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Complicated Non-Complicated Ratio of Means Ratio of Means
Study or Subgroup log[Ratio of Means] SE Total Total Weight |V, Random, 95% Cl 1V, Random, 95% CI
Chen et al. 2020a 0.75030559 0.01700847 14 15 16.7% 2.12 [2.05, 2.19] .
Diao et al. 2020 1.2861085 0.01523892 20 479 16.7% 3.62 [3.51, 3.73] n
Huang et al. 2020a 1.03489647 0.08752466 13 28 16.6% 2.81[2.37, 3.34] -
Liu 2020 2.69261639 0.00539448 69 11 16.7% 14.77 [14.61, 14.93] .
Qin et al. 2020 0.42527895 0.0036103 286 166 16.7% 1.53 [1.52, 1.54] -
Wu et al. 2020 0.20490848 0.00385624 84 117 16.7% 1.23[1.22, 1.24] .
Total (95% CI) 486 816 100.0% 2.90 [1.17, 7.19] e
Heterogeneity: Tau® = 1 28; Chiz = 158694 72,df = 5 (P < 0.00001); I> = 100% 051 0§2 045 é é 150

*E:’s“ﬁricovm 19DIL-6EE : FIEEMM(CHENT2.96Z (95%Cl 1.17-7.19, P <0.001)
XAEMYE - ARDS. ICUAZE. EIE

Study or Subgroup log[Ratio of Means] SE Total Total Weight 1V, Random, 95% ClI 1V, Random, 95% CI

Diao et al. 2020 1.2861085 0.01523892 20 479 55.9% 3.62 [3.51, 3.73] A
Huang et al. 2020a 1.03489647 0.08752466 13 28 44.1% 2.81[2.37, 3.34] —
Total (95% CI) 33 507 100.0% 3.24 [2.54, 4.14] ’
Heterogeneity: Tau? = 0.03; Chi® = 8.00, df = 1 (P = 0.005); I*> = 87%
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| ICUAZECOVID-19IL-6HREE : JFICUBFICLE/NT3.2465 (95%C1 2.54-4.14, P <0.001) |

Test for overall effect: Z = 9.42 (P < 0.00001)

Complicated Non-Complicated Ratio of Means Ratio of Means

Study or Subgroup log[Ratio of Means] SE Total Total Weight 1V, Random, 95% ClI IV, Random, 95% ClI

Chen et al. 2020a 0.75030559 0.01700847 14 15 33.3% 2.12 [2.05, 2.19] [t

Liu 2020 2.69261639 0.00539448 69 11 33.3% 14.77 [14.61, 14.93] [
Qin et al. 2020 0.42527895 0.0036103 286 166  33.3% 1.53 [1.52, 1.54] o

Total (95% CI) 369 192 100.0% 3.63[0.65, 20.37] e ——— e
Heterogenelty Tau = 2 32; Chi% = 122484 25, df = 2 (P < 0.00001); I = 100% 0:2 0 5 1 2 5 1?0

r EFCOVID 19DIL-6i=FE : IFEREEF(CLE/NT3.6345 (95%CI 0.65-20.37, P 0.14) I
Rev Med Virol. 2020:e2141.
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JAMA internal Medicine | Original Investigation

Effect of Tocilizumab vs Standard Care on Clinical Worsening in Patients
Hospitalized With COVID-19 Pneumonia
A Randomized Clinical Trial

| ORIGINAL ARTICLE ‘

Efficacy of Tocilizumab in Patients
Hospitalized with Covid-19

JAMA Internal Medicine | Original Investigation

Effect of Tocilizumab vs Usual Care in Adults Hospitalized With COVID-19
and Moderate or Severe Pneumonia
A Randomized Clinical Trial

ORIGINALARTICLE

Tocilizumab in Patients Hospitalized
with Covid-19 Pneumonia

Tocilizumab in Hospitalized Patients With COVID-19 Pneumonia
Effect of tocilizumab on clinical outcomes at 15 days in patients
with severe or critical coronavirus disease 2019: randomised
controlled trial
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JAMA Internal Medicine | Original Investigation

Effect of Tocilizumab vs Usual Care in Adults Hospitalized With COVID-19
and Moderate or Severe Pneumonia
A Randomized Clinical Trial

Olivier Hermine, MD, PhD; Xavier Manette, MD, PhD; Pierre-Loutis Tharaux, MD, PhD; Matthieu Resche-Rigon, MD, PhD; Raphaal Porcher, PhD;
Philippe Ravaud, MD, PhD: for the CORIMUNO-19 Collaborative Group
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JAMA Intern Med. 2021; 181:32-40.
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Characteristics

Fin (PIYE) 64.0 63.3
B4 70% 66%
FEREM S DHEAR] (FPSAE) 10d 10d
A SRR (FhofE) 1d 1d

DM 33% 34%

BMI (F5R1E) 27.9 274

CRP (FRSUE, mg/dL) 12.0 12.7

D-dimer (FRS4E, ug/mL) 0.869 1.250

JxUF> (SRS ng/mL) 1292 1070
IL-6 - -

feRIR 52 (FPfE) S5L/93 S5L/93

Sp02 (HZRfE) 95% 95%

Corticosteroid 33% 61%

Yt &L 94% 91%
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JAMA Internal Medicine | Original Investigation

Effect of Tocilizumab vs Standard Care on Clinical Worsening in Patients

Hospitalized With COVID-19 Pneumonia
A Randomized Clinical Trial

Carlo Salvarani, MD; Giovanni Dola, MD; Marco Massari, MD; Domenico Franco Merlo, PhD; Silvio Cavuto, BSc; Luisa Savoldi, BSc; Paolo Bruzzi, MD, PhD;
Fabrizio Boni, MD: Luca Braghia, BSc: Caterina Turra, MSc; Pier Ferruccio Ballerini, MD; Roberto Sciasaa, MD; Lorenzo Zammarchi, MD;

Ombretta Para, MD; Pier Giorgio Scotton, MD; Walter Omar Inojosa, MD; Viviana Ravagnani, MD; Nicola Ducao Salerno, MD; Pier Paolo Sainaghi, MD:
Alessandro Brignone, MD; Mauro Codeluppi, MD; Elisabatta Teopomgpi, MD, PhD; Maurizio Milesi, MD; Perla Bertomoro, MD; Norbiato Claudio, MD;
Mario Salio, MD; Marco Falcone, MD: Giovanni Cenderello, MD; Lorenzo Donghi, MD; Valerio Del Bono, MD; Paclo Luig Colombeli, MD;

Andrea Angheben, MD; Angelina Passaro, MD; Giovanni Secondo, MD; Renato Pascale, MD: llaria Piazza, MD; Nicola Facaolongo, MD;

Massimo Costantini, MD, PhD; for the RCT-TCZ-COVID-19 Study Group
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RCT-TCZ-COVID-19

JAMA Intern Med. 2021; 181:24-31.
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Characteristics

Fin (PIYE) 61.5 60.0
B4 66.7% 56.1%
FAEN S DEARE (FPIME) 7d 8d
ABEeh o DEAR] (FR1E) 2d 2d
DM 16.7% 13.6%
A& (BMI =30) 28.1% 36.1%
CRP (FRSUE, mg/dL) 10.5 6.5
D-dimer (FRS4E, ug/mL) 0.756 0.455
JxUF> (SRS ng/mL) 646.0 533.5
IL-6 (HFOR1E, pg/mL) 50.4 343
P/FEE (FAS{E) 262.5 268.2
Corticosteroid 1.6% 6%

st [EE A 68.3% 60.6%



Outcome

a5 Rate ratio
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ORIGINAL ARTICLE

Efficacy of Tocilizumab in Patients
Hospitalized with Covid-19

J.H. Stone, M.J. Frigault, N.J. Serling-Boyd, A.D. Fernandes, L. Harvey,
A.S. Foulkes, N.K. Horick, B.C. Healy, R. Shah, A.M. Bensaci, A.E. Woolley,
S. Nikiforow, N. Lin, M. Sagar, H. Schrager, D.S. Huckins, M. Axelrod,
M.D. Pincus, J. Fleisher, C.A. Sacks, M. Dougan, C.M. North, Y.-D. Halvorsen,
T.K. Thurber, Z. Dagher, A. Scherer, R.S. Wallwork, A.Y. Kim, S. Schoenfeld,
P. Sen, T.G. Neilan, C.A. Perugino, S.H. Unizony, D.S. Collier, M.A. Matza,
J.M. Yinh, K.A. Bowman, E. Meyerowitz, A. Zafar, Z.D. Drobni, M.B. Bolster,
M. Kohler, K.M. D’Silva, J. Dau, M.M. Lockwood, C. Cubbinson, B.N. Weber,
and M.K. Mansour, for the BACC Bay Tocilizumab Trial Investigators*
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BACC Bay Tocilizumab

N Engl J Med. 2020; 383:2333-2344.
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Outcome

Mechanical Ventilation or Death
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ORIGINAL ARTICLE

Tocilizumab in Hospitalized Patients
with Severe Covid-19 Pneumonia

|.O. Rosas, N. Brau, M. Waters, R.C. Go, B.D. Hunter, S. Bhagani, D. Skiest,
M.S. Aziz, N. Cooper, |.S. Douglas, S. Savic, T. Youngstein, L. Del Sorbo,
A. Cubillo Gracian, D.J. De La Zerda, A. Ustianowski, M. Bao, S. Dimonaco,
E. Graham, B. Matharu, H. Spotswood, L. Tsai, and A. Malhotra

[ AR e SHEERIESEE T SCOVID-19BE(CHNT STCZ]
COVACTA

February 25, 2021
DOI: 10.1056/NEJM0a2028700
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Outcome
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ORIGINAL ARTICLE

Tocilizumab in Patients Hospitalized

with Covid-19 Pneumonia

Carlos Salama, M.D., Jian Han, Ph.D., Linda Yau, Ph.D.,

William G. Reiss, Pharm.D., Benjamin Kramer, M.D., Jeffrey D. Neidhart, M.D.,
Gerard J. Criner, M.D., Emma Kaplan-Lewis, M.D., Rachel Baden, M.D.,
Lavannya Pandit, M.D., Miriam L. Cameron, M.D., Julia Garcia-Diaz, M.D.,
Victoria Chavez, M.D., Martha Mekebeb-Reuter, M.D.,

Ferdinando Lima de Menezes, M.D., Reena Shah, F.R.C.P.,

Maria F. Gonzélez-Lara, M.D., Beverly Assman, M.S.,

Jamie Freedman, M.D., Ph.D., and Shalini V. Mohan, M.D.
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Characteristics

Fin (FE) 56.0

B4 60.2%
FAEN S DEARE (FPIME) 8d

DM 42.0%

BMI (FH5R1E) 32.0

CRP (FRSUE, mg/dL) 12.5
D-dimer (FRSAE, ug/mL) 1.60

JxUF> (SRS, ng/mL) 637.0
IL-6 -

IEFEZRIN S 9.6%

RS 64.7%

NIV « HFNC 25.7%

Corticosteroid 80.3%

st ERDE -

55.6
57.0%
8d
37.8%
33.1
14.3
1.21
615.1

8.6%
63.3%
28.1%
87.5%



Outcome

P ey Hazard ratio Weighted Difference
Tz ISER (95%Cl) (95%Cl) PiE
BREREVIEE 12.0% 19.3% 0.56 (0.33, 0.97) - 0.04
HRIET 10.4% 8.6% - 2.0 (-5.2,7.8)
5 0.6
5 o5
S
’é 0.4
£ 034
0.2- Plac:ebo
0-1- i’ociiizur'nab
0'0_ I | I I I I | I I | I I 1
0 4 6 8 10 12 14 16 18 20 22 24 26 28
Days
Summary
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Effect of tocilizumab on clinical outcomes at 15 days in patients
with severe or critical coronavirus disease 2019: randomised

controlled trial

Viviane C Veiga,'? Jodo A G G Prats,* Danielle L C Farias,' Regis G Rosa,”’ Leticia K Dourado,”
Fernando G Zampieri,>* Flavia R Machado,”’ Renato D Lopes,®’ Otavio Berwanger,®

Luciano C P Azevedo,?? Alvaro Avezum,'® Thiago C Lisboa,”* Salomén S O Rojas,’

Juliana C Coelho," Rodrigo T Leite," Jdlio C Carvalho,! Luis E C Andrade,'* Alex F Sandes,*
Maria C T Pintdo,'! Claudio G Castro Jr,®*? Sueli V Santos,” Thiago M L de Almeida,’

André N Costa,” Otavio C E Gebara,*? Flavio G Rezende de Freitas,>'* Eduardo S Pacheco,
David ) B Machado,'” Josiane Martin,' Fabio G Conceicao,’® Suellen R R Siqueira,*’

Lucas P Damiani,**® Luciana M Ishihara,'® Daniel Schneider,? Denise de Souza,’

Alexandre B Cavalcanti,”* Phillip Scheinberg®; on behalf of the Coalition covid-19 Brazil VI
Investigators
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BMJ. 2021; 372:n84.
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C BEELE*3

-

O 15 Clinical scale**4
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Characteristics (3R#%)

Fin (FME)

5%
FAEMSOHAE (F11E)

DM

AEiE

CRP (138, mg/dL)
D-dimer (FRSUE, pg/mL)
JTUF> (T8 ng/mL)
IL-6
i E T
NIV « HFNC
(REERY N TR
Corticosteroid

Tk EEUE

57.4
68%
10d
34%
23%
16.0
5.4
1271
60%
23%
17%
69%
81%

57.5
69%
9.5d
31%
25%
19.3
4.4
1385
44%
41%
16%
73%
84%



Outcome

129 ADER. 84 AD T A O—H#&T KR THIEIAFR
15AETENTCZEE T18%. RERERF C4.5% (p=0.042) » FEHAGERALE

25 28%

20
20%

15

15HEF TOREN AT - SETDOES
OR 1.54 (95% Cl 0.66-3.66, p=0.32)

1

o

N UXYD RAEEDE
Summary
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COVID-19N\DIL-6PHEFE = tRsd UTZRCT
(REMAP-CAP, RECOVERYZ %< )
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RCT-TCZ-
COVID-19
15U
24f55%
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7AUB
7hs%

JEK - BRI
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FAURE
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THIREERE 51/

73

P/F 200-300

IEFESR 16%
RIS 80%

NIV/HF 30.4%
MV 13.7%

BEZRINS 64%
NIV/HF 26.5%

BEZRINS 44%
NIV/HF 31.8%

FAEMNS10d
A 51d

FIENS8d
Abehr52d

FIENS9d

FIEN S 11d

FIENS8d

FIEN S 10d

63.A

60.A

161N

294N

249 N

65A

63.6

60.0

59.8

55.8

55.9

574

27.6

30.1

324

12.4

8.2

11.0

13.6

42.1

244

48%

4%

9.5%

83%

71%

1%

0%
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RECOVERY B . SaIvar:ani et al. JAMA 2020
dexamethasone Tlmellnes Of enro"ment for "—'GR Hse{ﬁZZf taflﬁdeﬁml;cz)ggo

| Salama et al. NEJM 2020
 18umo0 blockade RCTs for COVID-19 Fosas ot a. Poprin
Gordon et al. Preprint
Lescure et al. Preprint

Horby et al. Preprint
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CORIMUNO *few high-flow
’ ‘ | RCT-TCZ-COVID s
Excluded mechanically ventilated rimigeid
*low use of
BACC BAY corticosteroids

SARILUMAB C-19
eincluded more

COVACTA high-flow
patients and/or

EMPACTA ,MV

TOCIBRAS *higher
corticosteroid

REMAP-CAP use over time

RECOVERY-TOCI

https://twitter.com/Arthur_Kim_ID
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

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

The REMAP-CAP Investigators*

ERECOVID-19(CH T DIL-6ZFAIGInEE

%:':.“R ikl ol February 25, 2021
Wi e i e
At Fristint DOI: 10.1056/NEJM0a2100433
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C BEEEL
21 B DRE2s P 7— b *2 free days

Bayesian cumulative logistic model(C K D EZ4fT
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O

x 1 JEZFOEUZ6NE. 1135658 T2020/04/19-11/19(CEnroll
* 2 fizgs H7h— b
O R— b @ ZEEM A TR, HFNC (Flow >30L/93. FiO2 >0.4)
NIVIEE (B RTERLRWEEEED)
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* 3 [L-6Z BAIEHIEE
N UXYT (TCZ) :8mg/kg (Max 800mg) %IV, EEIDHIMC2EIES
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Adaptive Platform trial

Antibiotic trial Antiviral trial Steroid trial
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Patients

Inclusion criteria

- 18mUE L

« COVID-190EEH. =& \Fl

- [IFIN2s/EIRzsDiEss I/ R— b EZ(T TS

Exclusion criteria

o 24B5RALIAICTENFHISTND

« COVID-19TCARZ14HMU LB L TULD

- 1BEIOHEIANDREMAP-CAPE IS

o ICUAZER24F/BIL EiZE

o BT SREIIFIRRE(CH D, REIIFHEZFERLTLD
o U1FIF

« AST, ALTHNEEDS5EBL E
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Characteristics (3x¥%)

Fiw (FE) 61.5 63.4 61.1
Bi% 73.9% 81.3% 72.4%
BHA 70.2% 74.4% 73.8%
GIION 18.0% 20.5% 16.9%
ICUAENSDIFMHE (FR1E) 13.1hr 16.0hr 14.0hr
BMI (FH51E) 30.5 29.2 30.9
APACHET (HhzRfiE) 13 10 12
DM 35.2% 27.1% 37.4%
0% 259K 8 23.5% 31.3% 24.4%

CRP (HRZE, mg/dL) 15.0 13.6 13.0
D-dimer (F5RAE, pg/mL) 0.832 0.828 1.010
JxUF> (PSYE, ng/mL) 912 1914 887

KFEENSiSFT CTOREIELEHRL



Characteristics (3x¥%)

(SEERY N T 29.5% 16.7% 30.1%

NIV « HFNC 70.2% 83.3% 69.4%
P/FLE (HPO{E) 115 126 118

HEFEDER 17.9% 8.3% 19.7%

SARS-CoV-2 Rt E 5 82.3% 93.6% 84.8%

XEFUER B

- b UXND

29% MBI BDix5 == T

- X010~

E2AERDSE707 N (88%) (FRECOVERY trial DfFRFERR(CEIHRSNIC
TDDE93%MNEFRIFHIT(F48RBILINIC AT O FOHEZER T
- L AT EIL

32.8%DFEE(CEH=NZ



Outcome

Primary outcome
- 21HBEZETOlEZRP/R— b free days
XEBEMNETUHZSES. -1& L Tworst outcome & UL TIRD
% 1. 5BN &/ NDERARMN ([CEE/RZEE UTFDAICRROH SNTLD

Secondary outcome

FeARSETER (£FER)

QOHZETE (&£FXK)

FRS7R— b free days

BT 7R— | free days

|ICUH T EAfE

ABcHAR]

14AHBERFROWHOEEEE%# (0-8)
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Cumulative Proportion of Patients

21HEIAAD
Bas H7Rk— b free days

Tocilizumab
Sarilumab (N=350)

(N=45)

5 10 15
Organ Support—free Days

20

Tocilizumab I- 1 0 E FEﬁ
(N=350 (IQR -1, 16)

Sarilumab l 11 E FEﬁ
(N=43) (IQRO, 16)

Control OE FEﬁ
(N=397) (IQR -1, 15)

I T T T T T T T

T T
00 01 02 03 04 05 06 07 08 09 10
Proportion

| AFEEEEN
4567 8 9101112131415161718192021

Organ Support-free Days

EEEEN
-10123

Cumulative Proportion of Patients

Pooled interleukin-6 receptor antagonists
(N=395)

5 10 15
Organ Support—free Days

20

Pooled
Interleukin-6
Receptor
Antagonists
(N=395)

Control
(N=397)

T T
00 01 02 03 04 05 06 07 08 09 10
Proportion

O EEEEERN
4567 8 9101112131415161718192021

Organ Support—free Days

EEEEN
-10123
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0.2

21HAD

fiiag B 7Rk— b free days

F520R
1.64

TCZ : >99.9%

BN UXYT

SHEEOR
1.76

XKRUEER 1 4.7%

. 1

FEBUEICLENTBE TH DHIRMER
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SAR : 99.5%
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(IQR -1, 15)
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NNT 13, Fragility index 3
NNT 8

|
35.8%

28.0%

22.2%

FERE(CLHENTRNTH S HEMER
SAR : 99.5%

SH%EOR=1.64
(1.14-2.35)
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Survival probability

& R R

A -+ Tocilizumab =+ Sarilumab =+ Control
1.00 4
0.75 - S R ot
aml 3= HR
0.25 1 ( )
0.00 -
0 15 30 45 60 75 90
Days
Number at risk
Tocilizumab4{ 353 300 266 242 230 226 224
Sarilumab4 48 42 37 31 31 31 31
Control 492 3?3 26}8 24}2 21'31 2?6 2?5
0 15 30 45 60 75 90

Days



AF0O41 REDHAZIR
21 BADIEZE Y R— b free days

sHEEOR
3
2.53
2.34 (1.37-4.86)

25 (1.39-3.91)

W TCZ + Fixed-dose steroid

B TCZ + Shock-dependent steroid
.08-3.87)  mSAR + Fixed-dose steroid

M SAR + Shock-dependent steroid
15

X Fixed-dose steroid
EROJJLFY > 50mg gbhr (dayl-7)
X Shock-dependent steroid
EROJJLFY > 50mg géhr
(23 v INEHR T DR D&\mAday28F THikit)

0.5



2.5

1.5

0.5

CRPICKD YTV IIL—T itk
ES U XY T (CHTBliEsa P R— MMree days

SAEEOR 102 CRP<10.2mg/dL
(1.12-3.34)
149 W CRP 10.2-18.7mg/dL
145 (0.89-2.49
(0.85-2.48) B CRP > 18.7mg/dL

1 TAEEOEL

RERE(CLHENTRUNTH S HEMER
, Mid CRP: 93.5%, High CRP: 99.1%
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sHEEOR
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(1.37-2.43)
e 1.27
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1.8

1.2
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REMAP-CAP
X~

- IFERT. 77T bAHLASEEZRFER— MMree days
« NIZ@EEEFEHTET803AE% LY (FEYEHTI60)
« BULVFIBESATED. HEEFILS2%IZE
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30%*EE inclusion
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« RECOVERYIAZZRRAIZDAFI T, A0O1 R{EAS
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« BTJJ)L—TEEMRTIICRPA EVEE (>18.7mg/dL) .
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REMAP-CAPDERICX} UL TD
cFTEXRER

IL-6 R BRIEHIER (FEEAECOVID-19(CX U T,
@oﬂREMAPCAP B LR DONAEDDHELVDT(I IRV

Preumonia doi: https://doi.org/10.1101/2021.01.07.21249390

[ BIEAR ERCTA—BRURVDEL BB ER } TOCIBRAS

BMJ. 2021; 372:n84.

BOTTOM index(FMEWVDTEIERE (CX I DEMREREF B0

https://www.thebottomline.org.uk/summaries/remap-cap-il-6/

LINE

THE { R DFERMIRESNTED. REMAP-CAPDFragility J
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https://emcrit.org/pulmcrit/tocilizumab/
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BMJ. 2021; 372:n244.

_J
IR S TlE. BRE{bE 24 LANdDCOVID-19(C
WIS UINYTDFERAZHEEETES UL m)
h /

ttps://www.covid19treatmentguidelines.nih.gov/statement-on-tocilizumab




Tocilizumab in patients admitted to hospital with COVID-19 27, ®
(RECOVERY): a randomised, controlled, open-label, platform
trial

RECOVERY Collaborative Group* m

REGIHVERY

Randomised Evaluation of COVID-19 Therapy

COVID-19(C I B S UXYT
RECOVERY

Lancet 2021; 397: 1637-45



RECHVERY [
T X 5

Randomised Evaluation of COVID-19 Therapy

RECOVERY triald= >4 MEICDULT
Part A

Usual care, Lopinavir-Ritonavir, Corticosteroid, Hydroxychloroquine,
Azithromycin(C. 2:1:1:1:1(C S5 >4 IACEIfT

Part B

Usual care, Convalescent plasmalc. 1:1(CS5 >4 AICENfT

Second randomisation for patients with

progressive COVID-19

EERIC21HURICHAAETNIZEE T, KERIMAED KO
=CRPINAE (275mg/L) NHDIBEIC. Tocilizumab,
No additional treatment(C1:1(CS5 >4 ACENfT
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* 1 ED131HEL T2020/04/14-2021/01/24(1CEnroll (~>UX<Tpart(CEALT)

* 2 T 1 IR XS A RDInclusion criteria=i&

*3 FUXYD
>90kg : 800mg. 90-65kg : 600mg. 65-40kg : 400mg. <40kg : 8mg/kg=z=IV
EENDHFT T 12-2405 42 (C2[BIH D% 5\]



Patients

Inclusion criteria

- 18w Lt

« COVID-19DHETEMI. &L V5l

- EITHE (OEQ7Z®/ITT)
@ Sat <92% (EAx) BULK(IBRTEEZTZITTCLD
@ CRP =z7.5mg/dL

Exclusion criteria
o EENN RS UIYTDOIBEILE UL (FEREHIMUIESS
o FEXFEBUE

« COVID-19US DR EN 4 RREVAE




Characteristics (3R#)

cSUXIT BAEEE
(N=2022) (N=2094)

Fiw (FE) 63.3 63.9

B4 66% 69%

BA 67% 68%
FAENSDEARE (SFEE) 9d 10d
SARS-CoV-2R2AE TE/ 94% 94%
DM 28% 29%

I8R5 23% 23%

CRP (1348, mg/dL) 14.3 14.4
JxTUF> (FEEE, ng/mL) 947 944

iy i 94% 94%



Characteristics (3R#)

S UXIT RAERNE
(N=2022) (N=2094)

RIS (9fI3EE5H1=) 46% 45%
NIV « HFNC 41% 47%

SEER A TR 13% 14%
Corticosteroid 82% 82%

XEFUER B

- N URXT
29%H2EB D5 == Tz
17% WM &5 &2 Fn oz (EH(EAER)
Su pplemeﬁtary AppendixZ® 2D B UL T BISENTz K DTN EEMAAEA
- A70O1 K
PRDO7%I(I5TFH AV > (CE T DBRECOVERY trial DFERFEREZ (CEER
» EARDDEB2%DERENS > F MEFFICRFTOA RDIR5ZERZITTULZ



Primary outcome:28H3ET K

5 36 e s Rate ratio Fragility
Tz RERE (95%Cl) PiE NNT index
31% 359  0.85 (0.76,0.94) 0.0028 25 24
408
35 35%
31% (729/2094)
30 (621/2022)

25
20
15
10

5

0

N UXXD SAETEOL



IREGBJ A LN+ SET

(#0711A 85 (CIREERI A TR E 32(F TLVRD D LB EZ XI5R)

=53 s Rate ratio

TCZz REERE (95%Cl) P{BE NNT
o 35% 42%  0.84 (0.77,0.92) <0.0001 14
45 42%
40 (754/1800)
) 35%

(619/1754)

30
25
20

Receipt of invasive mechanical ~ 619/1754 (35%) 754/1800 (42%) 0-84 (0-77-0-92)
15 ventilation or death*

Invasive mechanical 265/1754 (15%) 343/1800 (19%) 0-79 (0-69-0-92)
10 ventilation
Death 490/1754 (28%)  580/1800 (32%) 0-87 (0-78-0-96)

N UXXD SAETEOL
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28HEIDEF R

53 s Rate ratio
TCZ RAERUE (959%Cl) P{E NNT
57% 50% 1.22 (1.12, 1.33) <0.0001 14
57%
(1150/2022) 50%
(1044/2094)
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B OWN—T R

Tocilizumab group Usual care group Risk ratio (95% Cl)
Age, years (x3=0-0; p=0-88)
<70 273/1331 (21%) 309/1355 (23%) —— 0-88 (0-74-1-03)
70-79 212/478 (44%) 245/480 (51%) Soom 0-82 (0-68-0-99)
>80 136/213 (64%) 175/259 (68%) —_— 0-92 (0-73-1-15)
Sex (x3=2-4; p=0-12)
Men 417/1337 (31%) 529/1437 (37%) —— 0-80 (0-71-0-91)
Women 204/685 (30%) 200/657 (30%) — - 0-97 (0-80-1-18)
Ethnicity (x?=0-0; p=0-98)
White 476/1530 (31%) 573/1597 (36%) ——- 0-83 (0:73-0-94)
Black, Asian, or minority ethnic 99/354 (28%) 123/378 (33%) . 0-83 (0-64-1-09)
Unknown 46/138 (33%) 33/119 (28%) 120 (0-77-1-88)
Days since symptom onset (x3=1-1; p=0-30)
<7 214/668 (32%) 256/660 (39%) S — 0-78 (0-65-0-94)
>7 407/1354 (30%) 473/1433 (33%) —il— 0-88 (0-77-1:01)
Respiratory support at randomisation (x?=0-8; p=0-38)
No ventilator support* 180/935 (19%) 214/933 (23%) —_— 0-81 (0-67-0-99)
Non-invasive ventilationt 310/819 (38%) 366/867 (42%) —il— 0-86 (0-74-1-00)
Invasive mechanical ventilationt 131/268 (49%) 149/294 (51%) N E— 0-93 (0-74-1-18)
482/1664 (29%) 600/1721 (35%) 0-79 (0-70-0-89)
139/357 (39%) 127/367 (35%) 116 (0-91-1-48)
know 2/6
All participants 621/2022 (31%) 729/2094 (35%) <> 0-85(0-76-0-94)
| | | . p=0-0028
2504 REDHFIRNBASH | & o5 w0 5 o

4+“— —>
Favours tocilizumab  Favours usual care
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RECOVERY trial X CEHTCIL-6ZBETLER (CBH I D9 DIDRCTDMeta-analysis

Deaths/patients randomly assigned

Observed minus

Ratio of death rates,

(%) expected deaths* rate ratio (95% Cl)
Tocilizumab group  Usual care group (0-E) Var (0-E)
CORIMUNO-TOCI* 7164 (11%) 8/67 (12%) -03 33 0-91 (0-31-2-65)
RCT-TCZ-COVID-19* 2/60 (3%) 1/66 (2%) 0-6 0.7 < > 217 (0-22-21-3)
BACC Bay™ 9/161 (6%) (3/82) x2t (4%) 1.0 2.6 > 1.51 (0-44-5-13)
COVACTA? 58/294 (20%) (28/144) x21 (19%) 03 153 —_— 1.02 (0-62-1-68)
EMPACTA® 26/249 (10%) (11/128) x21 (9%) 1.6 7.5 _ 123 (0-60-2:52)
REMAP-CAP* 98/353 (28%) 142/402 (35%) -14-2 40-8 —a— 0-71 (0-52-0-96)
TOCIBRAS? 14/65 (22%) 6/64 (9%) 3.9 43 _— 2.51(0-97-6-50)
COVINTOC* 11/91 (12%) 15/89 (17%) 21 5.6 0-68 (0-30-1-56)
Subtotal: eight trials 225/1337 (17%) 256/1396 (18%) -9.3 80-1 <> 0-89 (0-72-1-11)
RECOVERY 621/2022 (31%) 729/2094 (35%) -54-4 3306 —| 0-85 (0-76-0-94)
All trials 846/3359 (25%) 985/3490 (28%) -63-7 4107 < 0-86 (0-78-0-94)
p=0-0017
0'I25 OTS 1.0 270 4t0
Tocilizumab better Tocilizumab worse
a5 3 Rate ratio
TCz 1REFE (959%Cl) PlE
FET R 25% 28%  0.86 (0.78,0.94) 0.0017
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A Meta-analysis
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Table 1. Selected Characteristics of Included Trials !]“—I 0xL ! )

F VA RS -
Ca:oéént'ﬁeraply at randon|1ization, No. (%)

— s— 2 1 \\
Invasive /< J I_I /]' 1\
Trial Treatment No. of Age, Oxygen flow Noninvasive mechanical | Vasoactive onvalescent Anticoagulant

Trial® registrationNo. group" patients median (IQR),y frate <15 L/min° ventilation  ventilation | medication® KRT Remdesivir [ Corticosteroids®] plasma drugsf
Sarilumab ‘U’ |J ) I/ :? j
CORIMUNO-SARI  NCT04324073 Anti-IL-6 68 61.7 (53.0-71.1) |68 (100) 0 0 0 0 0 3(4) 0 41 (60)
o Usual care 76 62.8 (56.0-71.7) |76 (100) 0 0 0 0 0 4(5) 0 38 (50)
CORIMUNO-SARI  NCT04324073 Anti-IL-6 48 61.9(53.8-66.2) 0 16 (33) 32(67) 0 0 0 0 0 26 (54)
(D) Usual care 33 61.2 (55.3-68.5) |0 9(27) 24(73) 0 0 0 2(2) 0 17 (52)
Regeneron P2 NCT04315298 Anti-IL-6 180 56.5(45.0-68.0) 42 (23) 45 (25) 93(52) 53(29) 14(8) 0 28 (16) 0 0

(400 mg)

Anti-IL-6 187 60 (47.0-67.0) 40 (21) 41(22) 104 (56) 58 (31) 11(6) O 34 (18) 0 0

(200 mg)

Placebo +usualcare 90 60 (52.0-69.0) 28 (31) 23 (26) 39(43) 28 (31) 33) O 14 (16)
Regeneron P3 NCT04315298 Anti-IL-6 567 63.0(53.0-72.0) |138(24) 206 (36) 220(39) 99 (17) 25(4) 0 194 (34)

(400 mg)

Anti-IL-6 477 60.0 (50.0-69.0) 137 (29) 144 (30) 193 (40) 94 (20) 28(6) O 151 (32) 0 0

(200 mg)

Placebo + usual care 286 61.0 (50.0-71.0) }78 (27) 103 (36) 104 (36) 47 (16) 8(3) 0 99 (35) 0 0
REMAP-CAP NCT02735707 Anti-IL-6 48 64.5(53-72.5) 0 40 (83) 8(17) 4(8) 0 15(31) 44 (92) 0 0

Usual care® 65 65 (53-71) 0 57 (88) 8(12) 1(2) 0 29 (46) 52(83) 0 0
Sanofi NCT04327388 Anti-IL-6 173 58.0(48.0-67.0) 137 (79) 11(6) 23(13) 6(4) 0 0 42 (24) 0 0

(400 mg)

Anti-IL-6 159 58.0(51.0-67.0) {123 (77) 14 (11) 16 (10) 5(3) 2(1) 0 25 (16) 0 0

(200 mg)

Placebo +usualcare 84 60 (53.0-69.5) 70 (83) 5(6) 9(11) 1(1) 0 0 16 (19) 0 0
SARCOVID NCT04357808 Anti-IL-6 20 61.5(50.5-72) 12 (60) 4(20) 0 0 0 0 17 (85) 0 19 (95)

Control 10 62 (58-71) 10 (100) 0 0 0 0 0 8(80) 0 10 (100)
SARICOR NCT04357860 Anti-IL-6 39 57 (49-67) 39 (100) 0 0 0 0 7 (18) 36(92) 0 39 (100)

(400 mg)

Anti-IL-6 37 66 (54-73) 37 (100) 0 0 0 0 3(8) 32 (86) 0 37 (100)

(200 mg)

Usual care 39 57 (51-71) 39 (100) 0 0 0 0 4(10) 39 (100) 0 39 (100)
SARTRE EU-CTR Anti-IL-6 70 58.8 (52-65) 70 (100) 0 0 0 0 1(1) 70 (100) 0 0

AL RET A Usual care 70 58.0 (52-64) 70 (100) 0 0 0 0 1(1) 70 (100) 0 0
Total . 2826 57-66" 1214 (43) 718 (25) 873 (31) 396 (14.00 91(3) 60(2) 980 (35) 0 266 (9)
— ~ W ==
asiwime,. >/ ) VW

COV-AID (B) NCT04330638 Anti-IL-6 77 65.3 (54.3-71.4) 41 (53) 29 (38) 5(7) 2(3) 0 2(3) 46 (60) 0 68 (88)

Usual care' 72 63.3(56.1-72.8) 39 (54) 23(32) 9(13) 4(6) 0 3(4) 42 (58) 0 60 (83)
Total 149 64 180.(54) 52 (35) 14 (9) 6(4) 0 5(3) 88 (59) 0 128 (86)




Table 1. Selected Characteristics of Included Trials (continued)
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PR 7R —

Concomitant therapy at randomization, No. (% 77— ./ L
Invasive AN L L L |~
Trial Treatment No. of Age, Oxygen flow Noninvasive mechanical | Vasoactive Convalescent Anticoagulant
Trial® registration No. group® patients median (IQR),y frate <15 L/min° ventilation  ventilation | medication® KRT Remdesivir [ Corticosteroids®] plasma drugsf
Tocilizumab = |J Z ) ¥
I
ARCHITECTS NCT04412772 Anti-IL-6 10 61.0 (46-67) 0 0 10(100) 5(50) 2(20) 8(80) 9 (90) 10 (100) 7(70)
Placebo + usual care 11 62.0 (54-71) 1(9) 0 10(91) 7 (64) 1(9) 11(100) 11 (100) 11 (100) 3(37)
BACC Bay NCT04356937 Anti-IL-6 161 61.6 (46.4-69.7) [|133(83) 5(@3) 0 2(1) 0 34(21) 3(2) 0 0
Placebo + usual care 82 56.5(44.7-67.8) (61 (74) 5(6) 1(1) 1(1) 0 15(18) 1(1) 0 0
CORIMUNO-TOCI  NCT04331808 Anti-IL-6 63 64.0 (57.1-74.3) |63 (100) 0 0 0 0 0 10 (16) 0 35 (56)
Usual care 67 63.3(57.1-72.3) |67 (100) 0 0 0 0 0 12 (18) 0 33 (49)
CORIMUNO-TOCI  NCT04331808 Anti-IL-6 49 63.2(59.4-70.9) |0 13 (27) 36(73) 0 0 0 8(16) 0 17 (35)
{1 Usual care #3 65.4(57.6-70.5) |0 2@ 3102 |o o 0 409) 0 14 (33)
COVACTA NCT04320615 Anti-IL-6 294 63.0(52.0-71.0) |78 (27) 94 (32) 113 (38) 77 (26) 0 19 (6) 36 (12) 3(1) 0
Placebo + usualcare 144 61.5(53.8-70.0) §44 (31) 39(27) 55(38) 38(26) 0 4(3) 33(23) 1(1) 0
COV-AID (A) NCT04330638 Anti-IL-6 81 62.4(53.3-74.8) |39 (48) 32 (40) 8 (10) 5(6) 1(1) 6(@) 48 (59) 0 73 (90)
Usual care' 72 63.3(56.1-72.8) |39 (54) 23(32) 9(13) 4(6) 0 3(4) 42 (58) 0 60 (83)
COVIDOSE-2 NCT04479358 Anti-IL-6 10 65.0 (53-69) 16 (60) 0 0 0 1(10) 8(80) 3(30) 0 1(10)
(substudy A) (120 mg)
Anti-IL-6 10 65.0 (54-68) 5 (50) 1(10) 0 0 0 7 (70) 3(30) 0 4 (40)
(40 mg)
Usual care 8 65.0 (55-68) 4 (50) 1(13) 0 0 0 5(63) 2 (25) 0 2(25)
COVIDSTORM NCT04577534 Anti-IL-6 26 64.5 (15) 15 (58) 6(23) 0 0 0 0 17 (65) 0 5(19)
Usual care 13 68.0(17) 7 (54) 4(31) 0 1(8) 0 0 13 (100) 0 2(15)
COVINTOC EU-CTR Anti-IL-6 91 56.0 (47-63) 48 (53) 28 (31) 5(6) 12 (13) 0 14 (15) 24 (26) 0 87 (96)
2020/05/025369
Usual care 89 54.0 (43-63) 56 (63) 20(23) 4 (5) 12 (13) 0 13(15) 8(9) 0 86 (97)
COoVITOZ-01 NCT04435717 Anti-IL-6 7 56.0 (42-67) 5 (57) 0 0 0 0 2(29) 4(57) 0 5(71)
(2 doses)
Anti-IL-6 10 58.0 (53-64) 6 (60) 0 0 0 0 3(30) 6 (60) 0 9(90)
(1 dose)
Usual care 9 58.0(47-62) 6 (67) 0 0 0 0 4(44) 7(78) 0 7(78)
EMPACTA NCT04372186 Anti-IL-6 249 57.0 (46-66) 161 (64) 64 (26) 0 2(1) 3(1) 114 (46) 174 (70) 5@2) 228 (91)
Placebo + usual care 128 56.0 (45-65) 81 (64) 36 (28) 0 4(3) 3(2) 62(49) 87 (69) 1(1) 120 (95)
HMO0-0224-20 NCT04377750 Anti-IL-6 37 61.8 0 16 (43) 21(57) 27 (73) 4(11) 9(29) 31(84) 0 37 (100)
Placebo + 17 65.8 0 5(29) 12(71) 12 (71) 5(29) 3(18) 15 (88) 0 17 (100)
usual care
IMMCOVA EU-CTR Anti-IL-6 22 64.0 (56-70) 10 (46) 12 (55) 1(5) 0 3(14) 21 (96) 22 (100)
2020-001748-24
Usual care 27 62.0 (53-68) 9 (33) 18 (67) 5(19) 0 4 (15) 26 (96) 27 (100)




Table 1. Selected Characteristics of Included Trials (continued)
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Concomitant therapy at randomization No (%

A0OA

Trial Treatment No. of Age, Oxygen flow Noninvasive nglslgl:ical Vasoactive Convalescent Anticoagulant
Trial® registration No. group® patients median (IQR),y [rate <15L/min° ventilation  ventilation | medication® KRT Remdesivir | Corticosteroidsy plasma drugs’
PRETOVID EU-CTR Anti-IL-6 174 67 (60-74) 125 (72) 38(22) 2(1) 8(5) 0 36 (21) 151 (87) 0 0
020-001375-32 ¢\ at care 180 66 (56-75) 128 (71) 43(24) 1(<1) 11(6) 0 29(16) 162 (90) 0 0
RECOVERY NCT04381936 Anti-IL-6 2022 63.5(54.2-73.6) 931 (46) 819 (41) 268 (13) 0 28 (1) 544(27) 1664 (82) 425 (21) 1178 (58)
Usual care 2094 64.3 (55.0-73.9) [928 (44) 867 (41) 294 (14) 0 29(1) 573(27) 1721 (82) 485 (23) 1244 (59)
REMAP-CAP NCT02735707 Anti-IL-6 353 61.0 (54-71) 1(<1) 248 (70) 104 (30) 63 (18) 0 72(20) 214 (61) 0 0
Usual care® 358 61.0 (53-70) 2 (1) 237 (66) 119 (33) 79 (22) 2(1) 72(21) 217 (63) 0 0
REMDACTA NCT04409262 Anti-IL-6 430 61.0 29 (7) 336 (78) 65 (15) 0 0 83(24) 367 (85) 0 0
Placebo + usualcare 210 59.0 13 (6) 175 (83) 22(11) 0 0 40(19) 184 (88) 0 0
TOCIBRAS NCT04403685 Anti-I1L-6 65 54.6 (44.2-70.2) 39 (60) 15 (23) 11(17) 9(14) 0 0 45 (69) 0 53(82)
Usual care 64 57.9(46.9-69.4) [28 (44) 26 (41) 10 (16) 7(11) 0 0 47 (73) 0 54 (84)
TOCOVID NCT04332094 Anti-IL-6 136 52.0 (44.0-60.5) [74(54) 0 0 0 0 0 46 (34) 0 123 (90)
Usual care 134 54.0 (42.0-60.0) [81 (60) 0 0 0 0 1(1) 45 (34) 0 127 (95)
Total 8050’ 52-68" 3223 (40) 3238 (40) 1211 (15) § 382(5) 79(1) 1693(21) |5317(66) 941 (12) 3860 (46)
Anti-IL-6 vs corticosteroids*
STORM NCT04345445 Tocilizumab 29 53.3(14.84) 65 (81) 0 0 0 0 25(31) 5(6) 8(10) 0
Corticosteroids 30 53.1(20.97) 62 (79) 0 0 0 0 26 (33) 4(5) 11 (14) 0
SILCOR NCT04329650 Siltuximab 80 61.33 (23.52) 17 (59) 1(3) 0 0 0 0 0 0 0
Corticosteroids 78 62.70(21.2) 24 (80) 4(13) 0 0 1(3) 0 1(3) 0 0




[L-6PREFE L 28HF TR

No. of events/total patients Favors
Anti-IL-6 agent Usual care Odds ratio Favors | usual care
and trial name orplacebo . Anti-IL-6 (95% CI) anti-IL-6 : or placebo Weight, %
Tocilizumab ~
ARCHITECTS 2/11 0/10 0.18(0.01-4.27) =« i 0.09
BACC-Bay 4/82 9/161 1.15(0.34-3.87) —i 0.63
CORIMUNO-TOCI-1 8/67 7/63 0.92 (0.31-2.71) — 0.79
CORIMUNO-TOCI-ICU 10/43 8/49 0.64 (0.23-1.82) —_—— 0.85
COV-AID? 7/72 9/81 1.16 (0.41-3.29) —}*7 0.84
COVACTA 28/144 58/294 1.02 (0.62-1.68) i 3.62
COVIDOSE2-SS-A 2/8 0/19 0.07 (<0.01-1.58) - 0.09
COVIDSTORM 0/13 0/26 NAb i
COVINTOC 15/88 11/91 0.67 (0.29-1.55) 4'—:r* 1.30
coviToz 0/9 0/17 NAb i
EMPACTA 11/128 26/249 1.24 (0.59-2.60) —i——-— 1.67
HM0-020-0224 8/17 11/37 0.48 (0.15-1.56) ——=—+i— 0.65
ImmCoVA 2/27 2/22 1.25(0.16-9.67) : > 0.22
PreToVidc 34/180 21/174 0.59 (0.33-1.06) -= 2.63 RECOVE RY
RECOVERY 729/2094 621/2022 0.83(0.73-0.95) 53.76
REMAP-CAPd 116/358 85/353 0.66 (0.48-0.92) — 8.43 REMAP‘CA POD
REMDACTA 41/210 78/430 0.91 (0.60-1.39) % 5.18 . h j(
TOCIBRAS 6/64 14/65 2.65(0.95-7.42) 54’; 0.87 We I g t
TOCOVID 0/134 0/136 NAb |
AUerouD 12=3.3% 1023/3749 960/4299 0.83 (0.74-0.92) <}: 81.61
Sarilumab i
CORIMUNO-SARI-1 14/76 8/68 0.59(0.23-1.51) 4,_:r7 1.04
CORIMUNO-SARI-ICU 11/33 14/48 0.82(0.32-2.14) —— 1.00
REGENERON-P2 19/90 104/367 1.48 (0.85-2.57) E - 2.97
REGENERON-P3 64/286 264/1044 1.17 (0.86-1.60) :‘ﬁf 9.45
REMAP-CAPY 19/65 10/48 0.64 (0.26-1.53) 4'%* 1.19
SANOFI 7/84 30/332 1.09 (0.46-2.58) E o 1.24
SARCOVID 0/10 2/20 2.84(0.12-64.87) < i > 0.09
SARICOR 4/39 3/76 0.36(0.08-1.69) <«——— i 0.38
SARTRE 1/70 2/70 2.03-0.18-22.91) i — > 0.16
Subgroup 12=0% 139/753 437/2073 1.08 (0.86-1.36) i<:> 17.51
Siltuximab i
COV-AID? 7/72 10/77 1.39 (0.50-3.86) —:L 0.87
2 9 q 0 86 (0 79-0 95) <'> 100.00

T T T T TTT
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No. of events/total patients Favors
Anti-IL-6 agent Usual care 0dds ratio Favors | usual care
and trial name or placebo Anti-IL-6 (95% Cl) anti-IL-6 : or placebo Weight,
ARCHITECTS 1/1 0/0 NA2 i
BACC-Bay 10/81 17/161 0.84 (0.37-1.92) *:rfi 1.45
CORIMUNO-TOCI-1 18/67 11/63 0.58 (0.25-1.34) *Fi 1.40
CORIMUNO-TOCI-ICU 6/12 6/13 0.86(0.18-4.13) : 0.40
COV-AIDb 12/63 18/73 1.39(0.61-3.17) %Hi 1.47
COVACTA 20/89 39/181 0.95(0.51-1.75) —:Hf 2.68
COVIDOSE2-SS-A 2/8 0/19 0.07 (<0.01-1.58) <— i 0.10
COVIDSTORM 2/13 2/26 0.46 (0.06-3.69) : 0.23
COVINTOC 11/84 9/86 0.78 (0.30-1.98) 4:#7 1.14
CcoviIToz 0/9 1/17 1.73(0.06-46.77) = : > 0.09
EMPACTA 24/128 29/249 0.57(0.32-1.03) —'—E— 2.88
HMO0-020-0224 3/5 11/17 1.22(0.16-9.47) E - — 0.24
ImmCoVA 6/27 3/22 0.55(0.12-2.52) =« i 0.43 RECOVE RY
idc 56/179 35/172 0.56 (0.34-0.91) — 4.20
RECOVERY 754/1800 619/1754 0.76 (0.66-0.87) = 54.40 REMAP_CAPO)
REMAP-CAPd 127/239 102/249 0.61(0.43-0.88) 4} 7.78 M *
REMDACTA 54/188 91/365 0.82(0.56-1.22) *7 6.40 We I g ht
TOCIBRAS 17/54 15/54 0.84 (0.37-1.91) ,i.,i 1.46
TOCOVID 3/134 1/136 0.32(0.03-3.15) : 0.19
SubsrouD 12=0% 126/3181 1009/3657 0.74 (0.66-0.82) (:) 86.94
Sarilumab i
CORIMUNO-SARI-1 20/76 21/68 1.25(0.61-2.58) ﬂ:**i 1.90
CORIMUNO-SARI-ICU 4/9 9/16 1.61(0.31-8.32) : 0.37
REGENERON-P2 NA2 E
REGENERON-P3 43/182 142/631 0.94 (0.64-1.39) —E—I— 6.58
REMAP-CAPd 24/57 15/40 0.83(0.36-1.89) %Fi 1.46
SANOFI NA?
SARCOVID 0/10 3/20 4.20(0.20-89.61) i > 0.11
SARICOR 4/39 9/76 1.18 (0.34-4.09) —f— 0.64
SARTRE 4/70 3/70 0.74 (0.16-3.43) : 0.42
Subgroup 12=0% 99/443 202/921 1.00 (0.75-1.35) K> 11.47
Siltuximab i
COV-AIDb 12/63 25/72 2.26(1.02-5.00) i 1.58
Overall 12=0% 1220/3609 1236/4650 0.77 (0.70-0.85) ¢ 100.00

0.125 05 1 2 4 8
0dds ratio (95% Cl)
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S
No. of events/total patients Favors
Anti-IL-6 agent Usual care Odds ratio Favors : usual care
and trial name or placebo Anti-IL-6 (95% ClI) anti-IL-6 : or placebo Weight, ¢
Tocilizumab <, a j‘

“TARCHITECTS I\ -~ J %7 2/10 0.67 (0.09-5.13) < 0.58
BACC-Bay 14/82 13/161 0.43 (0.19-0.96) — 3.71
CORIMUNO-TOCI-1 6/67 1/63 0.16(0.02-1.40) <«——F— 0.53
CORIMUNO-TOCI-ICU 7/43 9/49 1.16 (0.39-3.43) ke 2.05
COV-AID? 5/72 4/81 0.70(0.18-2.70) 1.32
COVACTA 58/143 113/295 0.91(0.61-1.37) - 14.54
COVIDOSE2-SS-A 1/8 2/19 0.82(0.06-10.62) < > 0.37
COVIDSTORM 0/13 1/26 1.59(0.06-41.70) < > 0.23
COVINTOC 5/89 5/91 0.98 (0.27-3.50) S E— 1.49
covITOZ NAP
EMPACTA NAD
HMO0-020-0224 8/17 27/37 3.04 (0.92-10.06) > 1.69

RECOVE RY ImmCoVA 6/27 4/22 0.78(0.19-3.20) 1.21
PreToVid® 28/180 39/174 1.57 (0.92-2.69) B 8.37
REMAP-CAP@ [recovery NAD
REMAP-CAP NAP
data Td: L/ REMDACTA 71/213 131/429 0.88 (0.62-1.25) e 19.63
TOCIBRAS 10/64 10/65 0.98 (0.38-2.55) —_—t 2.66
TOCOVID 1/34 1/136 0.99(0.06-15.91) < — > 0.31
Subgroup 12=1.2% 223/1163 362/1658 0.95(0.77-1.16) < 58.69
Sarilumab
CORIMUNO-SARI-1 4/76 5/68 1.43 (0.37-5.55) 1.31
CORIMUNO-SARI-ICU 2/33 12/48 5.17 (1.07-24.89) — > 0.98
REGENERON-P2 19/90 71/367 0.90 (0.51-1.58) —— 7.49
REGENERON-P3 78/286 279/1044 0.97 (0.72-1.31) —— 27.99
REMAP-CAP NAP
SANOFI NAP
SARCOVID 0/10 2/20 2.84(0.12-64.87) = > 0.25
SARICOR 2/39 7/76 1.88(0.37-9.50) > 0.92
SARTRE 2/70 1/70 0.49 (0.04-5.56) = 0.41
Subgroup 12=0% 107/604 377/1693 1.03 (0.80-1.32) <> 39.35

Siltuximab
COV-AID? 5/72 11/77 2.23(0.74-6.78) - 1.96

OM 12=0% 330/1787 750/3428 0.99 (0.85-1.16) <> 100.00
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No. of events/total patients

Odds ratio
Outcome and treatment 12,% Control Anti-IL-6 (95% Cl)
~28-dmortality
All anti-lL-6
No corticosteroid use 0 293/1280 537/2357 1.09 (0.91-1.30)
__Corticosteroid use 0 838/2848  827/3468 0.78 (0.69-0.88)
Tocilizumab
No corticosteroid use 0 211/898 254/1192 1.06 (0.85-1.33)
Corticasteraiduse 0 293/2585 £93/2815 077.(0 AR-087)
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 deathat 28.d
All anti-lL-6
No corticosteroid use 0 308/1004 399/1541 0.96 (0.79-1.17)
—Corticosteroid use 0 893/2496 822/2986 071(063-080)
Tocilizumab
No corticosteroid use 0 250/791 266/1016 0.95 (0.76-1.20)
—Corticasteraiduse 0 259/2283 729/2518 0.69(0 (1.0 78)
Sarilumab
No corticosteroid use 0 59/214 126/498 0.98 (0.67-1.44)
Corticosteroid use 0 38/227 75/423 1.08 (0.67-1.75)
28-d secondary infections?
All anti-lL-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
No corticosteroid use 0 86/385 146/659 0.79(0.57-1.10)
Corticosteroid use 16 132/573 210/772 1.04 (0.80-1.36)
Sarilumab
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)

Favors
control

Favors
anti-IL-6

— _._

. -

Ratio of odds
ratios (95% Cl)

2,%

0.5 1
QOdds ratio (95% Cl)

A70O4 B EDHAZIRNMBESH

0.72(0.56-0.92)

0.69 (0.52-0.91)

0.77 (0.44-1.33)

0.78(0.59-1.02)

0.70(0.52-0.94)

1.41(0.65-3.07)

0.96 (0.63-1.46)

0.94(0.51-1.71)

0.94(0.52-1.72)

11

anti-IL-6 with
corticosteroids

Favors
anti-IL-6 without
corticosteroids

Favors

0.4

1
Ratio of odds ratios (95% Cl)

P value

.008

.008

.34

.07

.02

.38

.85

.83

.85
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All anti-IL-6 agents ”_—6 D Tocilizumab I\\/ IJ 2 \_< j Sarilumab
No. of events/total patients No. of events/total patients No. of events/total patients
Subgroup Anti-IL-6 Control % OR (95% Cl) Anti-IL-6 Control P, % OR (95% CI) Anti-IL-6 Control 12,%  OR(95% Cl)
28-d mortality
Respiratory support %2 &-U-—I—o I\
at randomization I] l] I\
Oxygen flow rate 277/2246 283/1708 0 0.81(0.67-0.98)  232/1622 256/1407 0 0.82(0.67-1.00) 41/583 27/301 0 0.74 (0.42-1.30)
<15 L/min
Noninvasive ventilation 588/2209 544/1655 8 0.83(0.72-0.96) 463/1684 505/1479 0 0.80 (0.68-0.93) 119/496 40/191 0 1.20(0.78-1.84)
IMV or ECMO 496/1289 305/728 0 0.95(0.78-1.16) 250/634 244/559 6 0.92(0.72-1.17) 246/650 64/174 20 1.05 (0.74-1.50)
Acute organ support 00 o
at randomization HTE-E%E I j /|\ '\O) ﬂ\H\
No cardiovascular system 123/616 135/501 14 0.68 (0.51-0.91) 106/536 120/457 10 0.70(0.51-0.94) 11/48 18/64 0 0.66 (0.26-1.64)
support
Cardiovascular system 70/196 59/153 17 0.89(0.56-1.42) 69/190 59/153 14 0.93 (0.58-1.47) 1/4 1/1 0 0.14 (0.00-5.95)
support s
Age group, y Emﬁ
<70 674/4209 522/2931 0 0.89(0.78-1.02)  446/2864 456/2457 0 0.86 (0.74-0.99) 225/1291 67/490 9 1.10(0.80-1.52)
270 703/1727 629/1310 17 0.82(0.70-0.95) 514/1254 567/1136 8 0.76 (0.64-0.89) 182/450 65/179 0 1.17 (0.80-1.71)
TR
Female 413/1933 311/1335 0 0.96(0.80-1.15) 294/1365 270/1134 0 0.96 (0.79-1.17) 117/553 43/209 0 0.95 (0.62-1.46)
Male 964/4003 840/2906 1 0.83(0.74-0.93) 666/2753 753/2459 0 0.78 (0.69-0.88) 290/1188 89/460 0 1.17 (0.88-1.55)
C-reactive protein levl,
Creactive proten tev(C_ R P
<75 83/710 57/429 0 0.84(0.56-1.26) 36/344 36/260 0 0.80(0.46-1.39) 46/354 21/171 0 0.89(0.49-1.62)
75-<150 451/1957 467/1635 3 0.79(0.67-0.92) 357/1484 435/1456 9 0.76 (0.65-0.90) 90/438 33/184 1.01 (0.62-1.64)
2150 678/2366 490/1625 0 0.96 (0.83-1.11) 427/1507 429/1365 0 0.91(0.77-1.07) 246/831 64/271 4 1.16 (0.83-1.62)



A BT DFER 7 52
WHOH1 R=1 >

°®, o

¢9¢ Population

This recommendation applies only
to people with these characteristics:

Patients with
confirmed
covid-19

5P Interventions

IL-6 receptor blockers

Interleukin-6 receptor blockers

1 7C

Disease severity
Non-severe Severe Critical

Absence of signs
of severe or
critical disease

~H"5m < "HELS

-

Sp0,<90%
on room air

Requires life
sustaining treatment

Respiratory rate Acute respiratory

>30in adults distress syndrome
Raised respiratoryc Sepsis
rate in children
Septic shock

Signs of severe
respiratory distress

v

Recommendation in favour (strong)

https://www.bmj.com/content/370/bmj.m3379
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IL-6 receptor blockers

e
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1

Tocilizumab Sarilumab

Suggested regimen [N | Sariumab
8mg per kg A second dose may
or 400mg be administered after
K - 12 to 48 hours
Intravenous

Intial dose
over 1 hour

Intravenous

Intial dose
over 1 hour

“ Recommendation 1

Usual supportive care IL-6 receptor blockers
@, ® ®
Strong Weak Weak g
® %, Patients with severe We recommend treatment with IL-6 receptor blockers
P9? andcritical covid-19 (tociluzimab or sarilumab)

https://www.bmj.com/content/370/bmj.m3379
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75198 380141 15429M
(400mg/20mL/13R) (200mg/10mL/13E) (80mg/4mL/1}R)

RENRERZEE UL T8mg/kg IVDIZS
60kgDEE T480mg=90627MH
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