguson, Martina Carey, David Cosgrave, Ciara Hanley Maeve Kernan, Aoife Brennan, Ritika 

Rangan, Riona Tully, Sarah Corbett, Aine McCarthy, Oscar Duffy, David Burke 

St Vincent’s University Hospital, Dublin: Alistair Nichol, Kathy Brickell, Michelle Smyth, Leanne Hays, 

Liadain Reid, Lorna Murphy, Andy Neill, Bryan Reidy, Michael O’Dwyer, Donal Ryan, Kate 

Ainscough, Mary O’Sullivan, Biji Thomas 

Waterford University Hospital: Sheeba Hakak, Aisling Murphy, Kirsten Joyce  

 

Italy: 

Arcispedale Santa Maria Nuova: Elena Mantovani, Pierpaolo Salsi, Cristina Lombardini 

Azienda Ospedaliera Universitaria Policlinico “Paolo Giaccone”: Andrea Cortegiani, Mariachiara 

Ippolito, Vincenzo Benenati, Alessandro Pace, Maria Lapi, Marco Tutone, Rosaria Vanella, 

Noemi Spina, Valentina Gambino. 

Fondazione IRCCS Ca Granda, Ospedale Maggiore Policlinico: Francesco Blasi, Marco Mantero, Maura 

Spotti, Carlo Magnoni, Margherita Silani, Alessandra Bandera  

Romagna Local Health Authority, Infermi Hospital Rimini: Jonathan Montomoli, Emiliano Gamberini, 

Maria Maddalena Bitondo  

ASST Spedali Civili di Brescia: Simone Piva, Emanuele Focà, Damiano Rizzoni, Gianluca Boari, Mattia 

Marchesi 
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Humanitas Research Hospital: Maurizio Cecconi, Sara Pugliese, Romina Aceto, Alessio Aghemo, 

Salvatore Badalamenti, Enrico Brunetta, Michele Ciccarelli, Elena Constantini, Massimiliano 

Greco, Carlo Selmi, Stefano Aliberti, Antonio Voza, Marco Folci       

IRCCS-ISMETT: Gennaro Martucci, Giovanna Occhipinti, Claudia Costantino – Occhipinti, Raffaele 

Cuffaro, Giovanna Russelli 

IRCCS San Raffaele Scientific Institute: Giovanni Landoni, Matteo Aldo Bonizzoni, Carola Galbiati, 

Cristina Nakhnoukh, Rosalba Lembo, Glenda Mascherpa, Giuseppe Giardina, Alessandro 

Belletti, Marco Ripa, Patrizia Rovere-Querini, Giuseppe Di Lucca, Alessandra Bonaccorso, 

Gianmarco Alessandro Carà, Giada Russo, Stefano Salvati, Enrico Tomasi 

University of Brescia: Simone Piva, Emanuele Focà, Damiano Rizzoni 

 

Netherlands: 

Bernhoven ziekenhuis Uden: Kitty Slieker, Esther Ewalds, Arnate Sanders, Wendy Wittenberg, Heidi 

Peters Geurts 

Canisius Wilhelmina Ziekenhuis: Oscar Hoiting, Marco Peters, Els Rengers, Manon Bindels, Mirjam 

Evers, Anton Prinssen 

Deventer Hospital: Huub L.A. van den Oever, Arriette Kruisdijk-Gerritsen, Erwin Ruessink 

Elleke Wijtenhorst 

Hagaziekenhuis Den Haag: Kees van Nieuwkoop, Thomas Ottens, Yorik Visser, Lettie van den Berg, 

Eline Pellekoorn, Annemarie van der Kraan-Donker  

Jeroen Bosch Ziekenhuis: Koen Simons, Tamara van Zuylen, Angela Bouman 

Laurentius Ziekenhuis: Fabian Laugs, Ragnar Lunde, Wendy Blanck 

Maxima Medisch Centrum Veldhoven: Rudy Roumen, Klaas de Groot 

MCL Leeuwarden: Marit van Vonderen, Carina Bethlehem, Riejanne Stienstra, Linda Kampschreur, 

Marit de Vries, Mario Pietersma, Grietje Zwiers-Lourens 

Maasstad Ziekenhuis: Corstiaan den Uil, Eryk Toscano, Patrick van der Geest, Diman Taha, Dirk Boer, 

Fabienne van Aalst, Sabriena Henderson, Sjoerd Thijsse  
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Meander Medisch Centrum: Laura van Gulik 

OLVG Amsterdam: Nicole Juffermans, Matty Koopmans      

Radboud University Medical Center Nijmegen: Jeroen Schouten, Peter Pickkers, Noortje Roovers, 

Margreet Klop-Riehl, Hetty van der Eng, Frank van de Veerdonk, Sonja Sloots-Cuppen, Lieke 

Preijers, Margot Polfliet      

Rijnstate ziekenhuis Arnhem: Robert Jan Hassing, Frances Greven, Danique Huijbens, Harald Verheij, 

Lian Roebers      

UMC Groningen: Karina Meijer, Douwe Postma, Karen Thedinga 

UMC Leiden: Evert de Jonge, Jeanette Wigbers, Michael del Prado 

UMC Utrecht: Marc Bonten, Jelle Haitsma Mulier, Emma Rademaker, Anna Linda Peters, Birgit 

Romberg, Helen Leavis, Roger Schutgens, Darren Troeman, Marjolein van Opdorp, Henny 

Ophorst-den Besten, Karen Brakké, Lennie Derde, Olaf Cremer, Harm-Jan de Grooth, Katja 

Scheffer-Wesdorp, Marjolein Hensgens 

ZGT Almelo: Bastiaan Wittekamp, Bart Grady, Ellen Platenkamp, Herma Harberink, Chantal Dibbelink 

Ziekenhuis Gelderse Vallei Ede: Sjoerd van Bree, Marianne Bouw-Ruiter, Margreet Osinga, Arthur van 

Zanten 

 

New Zealand: 

Auckland City Hospital, Cardiothoracic and Vascular ICU: Shay McGuinness, Rachael Parke, 

Magdalena Butler, Keri-Anne Cowdrey, Alix Gray, Brittany Mason, Melissa Robertson, Laura 

Weiss;  

Auckland City Hospital, DCCM: Colin McArthur, Thomas Hills, Eamon Duffy, Caroline O’ConnorYan 

Chen,Elizabeth (Lizzie) Briggs, Archie Maclang, Kristian Misa, Hiromi Nakamuro, Caroline 

O’Connor, Lauren West 

Christchurch Hospital: Jay Ritzema Carter, Kymbalee Van Der Heyden, Jan Mehrtens, Anna Morris, 

Stacey Morgan, Tara Burke  

Middlemore Hospital: Tony Williams, Susan Morpeth, Rima Song, Dinuraj Girijadevi, Vivian Lai, Sarah 

Lui, Tina Mwembani 

North Shore Hospital: Robert Everitt, Sarah Bridges, Hina Karim 
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Rotorua Hospital: Ulrike Buehner, Erin Williams 

Tauranga Hospital: Jonathan Chen, Amanda Miller, Caroline Abbott     

Waikato Hospital: Pranesh Jogia, Robert Martynoga, Kara Trask, Amelia Butler, Jessica Newlands, 

Kelly Henderson 

Wellington Regional Hospital: Paul Young, Eden Lesona,  Leanlove Navarra, Kirsha Delaney, Joy 

Marmol, Reece Latino, Shan Qiu, Odessa David, Nina Roberts 

Whangarei Hospital: Ralph Fuchs, Bridget Lambert 

Taranaki Base Hospital:  Jonathan Albrett, Carolyn Jackson, Simon Kirkham 

Dunedin Hospital: Pawel Twardowski, Alisha Da Silva, Christina Kumate 

 

Portugal: 

Hospital de Abrantes: Nuno José Teodoro Amaro dos Santos Catorze, Tiago Nuno Alfaro Lima Pereira, 

Ricardo Manuel Castro Ferreira, Joana Margarida Pereira Sousa Bastos, Teresa Margarida 

Oliveira Batista 

 

Romania: 

"Dr. Victor Babes" Clinical Hospital of Infectious and Tropical Diseases Bucharest: Simin Aysel 

Florescu, Delia Stanciu, Corneliu Popescu, Mihaela Florentina Zaharia, Alma Gabriela Kosa, 

Daniel Codreanu 

 

Saudi Arabia: 

King Abdulaziz Medical City- Riyadh: Yaseen M Arabi, Eman Al Qasim, Lolowa Alswaidan, Mohamed 

M Hegazy, Hatim Arishi, Ali Al Amri, Samah Y AlQahtani, Brintha Naidu, Haytham Tlayjeh, 

Sajid Hussain, Farhan Al Enezi, Sheryl Ann Abdukahil 

 

Serbia: 

University Clinical Center Niš: Tatjana Pejčić, Borislav Božanić, Marija Marinković, Marija Topalović 
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Slovenia: 

University Medical Centre Maribor: Andrej Markota, Žiga Kalamar, Franc Svenšek, Martin Marinšek, 

 Jure Fluher, Katja Jerenec, Barbara Kit, Iris Živko, Matija Peneš, Bor Daković      

 

Spain: 

Hospital de Tortosa Verge de la Cinta: Ferran Roche-Campo, Diego Franch-LLasat, Pablo Concha, 

Joana Domingo-Marco, Naya Bellaubí-Pallarés, Jael Lorca-Cabrera, Silvia Reverté-Villarroya, 

Esther Sauras-Colón, Gaspar Masdeu-Eixarch 

Hospital del Mar: Rosana Muñoz-Bermúdez, Clara Vilà-Vilardell, Purificación Pérez-Terán, Aleix 

Granado Garcia,  Judith Marin-Corral, Anna Salazar Degracia, Francisco Parrilla Gómez, Maria 

Isabel Mateo López, Purificación Pérez-Terán, Clara Vilá, Judit Bigas, Irene Dot Jordana, 

Cristina Climent Company, Lucia Picazo Moreno, María Acer Puig 

Reina Sofia University Hospital: Rafael León López, Jorge Rodríguez-Gómez, Sheila Cárcel, Rosario 

Carmona, Carmen de la Fuente, Marina Rodriguez, Julian de la Torre Cisneros 

Hospital Regional Universitario de Málaga: Manuel Enrique Herrera Gutiérrez, Carolina Joya 

Montosa, Alvaro Valverde Montoro. 

Hospital Universitario de Jerez: Ángel Estella, Manuel Ángel Gracia Romero 

Hospital Universitario Reina Sofia: Eduardo Aguilar Alonso, Rafael López, Jorge Rodríguez-Gómez, 

Carmen de la Fuente, Julian de la Torre Cisneros, Rodrigo Rayo Castillo, Paula Buendia 

University Hospital Marques de Valdecilla: Borja Suberviola Cañas, Alfredo Del Moral de Diego 

Ramon y Cajal University Hospital: Maria Cruz Soriano Cuesta, Aaron Blandino Ortiz, Marina Lopez 

Olivencia, Ana Villaclaras Pacheco, Eduardo Morales Soribas, Itziar Pozuelo Echegaray, 

Noemí Paredes de Dios, José Márquez Alonso, Loreto López Vergara, Luis Jaramillo 

Valarezo. 

 

Switzerland: 

University Hospital Zurich: Pedro D. Wendel-Garcia, Philipp K. Buehler, Eva-Maria Kleinert 
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Singapore: 

National University Hospital: Matthew Cove, Ryanna Koh, John Soong, Paul Tambyah 

Ng Teng Fong General Hospital: Faheem Ahmed Khan, Manasa Sachin 

Tan Tock Seng Hospital: Sharlene Ho, Yeo He Ping, Ser Hon Puah 

 

United Kingdom: 

Aberdeen Royal Infirmary: Callum Kaye, Amanda Coutts, Lynn MacKay; 

Addenbrooke's Hospital: Charlotte Summers, Petra Polgarova, Neda Farahi, Eleonore Fox, Katherine 

Bongaerts. Peter Featherstone, Anthony Ng, David Sapsford; 

Alder Hey Children’s NHS Foundation Trust: Stephen J McWilliam, Daniel B Hawcutt, Laura Rad, Laura 

O’Malley, Jennifer Whitbread, Dawn Jones, Rachael Dore, Paula Saunderson; 

Alexandra Hospital Redditch: Olivia Kelsall, Nicholas Cowley, Laura Wild, Jessica Thrush, Hannah 

Wood, Karen Austin; 

Altnagelvin Hospital: Adrian Donnelly, Martin Kelly, Naoise Smyth, Sinéad O’Kane, Valerie Mortland, 

Diane Mackey, Simon Galbraith, Breda Robinson,Declan McClintock, Majella Warnock, Ryan 

Campbell, Edmund McCallion;  

Antrim Area Hospital: Paul Johnson, Shirley McKenna, Joanne Hanley, Andrew Currie, Barbara Allen, 

Clare McGoldrick, Moyra McMaster; 

Barnet Hospital: Rajeev Jha, Michael Kalogirou, Christine Ellis, Vinodh Krishnamurthy, Aibhilin 

O’Connor, Saranya Thurairatnam; 

Basildon Universty Hospital: Dipak Mukherjee, Agilan Kaliappan, Mark Vertue, Anne Nicholson, 

Joanne Riches, Gracie Maloney, Lauren Kittridge, Amanda Solesbury, Angelo Ramos; 

Belfast Health and Social Care Trust (Belfast City Hospital, Mater Infirmorium, Royal Victoria 

Hospital): Jon Silversides, Peter McGuigan, Kathryn Ward, Aisling O’Neill, Stephanie Finn, 

Chris Wright, Jackie Green, Érin Collins, Emmet Major, Julie McAuley;  

Brighton and Sussex University Hospitals Trust: Barbara Phillips, Laura Oritz-Ruiz de Gordoa, Marion 
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Supplemental methods 
 

Inclusion and exclusion criteria  
 

REMAPCAP platform Inclusion criteria  

 

1. Adult patient admitted to an ICU for acute severe CAP within 48 hours of hospital admission 

with  

a. symptoms or signs or both that are consistent with lower respiratory tract infection (for 

example, acute onset of dyspnea, cough, pleuritic chest pain) AND  

b. Radiological evidence of new onset infiltrate of infective origin (in patients with pre-existing 

radiological changes, evidence of new infiltrate)  

2. Up to 48 hours after ICU admission, receiving organ support with one or more of:  

a. Non-invasive or invasive ventilatory support;  

b. Receiving infusion of vasopressor or inotropes or both  

 

REMAPCAP Platform Exclusion criteria  

 

1. Healthcare-associated pneumonia:  

a. Prior to this illness, is known to have been an inpatient in any healthcare facility within the last 

30 days  

b. Resident of a nursing home or long-term care facility.  

2. Death is deemed to be imminent and inevitable during the next 24 hours AND one or more of 

the patient, substitute decision maker or attending physician are not committed to full active 

treatment.  

3. Previous participation in this REMAP within the last 90 days 

 

Corticosteroid Domain Specific Inclusion criteria 

 

1. Patient is aged ≥ 28 days old (corrected gestational age)  

2. If in the Moderate State, patient is receiving some form of supplemental oxygen (simple 

facemask, low or high flow nasal oxygen, or non-invasive ventilation)  

 

Corticosteroid Domain Specific Exclusion criteria  



172 
 

 

1. Known hypersensitivity to any corticosteroid  

2. Intention to prescribe systemic corticosteroids for a reason that is unrelated to the current 

episode of CAP (or direct complications of CAP), such as chronic corticosteroid use before 

admission, acute severe asthma, or suspected or proven Pneumocystis jiroveci or COVID-19 

pneumonia 

3. If in the Severe State, more than 24 hours have elapsed since ICU admission; if the patient has 

already been assigned a treatment in another domain in the Moderate State, exclusion will occur 

if more than 24 hours has elapsed since commencement of sustained organ failure support in an 

ICU.  

4. The treating clinician believes that participation in the domain would not be in the best interests 

of the patient 
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Corrective action plan following incorrect labeling of patients 

On February 23rd, 2024, it was idenified that there was a coding error for 28 paricipants 
randomized between the ‘fixed course hydrocorisone’ and ‘no coricosteroid’ arms of the non-
pandemic stratum of the Coricosteroid Domain at paricipaing sites in Europe prior to March 2020.  
This error resulted in the reverse allocaion status being recorded for these paricipants in an export 
sent from one of the REMAP-CAP database providers to trial staisicians. 

These miscoded data were used in a single adapive analysis in August 2021, and impacted the 
subsequent response adapive randomizaion (RAR) proporions for this domain. The exact impact on 
randomizaion proporions is difficult to quanify. However for paricipants without COVID-19 
randomized to the Coricosteroid Domain between the interim analysis performed in August 2021 and 
the occurrence of a staisical trigger for this domain in November 2023, there was increased likelihood 
of being assigned to the ‘fixed-course hydrocorisone’ intervenion. In November 2023, ’fixed-course 
hydrocorisone’ was found to be fuile in comparison to the ‘no coricosteroid’ control. 

Amer conducing an internal invesigaion, we are confident that this error: 

• Did not result in the incorrect allocation for these participants being recorded in the study 
database itself, or being shown to research teams at participating sites 

• Did not impact the coding of allocations for any other participants in the trial 

• Did not impact the coding of allocations that the affected participants received in any other 
domains 

• Did not impact the validity of the Platform Conclusion for the Corticosteroid Domain that was 
reached in November 2023 

• Has not impacted any of the results published from REMAP-CAP to date 

• Did not affect parallel safety reporting to the Data Safety Monitoring Board 

• Is now resolved with processes in place (see below) 

The coding error was idenified on February 23, 2024, and there was extensive review of the exising 
code for other potenial errors, with none idenified. Regulators were noified within 30 days of 
idenifying the error.  

Prevenive acions have been put in place across the planorm. 

• Data management for REMAP-CAP Platform transitioned to a central ‘Data Coordination 
Centre’ (ICNARC, UK) in 2022, providing centralized data management with enhanced 
processes for data processing. This replaced a process by which exports were sent directly 
from multiple data providers to trial statisticians. 

• Any updates to specification documents for exports to trial statisticians are overseen by the 
Data Coordination Centre in collaboration with trial statisticians, reducing the risk of 
miscommunication between multiple parties.  

• Procedures and work instructions implemented in 2023 at Data Coordination Centre to 
ensure that any updates to code are checked by multiple experienced data managers. These 
include, but not limited to: ‘Receiving and Importing Exports from Data Providers’; ‘Merged 
Database’; and ‘Generating Data Exports’ 

• Policies implemented to mitigate the impact of alterations to randomization proportions: 
o Caps on randomization proportions, limiting extreme deviation from balanced 

randomization, implemented in 2023. 
o Significant delays between conducing interim analyses will result in a reversion to 

balanced randomizaion raios to avoid prolonged periods where disproporionate 
randomizaion allocaion may occur, implemented in 2024. 
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Supplemental results 

Platform Exclusions (see Figure 1) 
 

Patients excluded from the REMAP-CAP platform  7,257 

Randomized to the Platform within the last 90 days 30 
No signs and symptoms of a lower respiratory tract infection  266 
No radiological evidence of new onset infiltrates of infective origin  466 
In-patient within the previous 30 days  765  
Resident of  a nursing home or long-term care facility  234 
Community-acquired pneumonia not the primary reason for admission  1066 
Exceeded platform eligibility time windows 2613 
No qualifying organ support in ICU 1429 
Death deemed to be imminent and inevitable  388 
Other 0 
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STable 1. Analyses in the subset of patients randomized at sites offering both 

hydrocortisone and control 

90-day mortality  Hydrocortisone (n=339) Control (n=116) 

Sensitivity analysis restricting primary model to this subset 

Vasopressor-

dependent shock 

Yes Yes No No Yes Yes No No 

Influenza  Yes No Yes No Yes No Yes No 

# patients evaluated/ 

Total #  

19/19 143/145 9/11 160/164 3/3 54/54 5/5 54/54 

Deaths n (%) 4 (21.1) 27 (18.9) 1 (11.1) 29 (18.1) 0 (0) 7 (13) 1 (20) 4 (7.4) 

Analysis with borrowing 

Median adjusted OR 

(95% CrI) 

1.60 (0.68-

3.88) 

1.61 

(0.72-

3.69) 

1.60 (0.67-

3.88) 

1.60 (0.72-

3.74) 

1 

(Referenc

e) 

1 

(Referenc

e) 

1 

(Referenc

e) 

1 

(Referenc

e) 

Mean adjusted OR (SD) 1.76 (0.82) 1.76 

(0.77) 

1.76 (0.84) 1.76 (0.79) 1 

(Referenc

e) 

1 

(Referenc

e) 

1 

(Referenc

e) 

1 

(Referenc

e) 

Probability of 

superiority, % 

11.9 14 15 13.1 - - - - 

Probability of harm, % 85 86.9 86 88.1 - - - - 

Probability of >20% 

reduction in odds of 

death, % 

6.5 5.2 6 7.2 - - - - 

Sensitivity analysis without borrowing to generate Independent treatment effects for each stratum 

Median adjusted OR 

(95% CrI) 

1.25 

(0.18-

8.25) 

1.72 

(0.67-

4.70) 

1.11 

(0.15-

7.81) 

1.51 

(0.57-

4.45) 

1 

(Referenc

e) 

1 

(Referenc

e) 

1 

(Referenc

e) 

1 

(Referenc

e) 

Mean adjusted OR (SD) 2.03 

(2.55) 

1.98 

(1.08) 

1.87 

(2.53) 

1.81 

(1.10) 

1 

(Referenc

e) 

1 

(Referenc

e) 

1 

(Referenc

e) 

1 

(Referenc

e) 

Probability of 

superiority, % 

41.9 12.5 45.8 20 - - - - 

Probability of harm, % 58.1 87.5 54.2 80 - - - - 

Probability of >20% 

reduction in odds of 

death, % 

35 6.5 39.2 11.4 - - - - 

Sensitivity analysis generating a pooled treatment effect across strata 

Median adjusted OR 

(95% CrI) 

1.55 (0.75-3.63) 1 (Reference) 

Mean adjusted OR (SD) 1.71 (0.76) 1 (Reference) 

Probability of 

superiority, % 

14.4 - 

Probability of harm, % 85.6 - 

Probability of >20% 

reduction in odds of 

death, % 

4.4 - 

Model restricted to patients randomized to receive either fixed duration hydrocortisone or hydrocortisone control. The model adjusts 

for age, sex, site (nested within country), domain ineligibility, randomization within each domain, strata (vasopressor dependent shock 

versus no vasopressor dependent shock and influenza versus no influenza), disease state (not on invasive mechanical ventilation, 

ventilated but not severely hypoxic, or ventilated and severely hypoxic) and time epochs. Odds ratios (OR) < 1 indicate improved 

outcomes. SD denotes standard deviation. CrI denotes Credible Interval. 
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STable 2. Pathogens causing community acquired pneumonia 

 

1 24 patients (n=19, Hydrocortisone; n=5, Control) had co-isolation of bacterial pathogens (n=11, Hydrocortisone; n=5, Control) when 

restricted to sites offering hydrocortisone and control) 

2 6 patients (n=5, Hydrocortisone; n=1, Control) had co-isolation of viral pathogens (n=3, Hydrocortisone; n=1, Control) when restricted 

to sites offering hydrocortisone and control) 

3 including cyroptococcus, pneumocystis, non-tuberculous mycobacteria, nocardia, mucorales 

4 2 patients with multiple bacterial pathogens isolated (Haemophilus influenzae / Mycoplasma spp) 

5 2 patients with multiple viral pathogens isolated (both other coronovirus) 

  

   All paBents randomized to  

hydrocorBsone or control 

Subset randomized at sites  

offering hydrocorBsone and control 

HydrocorBsone 

(n=536) 

Control (n=122) Hydrocortisone 

(n=339) 

Control (n=116) 

 
No pathogen isolated, n/total(%) 278/532 (52.2) 71/119 (59.7) 166/336 (49.4) 65/113 (57.5) 

Bacterial pathogen isolated, n/total(%) 1 221/532 (41.5) 44/119 (37) 145/336 (43.2) 44/113 (38.9) 

Streptococcus pneumoniae 110/532 (20.7) 24/119 (20.2) 66/336 (19.6) 23/113 (20.4) 

Staphylococcus aureus 25/532 (4.7) 4/119 (3.4) 14/336 (4.2) 3/113 (2.7) 

Streptococcus agalactiae 1/532 (0.2) 0/119 (0) 1/336 (0.3) 0/113 (0) 

Streptococcus pyogenes 10/532 (1.9) 2/119 (1.7) 6/336 (1.8) 2/113 (1.8) 

Escherichia coli 7/532 (1.3) 3/119 (2.5) 5/336 (1.5) 3/113 (2.7) 

Klebsiella spp 7/532 (1.3) 2/119 (1.7) 7/336 (2.1) 2/113 (1.8) 

Pseudomonas aeruginosa 5/532 (0.9) 0/119 (0) 3/336 (0.9) 0/113 (0) 

Acinetobacter spp 4/532 (0.8) 2/119 (1.7) 4/336 (1.2) 2/113 (1.8) 

Burkholderia pseudomallei 4/532 (0.8) 0/119 (0) 4/336 (1.2) 0/113 (0) 

Haemophilus influenzae 11/532 (2.1) 4/119 (3.4) 6/336 (1.8) 4/113 (3.5) 

Moraxella catarrhalis 2/532 (0.4) 0/119 (0) 1/336 (0.3) 0/113 (0) 

Legionella spp 38/528 (7.2) 6/119 (5) 31/335 (9.3) 6/113 (5.3) 

Mycoplasma spp 13/520 (2.5) 2/116 (1.7) 7/328 (2.1) 2/110 (1.8) 

Chlamydophila spp 3/510 (0.6) 0/114 (0) 0/321 (0) 0/108 (0) 

Viral pathogen isolated, n/total (%) 2 57/531 (10.7) 12/119 (10.1) 38/335 (11.3) 11/113 (9.7) 

Influenza A 33/531 (6.2) 7/119 (5.9) 22/335 (6.6) 6/113 (5.3) 

Influenza B 6/531 (1.1) 1/119 (0.8) 5/335 (1.5) 1/113 (0.9) 

SARS-CoV-2 8/520 (1.5) 2/107 (1.9) 5/324 (1.5) 2/101 (2) 

Respiratory Syncytial Virus (RSV) 9/516 (1.7) 1/115 (0.9) 7/328 (2.1) 1/109 (0.9) 

Other coronavirus 6/513 (1.2) 2/116 (1.7) 1/322 (0.3) 2/110 (1.8) 

Both viral and bacterial pathogens 

isolated, n/total(%) 

25/531 (4.7) 8/119 (6.7) 13/335 (3.9) 7/113 (6.2) 

Influenza / Streptococcus pneumoniae 5/531 (0.9) 2/119 (1.7) 3/335 (0.9) 1/113 (0.9) 

Influenza / Staphylococcus aureus 5/531 (0.9) 2/119 (1.7)4 3/335 (0.9) 2/113 (1.8)4 

Influenza / Streptococcus pyogenes 3/531 (0.6) 2/119 (1.7) 2/335 (0.6) 2/113 (1.8) 

Influenza / other bacterial pathogen 3/531 (0.6) 0/111 (0) 1/335 (0.3) 0/105 (0) 

SARS-CoV-2 / Streptococcus pneumoniae 5/531 (0.9) 0/111 (0) 2/335 (0.6) 0/105 (0) 

RSV / bacterial pathogen 4/531 (0.8)5 1/119 (0.8) 2/335 (0.6) 1/113 (0.9) 

Other 0/531 (0) 1/119 (0.8) 0/335 (0) 1/113 (0.9) 

Other pathogen isolated, n/total(%) 3 2/532 (0.4) 1/118 (0.8) 0/336 (0) 1/112 (0.9) 

Tuberculosis 2/532 (0.4) 1/118 (0.8) 0/336 (0) 1/112 (0.9) 
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Data Sharing Statement 
 

Question  Authors’ Response  

Will the data collected for your study be made 

available to others?  

Yes  

Would you like to offer context for your 

decision?  

—  

Which data?  De-identified patient data set  

Additional information about data  —  

How or where can the data be obtained?  info@remapcap.org  

When will data availability begin?  April 1st 2025 

When will data availability end?  January 31 2029 

Will any supporting documents be available?  —  

Which supporting documents?  —  

Additional information about supporting 

documents  

—  

How or where can supporting documents be 

obtained?  

—  

When will supporting documents availability 

begin?  

—  

When will supporting documents availability 

end?  

—  

To whom will data be available?  Data will be available to researchers on 

request subject to sponsor restrictions  

For what type of analysis or purpose?  Research  

By what mechanism?  After approval of a proposal, with investigator 

support  

Any other restrictions?  —  

Additional information  —  

 


