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Collins R et alN Engld Med2020 Feb 13;382(7).678/8
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Thrombus Aspiration during ST-Segment Elevation
Myocardial Infarction

No LTFU @ 1 year
Cost: $50 per patient

Frobert, O. et alN Engld Med2013;369(17):158707
James, S. et dllat RevCardiol2015;12, 312316
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Acceleration Precision

Precise classification based

First description of First definition of Berlin definition on underlying biology
ARDS (1967) ARDS (1994) (2012)

1960 1965 1970 1975 1980 1985 1990 1995 2000 2005 2010 2015 2020

Definitions

Continuous vital signs monitoring

g, volume repletion, circulatory support) Translational critical
care research

Advanced hemodynamic monitoring (Swan—Ganz catheter, CVP, cardiac output)

Innovations

Routine laboratory measurements (blood gases, electrolytes, lactate)

SAPS Ill

Scores

Revised staging based on
underlying biology

Maslove DM, et al(2022)Nat Med28,1141¢1148
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TLR pathway
activation
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Alan Kay

Simple things should be
simple and complex things
should be possible

David Weekly www.flickr.coniphotos/dweekly/64221330/



Randomized Controlled
Trials

Master
protocols

Woodcock J.aVangé-M,N Engld Med2017; 377:6270
The APT CoalitioNRDI2019; 18:79¢807



Umbrella
trial

Single disease

l

Screen for presence of targets

Biomarker 1— Biomarker 2— Biomarker 3— Single group

positive positive positive or assigned
Targeted therapy 1 ~ Targeted therapy 2  Targeted therapy 3 according to group

Disease or Disease or Disease or
histologic feature 1 histologic feature 2  histologic feature 3

N ! /

Screen for presence of target

|

Target-positive
participants

Basket
trial

Trial of one targeted therapy
(controlled or uncontrolled)

Woodcock J.aVangée.M,N EnglJ Med2017; 377:6270



Trial events

Trial
start

Trial
schema

Continuous
screening

Biomarker A-
positive

Investigational drug 1

Investigational drug 2

Biomarker B—
positive

Standard of care A

Investigational drug 3

Biomarker-
negative

Standard of care B

Investigational drug 4

Standard of care for bic

Time (ongoing)

Woodcock J.aVangeM,N EnglJ Med2017; 377:6270



El Scenario 1: A platform trial Scenario 3: Multiple 2-group trials

Control 1 ‘ Control 1, intervention 1

s |ntervention 1
s> |ntervention 2
s> [ntervention 3
IHterurtion A - sy Control 4, intervention 4

CO St p re C E%ter i@ n eflt - Control 5, intervention 5

Control 6

q Control 2, intervention 2
E— Control 3, intervention 3

sy |ntervention 6 e | iovention 6
sy |ntervention 7 e s mgt:c;lniion 7
sy |ntervention 8 E—- fnigtz,%lnﬁion 8
Intervention O E—)- Fncicr;tr:fc:n?cion o —
Intervention 10 n—) Fncicr;tr:fc:n%ci(r]:m 10 —
10 intervention groups and 10 intervention groups and

https:// www.remapcap.orfresources ¢ statistical simulations | 1 controlgroup 15 Contros groups
Park JJH et alAMANetw Open.2022:5(7):e2221140




A setup cost for a single platform trial

2
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A setup costs for a conventional 2-arm trial



A setup cost for a single platform trial

Setup cost for a single platform trial vs conventional 2—-arm trials

Cumulative total setup costs for conventional 2-arm trials for 10 interventions
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Master Adaptive

protocols trials

Adaptive
platform
trials

Woodcock J.aVangée.M,N EnglJ Med2017; 377:6270

The APT CoalitioNRDC2019; 18:79¢807



Superiority Superiority
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Inferiority K’ Inferiority

The APT CoalitiohNRD2019;18:79¢807



A. Pr(data / Hyp):

1
% e -- frequentist
= 0

B. Pr(H / data):

Bayesian

Granholm A et allntensive Care Med022 Feb;48(2):16478



JAMA | Original Investigation | CARING FOR THE CRITICALLY ILL PATIENT

Effect of Hydrocortisone on Mortality and Organ Support in Patients
With Severe COVID-19

The REMAP-CAP COVID-19 Corticosteroid Domain Randomized Clinical Trial

The Writing Committee for the REMAP-CAP Investigators

Median adjusted odds ratio for improvement vs no hydrocortisone
(95% credible interval), and probability of superiority:

1.43 (0.91t0 2.27), 939 in the fixed-dose group

122 (0.76t0 1.94), 80% in the shock-dependent group

Angus D., Derde L., et 8AMA2020;324(13):131-1329
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Randomised Evaluation of COVID-19 Therapy

SoC Interventio
n
Steroids 4321 2104
Aspirin 7541 7351
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REMAP-CAP

Randomized, Embedded,
Multifactorial Adaptive Platform
trial for Community-Acquired

neumonia

Steroids

control 101
fixed dose 137
when In shock 146
antiplatelet

control 529
aspirin 565
P2Y12 inhibitor 455
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