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A trial based on Master Protocol

B A trial based on a master protocol
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Master Protocols to Study Multiple
Therapies, Multiple Diseases, or Both

€ \With a common system of patient selection, operational

administration, and data management

€ \With each sub-study conducted in parallel
(Woodcock&LaVange, 2017)

B Areas of Innovation in Master Protocols
& Infrastructure: common system to get data
& Trial Design: adaptation, shared control, etc.

Areas of Innovation

Infrastructure
Common screening platform for biomarker identification

Steering committee

Adjudication committee

Data monitoring committee

Central institutional review board
Trial networks and clinical centers

Randomization
Data and safety capture and management
Quality-control oversight

Trial Design
Adaptive randomization and other adaptive design features

Longitudinal modeling to determine probabilities of success
or failure

Shared control patients
Natural-history cohort
Biomarker qualification

Figure 3. Areas of Innovation in Master Protocols.
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Three types of master protocol trials

B Umbrella: to study multiple therapies in a single disease
B Basket: to study a single therapies in multiple subtypes

B Platform: to study multiple therapies allowing add on
or drop an arm at interim over a long period

B Basically a big screening trial for effective treatments
that should be moved to a confirmatory study




January 7, 2021: Preliminary study report released

REMAP-CAP

Randomized, Embedded,
Multifactoria | Adaptive Platform
lllll for Community-Acquired

B REMAP-CAP: Adaptive Platform Trial %’:A
€ Published results showing the efficacy of IL-6 receptor antagonists
iIn COVID-19 patients requiring organ support in the ICU

medRXxiv preprint doi: https://doi.org/10.1101/2021.01.07.21249390; this version posted January 7, 2021. The copyright holder for this
preprint (which was not certified by peer review) is the author/funder, who has granted medRXxiv a license to display the preprint in
perpetuity.
It is made available under a CC-BY-NC-ND 4.0 International license .

Interleukin-6 Receptor Antagonists in Critically Ill Patients with Covid-19 -
Preliminary report

The REMAP-CAP Investigators

https://pulmonary.exblog.jp/29367726/
- ]
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I
https://www.nikkei.com/article/DGXZQODG29DY50Z20C21A1000000/

When was REMAP-CAP prepared and initiated ?

B Protocol Version 1.0 on January 31, 202 seraoaaaas
B First Patient In for COVID-19 e

DIAMOND PRINCESS S

on March 9, 2020

315t January 2020 and updated to version 1.1 on 12t" February 2020. The first participant
with COVID-19 recruited to the trial was on 9t" March 2020.
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https://www.remapcap.org/

REMAP-CAP: accumulation status as of Feb. 21, 2021

w1220 REMAPCAP Tnal 20z REMAP-CAP Tnial
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REMAP-CAP

REMAP-CAP

A Randomised, Embedded, Multi-factorial, Adaptive Platform Trial for Community-Acquired

Pneumonia
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Patient Randomizations

htips /iwww.remapcap.org



Other platform trials

B RECOVERY trial: Tocilizumab

€ Included in application data package

. LI Tocilizumab in patients admitted to hospital with COVID-19 3% ®
. AC TT- 1 Stu dy - Re m d eS I VI r (RECOVERY): arandomised, controlled, open-label, platform o
trial

€ Included in application data o =2
Backgr In this study, we aimed to evaluate the effects of tocilizumab in adult patients admitted to hospital with Lencet 2021;397: 1637-45
cov ic i i mment page 150¢

! . The NEW ENGLAND
@ Special approval in May 2020 JOURNAL of MEDICINE

Remdesivir for the Treatment of Covid-19 — Final Report
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These speedy large-scale platform evidence

B Different in nature from a normal confirmatory study
€ But provided valuable evidence that will surely save mankind

B Now that the Corona Disaster has accelerated the
experience of innovative trials

€ \We would like to invite those who were at the center of the
experience to discuss the future of platform trials

€ n Japan, utilization of real world evidence is intensively discussed

€ We sould focus on the improvement in data quality and efficiency
that infrastructure sharing and trial design can bring
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Program

13:15-13:45 Construction of adaptive platform clinical trial:as an example of
REMAP-CAP (Univ. Tokyo, Dr. Ichihara)

13:45-14:25 Statistical issues of platform trial (Dr. Nomura, Dr. Uemura)
14:25-14:55 Platform trial:based on the experience (PMDA Dr. Asano)

<10 minutes break>

15:05-16:00 Not all platform trials are created equal: lessons learned from
clinical trials in outbreak settings (NIAID, Dr. Lori E. Dodd)

<15 minutes break>

16:15-17:15 Panel Discussion: All speakers + St. Marianna Univ.
Dr. Fujitani(Principal Investigator of REMAP-CAP Japan)
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