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New COVID-19 treatments
Translate research findings into measures
Strengthen Europe’s pandemic (research) preparedness

Determine mechanisms of disease
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Figure 2: REMAP-CAP Organization Chart
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Woodcock J, LaVange LM, N Engl J Med 2017; 377:62-70
The APT Coalition, NRDD 2019; 18:797-807
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REMAP-CAP

REMAP-CAP ~

REMAP-CAP Latest JAMA Publication - ACE2RAS - Click here to read.

13,950

Patient
randomisation
S

7,562

Total patients

12,983

28

Patient Available
randomisation interventions
s with in 10 domains

suspected or
proven COVID-

19
6,812 207
Patients with Active sites in

suspected or Europe

proven COVID-
19

Documentation

Publications ~ Media ~

Contact us

REMAP-CAP

A andomised, mbedded,

daptive latform trial for

ommunity- cquired neum

Learn more

ulti-factorial,

onia

&




Latvia
Glach.
9 Denmark : _
s Lithuania
@ % Um.e«(a
Kingdon$.:
(@ Hangourg Belal
@ @ Cg%’l N paP - - Benay
Ireland .Qg (] Bexlin
@ =98 & NG 9:0% ® Poland
& 038 025 t L e R
®g0,¢'s €5 -82"¢ ~
9.2 e . %4 Germegy
e® @ @3elgium
] Luxembourg & Czechia
@ ~ a® ® 0 Migich Vienna 5'°"ak'.a
: ; @
Py ¢ ® Zurich Austria
o Hungary Mc
& France Switzerland ~ PS
@ Lyen Ma,ar*. Sloveniz@® Romania
® Bosnia and Buc’greSt
@ n 1@ri Herzegovina:
a® Monaco San Ne:rino
Mont :
A Ital ,&;Hea"ffgao Bulgaria
S y bbunrpusa
Barralona @ . :
Mac.:lrid (] Naples Albania '
) . Vale.ncia
Lishort Spain Greece
e Palermo EAANGSa
Sevillc® Algiers Tunis @
. (@

CEre 1t

v -
Wt e

Belgium
Czech republic
Germany
Estonia
Finland
France
Ireland

Italy
Netherlands
Portugal
Serbia
Slovenia
Spain
Switzerland
UK



Mar Apr May Jun Jul Aug Sep Oct Nov Dec Jan Feb Mar

1st Covid-19
patient

PMA

2020 2021



Organ support-free days

B EEEN N EEEEDN
Death 0 1 2 3 4 5 6 7 8 91011121314151617 18152021

No
hydrocortisone
(n=101)

Shock-dependent
hydrocortisone
(n=141)

Fixed-dose
hydrocortisone
(n=137)

93%

. 30%

UI | | I I I
0 01 02 03 04 05 06 07 08 09 1.0

Proportion



Death

No
hydrocortisone
(n=101)

Shock-dependent
hydrocortisone
(n=141)

62%

Fixed-dose
hydrocortisone
(n=137)

54%

UI | | I I I | I | I
0 01 02 03 04 05 06 07 08 09 1.0

Proportion



Figure 2. Association Between Corticosteroids and 28-Day All-Cause Mortality in Each Trial, Overall, and According to Corticosteroid Drug

No. of deaths/total

ClinicalTrials.gov Initial dose and No. of patients 0dds ratio Favors | Favors no Weight,

Drug and trial identifier administration Steroids No steroids (95% Cl) steroids @ steroids %
Dexamethasone . |

DEXA-COVID 19 NCT04325061 High: 20 mg/d intravenously 2/7 2/12 2.00(0.21-18.69) E : . > 0.92

CoDEX NCT04327401  High: 20 mg/d intravenously 69/128 76/128 0.80 (0.49-1.31) i 18.69

RECOVERY NCT04381936 Low: 6 mg/d orally or intravenously 95/324 283/683 0.59 (0.44-0.78) t | 57.00

Subgroup fixed effect 166/459 361/823 0.64 (0.50-0.82) 76.60
Hydrocortisone i

CAPE COVID NCT02517489 Low: 200 mg/d intravenously 11/75 20/73 0.46 (0.20-1.04) m E 6.80

COVID STEROID NCT04348305 Low: 200 mg/d intravenously 6/15 2/14 4.00 (0.65-24.66) E ; » 1.39

REMAP-CAP NCT02735707 Low: 50 mg every 6 h intravenously 26/105 29/92 0.71(0.38-1.33) il 11.75

Subgroup fixed effect 43/195 51/179 0.69(0.43-1.12) -’I-— 19.94
Methylprednisolone i

Steroids-SARI NCT04244591 High: 40 mg every 12 h intravenously 13/24 13/23 0.91 (0.29-2.87) E l 3.46
Overall (fixed effect) 222/678 425/1025 0.66 (0.53-0.82) <O 100.0
P=_31 for heterogeneity: 12=15.6% i
Overall (random effects?) 222/678 425/1025 0.70(0.48-1.01) {:1::;-

0.2 1 4
Odds ratio (95% CI)
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Figure S2. Forest Plot of Organ Support Free days for sariiumab compared to tocilizumab

Odds Ratio
Median (95% Crl) Posterior probability, %

I , Equivalence Non-inferiority
Sarilumab i .
Subgroup : . of sarilumab of sarilumab
[ vs tocilizumab - .
| and tocilizumab to tocilizimab
1
Overall —— 1.03 (0.86, 1.25) 92.9 98.9

|
Baseline Mechanical Ventilation :
1

No —l— 0.96 (0.75, 1.23) 82.7 86.8

Yes - 1.14 (0.80, 1.64) 55.2 95.7

Baseline CRP tercile

Low = 1.08 (0.73, 1.61) 59.5 90.1

Middle Il 1.03 (0.71, 1.49) 65.6 86.0

Upper I: 0.99 (0.68, 1.42) 66.1 81.3

Unknown ' @ 1.15 (0.68, 1.97) 44.0 88.4
|

I I
0.5 0.75 1 1.5 2
Favors tocilizumab |  Favors sarilumab |
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Covid drug tocilizumab at Downing Street
press briefing
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The findings are from the Remap-
Cap study, which is led by Imperial and
the Intensive Care National Audit &
Research Centre (ICNARC) in the UK
and the University Medical Centre
Utrecht in Europe. The researchers
looked at tocilizumab and avery similar
drug called sarilumab.

Of the patients who got the treat-
ment within a day of receiving assist-
ance for breathing in an intensive care
unit, 27.3 per cent died compared with
35.8 per cent for a control group. This
Continued on page 2, col 3
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COVID-19 Therapeutic Alert

CEM/CM0/2021/001 8 January 2021

Interleukin-6 inhibitors (tocilizumab or sarilumab) for patients .

admitted to ICU with COVID-19 pneumonia (adults) Th era PeUthS dan d C OVI D '1 9
Summary

The REMAP-CAP trial has reported a finding of survival and time to recovery benefits for
tocilizumab or sarilumab, over and above current standard of care (including
corticosteroids), in the immune modulation therapy domain of the REMAP-CAP platform LIVING GUIDELINE
trial. Mortality was reported as 35.8% in the placebo group, compared to 27% in the 31 MARCH 2021
treatment group, an overall reduction in the risk of death of 24%. The treatment also
reduced the time patients spent in the intensive care unit (ICU) by more than a week on
average. The published UK wide Interim Position Statement has therefore been revised to
support access to either tocilizumab or sarilumab (when available), administered
intravenously, for eligible COVID-19 positive patients in the intensive care setting.

>3800 trials [...]
RECOVERY, WHO SOLIDARITY, DISCOVERY, REMAP-CAP and ACTIV

Publication of the RECOVERY and REMAP-CAP trials [...]
triggered this recommendation

World Health
Organization
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No. of events/total patients 0dds ratio Favors | Favors _Q_% %
Outcome and treatment 12,% Control Anti-IL-6 (95% CI) anti-IL-6 | control g Z
28-d mortality g i
All anti-1L-6 i N
No corticosteroid use 0 293/1280 537/2357 1.09 (0.91-1.30) —.— Qc)!f N
Corticosteroid use 0 838/2848 827/3468 0.78 (0.69-0.88) I
Tocilizumab
No corticosteroid use 0 211/898 254/1192 1.06 (0.85-1.33) ——
Corticosteroid use 0 793/2585 693/2815 0.77 (0.68-0.87) l
Sarilumab
No corticosteroid use 0 83/384 283/1134 1.18 (0.88-1.58) ——
Corticosteroid use 0 48/281 124/607 0.92 (0.61-1.38) -
Progression to IMV, ECMO, or death at 28 d
All anti-1L-6
No corticosteroid use 0 308/1004 399/1541 0.96 (0.79-1.17) —B—
Corticosteroid use 0 893/2496 822/2986 0.71(0.63-0.80) I
Tocilizumab
No corticosteroid use 0 250/791 266/1016 0.95 (0.76-1.20) ——
Corticosteroid use 0 859/2283 729/2518 0.69(0.61-0.78) —'
Sarilumab
No corticosteroid use 0 59/214 126/498 0.98 (0.67-1.44) L
Corticosteroid use 0 38/227 75/423 1.08 (0.67-1.75) |
28-d secondary infections?
All anti-1L-6
No corticosteroid use 3 165/758 434/1820 0.92 (0.74-1.15) — ]
Corticosteroid use 1 160/798 310/1378 1.04 (0.82-1.31) ——
Tocilizumab J u Iy 6 202 1
No corticosteroid use 0 86/385 146/659 0.79(0.57-1.10) L] ’
Corticosteroid use 16 132/573 210/772 1.04 (0.80-1.36) ——
Sarilumab p M A
No corticosteroid use 8 79/373 285/1130 1.03(0.77-1.38) —
Corticosteroid use 0 28/225 92/560 0.94 (0.58-1.52) ] . 't d b W H O
- | INnvite \

0Odds ratio (95% CI)
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e NEW ENGLAND JOURNAL of MEDICINE

Therapeutic Anticoagulation with Heparin
in Noncritically Ill Patients with Covid-19

The ATTACC, ACTIV-4a, and REMAP-CAP Investigators*

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 AUGUST 20, 2021 VOL. 385 NO.9

Therapeutic Anticoagulation with Heparin in Critically Il
Patients with Covid-19

The REMAP-CAP, ACTIV-4a, and ATTACC Iny
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Convalescent plasma Control

No. of Median No. of Median 0dds ratio Favors ; Favors convalescent
patients  (IQR) patients  (IQR) (95% Crl)b control i plasma
Immunodeficiencyd 5
No 994 0(-1to16) 840 5(-1to 16) 0.92 (0.78 to 1.08) —
Yes 66 0(-1to13) 60 -1(-1to3) 1.51(0.80t02.92) : - >
T T T T | 1
0.5 1 2

QOdds ratio (95% Crl)
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No. at risk
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Pooled antiplatelets 1011 863 753 725 720 714 712
P2Y12 inhibitor 448 386 337 324 320 315 314
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Corticosteroids Benefit JAMA 2020;324(13):1317-1329 ’
T o gt s
Tocilizumab Benefit

iig'lzmzb ?Sgleeﬁt NEJM 2021;384(16):1491-1502
Interferon beta-1a Operationally futile

Heparin — moderate Benefit NEJM 2021;385(9):790-802
Heparin — severe Futile NEJM 2021;385(9):777-789
Convalescent plasma Futile JAMA 2021;326(17):1690-1702
Aspirin Futile JAMA 2022;327(13):1247-1259
ACEi and ARB Likely harm JAMA 2023;329(14):1183-1196
Long term outcomes Consistent JAMA 2023;329(1):39-51
continued TAC - severe Likely harm el D) ikl £

doi: 10.1007/s00134-023-07095-8

in preparation: vitamin C, simvastatin, ivermectin
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530,692 patients 2,895 arms _-~""| Phase breakdown Randomization

Trial arms Trial arms

[ IPhasel ] Non-randomized
[_|Phase I/Phase Il B Randomized
Phase Il

[ Phase I1/Phase Il
[ Phase Il

Planned enrolment Trialarms - B Phase 1l/Phase IV

. N [ Phase IV
I Randomized, adequately powered B Unkiiswii

[ All other trial arms

Nat Rev Drug Discovery 2021 Apr;20(4):254-255 https://covid-nma.com/dataviz/#



Angus, DC JAMA 2020;323(19):1895-1896
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14 conclusions directly impacting patient care

learning while doing

immediate uptake in (inter-)national guidelines
modes of collaboration: pMA, mpRCT
educating the community
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https://twitter.com/remap_cap

Lessons learned

PREPARE seed funding crucial
Trust versus control

A pandemic is different from peacetime
F2F
Inspections
Prioritization (all levels) needed
National vs international needs
Embedding (staff shortages)
Lab infrastructure
Work needed on different intervention types in APTs
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Collaboration

Strong leadership — prioritization
Pandemic Research Preparedness
Funding — we need to remain active

The world of clinical trials is changing...







