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YNEP-OAEITMONH 2THN COVID-19
Zhou F, et al. Lancet 2020; 395: 1054.
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YMNEP-OAEITMONH ZTHN COVID-19: NAI MEN AAAA...
Leisman DE, et al. Lancet Respir Med 2020; 8: 1233.
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2YNOETH ANOZIAKH AINMOKPIZH 2THN COVID-19
Giamarellos-Bourboulis EJ, et al. Cell Host Microbe 2020; 27: 992-1000.e3.
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AIATAPAXH NMPO-/ANTI-OAEIT MONQAOYZ IZOPPOIIAZ
Blot M, et al. J Trans| Med 2020; 18: 457.
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Frequency among all cells

Melms JC, et al. Nature 2021 doi: 10.1038/s41586-021-03569-1.
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FOCUS ON IL-6: ANTIOATIKA AEAOMENA

%
Author Year aHR (95% Cl) Weight n/N Day
Retrospective
Martinez-Sanz 2020 —— 0.77(0.48,1.25) 6.53 2601229 6
*Ramaswamy 2020 —-i-—l 0.25(0.07, 0.80) 2.4 21/86 7
Ruiz-Antoran 2020 -* 0.74 (0.62, 0.89) 8.60 238506 12
Guaraldi 2020 — 0.38 (0.17,0.83) 4.38 179/544 14
Rodriguez—Bano 2020 —_— 0.12(0.02,0.56) 1.59 88/432 21
Biran 2020 -+ 0.64 (047, 0.87) 7.82 210/630 22
Gupta 2020 - 0.71(0.56,0.92) 8.22 433/3925 27
Hossi 2020 —— 0.42(0.22, 0.82) 5.23 84/168 28
Hill 2020 —— 0.57(0.21,1.52) 3.1 43/88 28
Somers 2020 —— 0.55(0.33,0.90) 6.36 78/154 28
Eimer 2020 —— 0.52(0.19,1.39) 3.38 22/44 30
Ip 2020 = 0.76 (0.57,1.00) 8.00 134/547 30
Canziani 2020 —— 0.82(0.42,1.58) 5.20 54/128 30
De Rossi 2020 —_— 0.06(0.02,0.19) 2.88 90/158 30
Gokhale 2020 —— 0.62 (0.38, 0.99) 6.53 70181 a1
Lewis 2020 - 0.24 (0.18,0.33) 7.85 4974994 NR
Tian 2020 —_— 0.47 (0.25, 0.90) 5.35 65195 NR
MNarain 2020 —— 0.79(0.47,1.32) 6.25 733148 NR
Subtotal (I-squared <76.6%p = 0.000) O 0.52 (0.41, 0.66) 100.00
Prospective
#Stone 2020 ——  152(0.41,561) 1227 161/243 28
#Herming 2020 — 0.92(0.33, 2.53) 20.25 6:3/130 28
Rournier 2020 —_— 0.68(0.31,1.75) 28.04 49/96 28
Mikulska 2020 —— 0.48(0.23, 0.99) 39.43 29195 30
Subtotal (l-sguared = 0.0%, p = 0.448) 0.70(0.44,1.10) 100.00
NOTE: Weights are from random effects analyss
I I I
01 1 10
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Khan FA, et al. Thorax 2021: thoraxjnl-2020-215266.

Tleyjeh IM, et al. Clin Microbiol Infect 2021: S1198-743X(21)00204-4




IL-6 inhibition
Tocilizumab/ Sarilumab
In critical COVID-19
“REMAP CAP”

Open label RCT

« Tocilizumab 8mg/kg, n=353

« Sarilumab 400mg, n=48

« Standard-of-care, n=402 —S

Tahle 1. Baseline Characteristics of the Patients in the immune Modulation Theapy Domain.

Primary Endpoint:
Organ support free days

Characteristic

Age — yr

Male e = no. [BE)

APRCHE () soore
Pati=nts evaluated

be=dian (KJR)
Confirmed SARS-CoV-2 infection
no. 3]
bedian time to enroliment {FJE)
From hospital admission = days

no.ftotal

Fram ICU admission — hr

no.fiotal no. [3)
Hone or supplemental oxygen only
High:flow nasal cannulae

Moninsasive ventilation ondy

ficute respiratory suppor

Invasive mechanical ventilaticn
Vasopressor support = no. ftotal no. [34)
Faoy:Fo,

Pati=nts =valuated

bedian (K)R)

L
( Cereactive probein )
I'I;'IR;- pgsml

Patients evaluated
Median (IQR} = ng/ml

Toclzumab
(M =135%)

B1.5+125
261 (74)

137
13 {8-19)
284345 (82)

1.2 {0.8-2.8)
13.1 (6.6-19.0)

1353 {<1)
101353 {29)
147353 (42)
104353 (29)

63153 {18)

135
115 (B9-162)

207
150 (B5-221)

159
32 [461-1763)

Sarilumab
(M =43
614=13 4
I9 (E1)

42
10 [7-16)
4447 (94)

1.4 {0.9-2.8)
16.0 {11.4-20.8)

048

17/48 (35)

2148 (48)
848 (17)
448 (E)

15
126 [#9-157)

17
136 (105-204)

20
BIE (355-1415)

Contral
(M =402}
Gl.1+128
ZES [T}

181
12 {B-18}
334394 (85)

1.2 (0.8-2.8)
14.0 {6.8-19.5)

2402 [<1)
1107402 [27)
169402 (42)
121402 {30)

79,402 (20)

154
118 (BO-169)
244

130 (71-208)

172

1010 (500-2115)

All Patients
(N -BES)3
Gl.£+03 7

&20 [73)

E20
12 {B-19)
TU5/RAT (B4)

1.2 (0.8-2.8)
13.6 (6.6-19.4)

1/RES (<1)
249865 (29)
59865 (42)
254865 (29)
163865 (19)

7RO
1165 {B3-165)

533
136 (70-208)

185
910 [480-191E)

REMAP-CAP Investigators. N Engl J Med 2021; 384: 1491.




Cumulatree Proposteon of Pasents
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REMAP-CAP Investigators. N Engl J Med 2021;384:1491.
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Open label RCT
Tocilizumab group: 400-800mg avaAoywg ZB  Sa02 <92% KAI CRP2 75mg/I

A
100

L%

LTH

Lbhy

w0

£ 1tk

Aoty (%)

Mumbser at risk

Tocilizumab 202
Uswsal care 2094

— Tocilzumab growp

= | lsual care group

RECOVERY TRIAL
RECOVERY Collaborative Group. Lancet 2021; 397: 1637.

Rate ratio 085 [0 76094
Log-rank p=0002E

1736
1735

1547
1503

21 28
1445 1358
1410 1361

Treatment allocation B [55% 1) pvalue
Tocilizemab group  Usual cane group
(n=2022) {n=1004)
Primary outcome
28-day mortality 621 (31%) 729 (35%) 085 (076-004) 00028
Secondany oubcomes
Median time to being ig »28
dischanged, days
Dischanged fram hespital 1150 [57%) 10ug [ S0%) 122({112-1.33)  <0-0001
within 28 days
Receipt af invasive mechanical b19/1754 (35%) FodiiBoo(42=) o84 (077092) <0-0001
ventilation or death®
Irneasive mechanical 26511754 (15%) 3431800(19%) O79(069-092) 00019
veritilation
Dreath 4901754 (28%) gi0/iBo0({3r%) o87 (078-096) 0-0055
Subsidiary clinical outcomes
Receipt of ventilation? 290/935 (31%)  323/9II(E5%)  090(07-142) 010
Mon-invasive ventilation 2B1/935 (30%) I09/933 (33%) 091 {0-79-1-04) 0-15
Irmeasive mechanical 671935 (7%) 86/933(9%)  O7B(057-106) 011
ventilation
Succesiful cessation of invasive GEIIBE (30%) Q8204 (33%) 108 (0-81-1-43) 0-60
rmechanical ventilation
Use of haermodialysa ar 120/1994 (6%)  172/2065(B%) 072(058-090)  0-0046

haermofltrations




anti-1L-6: BEATIZTH XPHXZH ?

RECOVERY Collaborative Group. Lancet 2021; 397: 1637.

Tocilizmah group Usual care growp Risk ratio {95% C)
dpe, years {;=0-0; p=0-EE)
w0 ITINI (2% FOGF1IEE (T3%) —a— 0-BE (0-74-1:03)
LU 2U2J4TE (44%) 245/480 (5I%) —a— 0-82 (0-68-0-99)
=Bl 136213 | bug%) 175259 (BH%) L g (O:73=1:15)
Sex (=2 4; p=O-12)
Men 41711337 (31%) 5291437 (37%) -l 08O [0+ 71-0-91)
Waomen 204/685 (30%) 200/657 (30%) £ 0-97 {0-B0-1.1E)
Ethmicity (y}=0-0; p=0-98)
White 4761530 (31%]) 731597 [36%) —-— B3 (0-73-0-94)
Black, Asian, or manority ethmic 99354 (2B%) L3378 (33%) = 0-83 (0-64-1-09)
Linkreown A6MIE (33%) 33M19 [ZH%) i 1.20 (0 FF=-1-8E]
[Days since symptom onset (yi=1-1; p=0-30]
&y 1466E (33%) 15BJER0 (39%) —— 078 {3-b5 =094
- 40711354 (30%) 4731433 (33%) ~ 0-83 (0-FF=101)
Respiratory support at randomisation (]=0.8; p=0-38)
Wo ventilator support* 180935 [19%) M43 23%) i 0-B1 {067 =0-9%])
Hon-inwasive ventilation® F0/E19 (38w F66/BEF (42%] i B {0 F4=100)
Invasivee mecharscal vengilatsond 131/ 268 [g49%) 1497294 (51%) = 093 (3 74=1-18)
iUsze of corticosteroidss {5=77; p=0-01)
=] AHI 1664 [F9%) G0MFEL (35%) —-— 9 {07 0=0-B4)
Mo 139357 (39%) LIFFI6T (35%) = 116 (k91-1.48]
Unkrown O (0% 216 (33%)
All participants 6212022 (31%) 7292094 (35%) - 0.B5 {0-76-0-94)
p=0-02E
r T T 1
ok o5 14 15 2l

g —
Favowrs tacilioumab  Fasours usual care




A Patients on oxygen support, n (%)

Day 0 Sarilumab St of care

NIV or High-flow oxygen 4 28(100) 28 (100)

Day 28 l l

o R

MVorECMO & 4(14) 2(7)
NIV or High-flow oxygen 4 0(0) 0{0)

Low-flow oxygen 3 5(18) 3(1)

Ambient air 2 0(0) 1(3)
Discharged 1 17 (61) 17 (61)
5 Overall survival
100+
2] _LI_‘-—-\_
~ 80+
[
= 70
z
(,S, g Pvalue =021
404 . Sal-l‘u'nau
204 — 51 0f care
0-
© 4 B 12 16 20 24 28
No. #t risk T

Sarkmad 22 28 22 28 27 2 ;! W
St of care 22 26 23 20 2 28 28 A

IL-6 BLOCKADE: SARILUMAB
Della-Torre E, et al. Ann Rheum Dis. 2020; 79: 1277.

C Clinical improvement
1004 P-value = 0,94
90+ w— Sarilumat
= - 5101 care
9 B0+
=
O__ 704
TE
gg 504
£ 3
i o
2
3 »
5 204
Q
10+
-
T L T L L \J \J \J
0 4 B 42 16 20 24 28
Time (days
No. at risk (days)
Sarlumab 28 26 22 1©® 17 4 13 1
St of care 28 28 25 19 18 " 12 10
D Mechanical ventilation free-survival
100+
H
E 90+
§g 804
w704
gg
- 60
g T Paalve =052
g 40+ w— Sarilumab
g 204 St of care
0-
4l L] Ll L LJ L \J L
0 4 B 12 1 20 24 28
Time (da
No. af risk (days)
Sariumab 28 2 2 21 21 0 2 2
St of care 28 23 20 18 19 15 19 19

Mikpn MEAETN aTTd TO MIAGvo

28 aoBeveic EAaav open-label
sarilumab ka1 28 d¢ £EAaav

YTrep@AEypoOvn OTa KPITAPIA E10000U:
LDH> ULN kai Eva aTro:
CRP =100 mg/L i

IL-6 = 40 pg/mi n
peppitivn = 900 ng/ml
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ANAZTOAH THZ INTEPAEYKINHZ-1: ANAKINRA

IL-1-inflammasome .
mediated disease Anakinra

Fever, -
CRP (via IL-6) i
Ferritin A\
Neut :
IL-6 Anakinra
IL-18 /Q
[/

Epithelial
damage
IL-1a

i\

rophils
IL-1
ANAKINRA ~

IL-1RI IL-1RacP

van de Veerdonk FL, Netea MG. Crit Care 2020; 24: 445.



ANAKINRA: YIMTIOOEZH MHXANIZMOY APAZHZ
Renieris G, et al. medRxiv 2021.04.09.21255190.

COVID-19 patient
plasma

W

7 anakinra

Healthy volunteer

plasma “anakinra

IL-6
20000=
® Healthy plasma {n=G}
& COVID-19 plasma (n=6) &
15000 o i
: s
& :
o i Ak
ch 10000= i
c E o B
ns i
ns — a I I
5000- — ik ;
ik, -
& wa = 5= | 3
ol ommn dte | e -
Livar Lung Fadney lbaum Colaon
IL - & lung IL- 6 colon
ek deskokok sk
3000+ A 1200-
sk
M 2004 aaat
2000 A &
o ns
ns 2 bUU+ {
a &
Bp
1000+ ik
G- 3004 aa
Q A A &
““t i - :.i. o0 __r_
o0 & A 0 o
0 T T A N R
[ g i':"‘@ "‘b- Q@ 5}(\ |
&5 &5 R FoH &o = A0 B 4P
‘i‘\rﬁu‘é\ '%'b !‘Q.i.\ 4{?@@9{\ q@@rﬁ{\ -.,L‘i‘@ Ié c_r,%lbl QQ.'} '3&\ cﬁ{s\ f‘o
QT 0T J e N SR S PR
AR o &
QQ i i Ch




ANAKINRA: NMPQIMH OETIKH EMIMEIPIA
Dimopoulos G, et al. Cell Host Microbe 2020; 28: 117.

SEVERE COVID-19

v TT temperature

v Hepato-/splenomegaly
v 44 blood cell counts

v 11 triglycerides
Count > v | fibrinogen

v T ferritin

v TAST

v' BM hemophagocytosis
v Immunosuppression

HScore 2169

l

Patient in the Intensive Care Unit Patient in the General Ward

Intravenous Anakinra
200 mg every 8 hours for 7 days

l

Main benefits:

™ pO,JFIO,

chast X-ray improvement
++ HScore

Intravenous Anakinra
300 mg once daily

l

Less oxygen demand

+4 HScore

&

1500C i -o- Ferritin 1000 2
£ 600 C
- {
e 400 3
5 % o
3 200 3
o ¢

3 -2 1 0 1 2 3 4 5 6
Days start of anakinra



N

\! | Pt 2, before = Pt2,EOT
Infiltrates of lower right and left lobes Worsening of infiltrates Diffuse parenchymal and peribonchial | Infiltrates
pO,/FiO,: 88mmHg, AKI(-) pO,/FiO,: 160mmHg, AKI(-) infiltrates; pO,/FiO,: 78mmHg, AKI(+) pO,/Fi0,: 115mmHg, AKI(+)

Pt3, EOT Pt 4, before
—

Diffuse infiltrates | infiltrates; 1 airation Diffuse infiltrates Unchangable Infiltrates
pO,/FiO,: 68mmHg, AKI(-) pO,FI0,: 125mmHg, AKI(-) pO,/FiO,: 89mmHg, AKI(-) pO,/Fi0,: 141mmHg, AKI(+)

Pt5, EOT P16, before

Diffuse infiltrates | infiltrates; t airation Diffuse infiltrates, predominantly right { Infiltrates
pO,/FiO,: 88mmHg, AKI(-) pO,/FiO,: 92mmHg, AKI(-) pO,/FIO,: 92mmHg, AKI(-) pO,Fi0,: 198mmHg, AKI(+)

. » Pt7, EOT
Diffuse infiltrates, predominantly left | infiltrates; 1 airation
pO,/FiO,: 87mmHg, AKI(-) pOJFiO,: 182mmHg, AKI (-)

Dimopoulos G, et al. Cell Host Microbe 2020; 28: 117.



ANAKINRA: AIAGEZIMH EMMEIPIA
Kyriazopoulou E, et al. medRxiv 2021.04.13.21255411.

First author,| Study type Study country and period Inflammation criteria for inclusion | N of patients | Admin. | Steroid
year Route intake

Balkhair, Prospective Oman Some
2020 e April 1-June 14, 2020 historical controls PRI
e June 15-July 25, 2020 anakinra group
Retrospective Italy CRP>100mg/l 65 55 SC All
2020 February 25-March 30, 2020 Ferritin>1000pg/l v if My Patents
Retrospective France CRP>110mg/l 12 10 \Y, No
2020 not mentioned
Cavalli, Prospective Italy CRP>100mg/I 62 275 IV No
2021 e March 10-17, 2020 historical controls  ferritin>900ug/I
e March 17-27, 2020 anakinra group
Huet, Retrospective France _ 52 44 SC Some
2020 e March 2020 historical controls patients
e March 24-April 6, 2020 anakinra group
Kooistra, Prospective Netherlands Ferritin>1800 ug/L, clinical 21 39 IV Some
2020 March 11-April 27,2020 hyperlnf]ammatlon signs ( fever, patients
unexplained progression of MOF)
QYigEv4el o lIEY Prospective  Greece SuUPAR>6ug/I 130 130 SC Some
lou, 2021 April 16-September 12, 2020 patients
Mariette, @ France CRP>25 mg/l 59 55 v Some
2021 April 8-26,2020 patients

Retrospective Italy CRP or ferritin > x3 normal limits 63 44 \Y, Some
2021 February 26-April 29, 2020 patients



Study

Balkhair et al, 2020
Bozzi et al, 2020
Cauchois et al, 2020
Cavall et al, 2020
Huet et al, 2020
Kooistra et al, 2020

Kyriazopoulou et al, 2021

Mariette et al, 2021
Pontali et al, 2021

Total (95% CI)

~ ANAKINRA KAI ONHTOTHTA |
Kyriazopoulou E, et al. medRxiv 2021.04.13.21255411.

Control Odds Ratio
Events Total Events Total Weight MH, Fixed, 35% Cl

Experimental
13 45 11
9 65 19
0 12 1
3 62 62
7 52 19
4 2 7
15 130 29
13 59 13
9 63 19

509

24 80% 048[0.17, 1.34]
55 138% 030[0.12 0.79]

10 09% 007(0.00,46.88] <«

275 17.0% 017[0.05 058
4 139% 020[0.08; 0.55]
39 31% 108[028 4.20]
130 201% 045[0.23; 0.90]
55 82% 091[038 2.19]
4 150% 022[0.09; 0.55]

676 100.0% 0.37[0.27; 0.51]

Heterogeneity: Tau® = 0.2968: Chi’ = 1152, df =8 (P = 0.17), F = 31%

Odds Ratio
MH, Fixed, 95% C|
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ANAKINRA KAI ONHTOTHTA Il
Kyriazopoulou E, et al. medRxiv 2021.04.13.21255411.

Individual patient data from 6 studies including 895 patients

Variable Univariate Analysis Multivariate Analysis

or | owic | p Lorl o osc o

Anakinra treatment 0-38 (0-:26-0-56)  <0-001  0-32  (0-20-0-51) <0-001

Age >72 years* 4-97 (3-5-7-06) <0-001 1-89 (1-12-3-20) 0-018
Charlson’s comorbidity index >2* 6-35 (4-01-10-06) <0-001 3-75 (1-99-7-07) <0-001
Respiratory ratio <100 2-18 (1-50-3:17) <0-001 2.89 (1-80-4-64) <0-001
CRP>100 mg/L 1-76 (1-21-2-55) 0-003 - - -

Lymphocytes <5680/mm?®’ 3-08 (2-12-4-49) <0-001 3:05 (1-90-4-89) <0-001

Stud - - 0-147 - - -



ANAKINRA BEATIZTH XPHzH
Kyriazopoulou E, et al. medRxiv 2021.04.13.21255411.

Mortality rate in % (n/N)

Variable SOC Anakinra OR (95% Cl) _ p for interaction
CRP (mglL) i 0.04
<100 16.1(30/186)  11.5(15131)  0.67 (0.35-1.31) : ] ,

> 100 29.4 (107/364)  10.6 (22/208)  0.28 (0.17-0.47) — = !

Ferritin (ng/ml) I 0.21
<1000 15.5 (17/110)  10.9(15/137)  0.67 (0.32-1.42) : 8 :

>1000 30.7(311101)  13.8(19/138)  0.36 (0.19-0.69) : a | :

CCl : 0.44
<2 8.2 (17/208) 4.5 (4/156) 0.53(0.21-1.31) | B :

>2 37.8(112/296) 17.6(27/153)  0.35(0.22-0.57) — |

Respiratory ratio : 0.36
2100 20.6 (72/350) 8.8 (19/217) 0.37 (0.22-0.63) | § |

<100 44.2 (42/95) 16.5 (18/109)  0.25(0.13-0.48) — |

0.0 0.5 1.0 1.5
Favors Anakinra < » Favors SOC

CCI Charlson’s Comorbidity Index
Cl confidence interval

OR odds ratio

SOC standard of care



ANAKINRA KAI ANEMIOYMHTEXZ ENEPIEIEXZ
Kyriazopoulou E, et al. medRxiv 2021.04.13.21255411.

Experimental Control Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Balkhair et al, 2020 6 45 3 24 240% 107029 389 ;
1IATAPAXN NTTATIKNG PIOXNMUEIAG Cauchois et al, 2020 1 12 0 10 76% 918[001, 563442 —
Cavalli et al, 2020 25 62 0 275 80% 111192[2.25;550189.77) —
Kyriazopoulou et al, 2021 40 130 51 130 262%  078[056; 1.10] | B
Mariette et al, 2021 759 0 55 79% 6619[013; 3363231] L
Total (95% Cl) 373 549 1000% 300[0.26; 34.66] —emii——
Heterageneity: Tau® = 4.3481: Chi® = 14.33, df = 5 (P = 0.01): I* = 65% L '
001 01 0512 10 100
Experimental Control Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% ClI MH, Random, 95% Cl
Balkhair et al, 2020 3 45 0 24 70% 1657[003 882189 ' —
Bozzi et al, 2020 15 65 16 55 386% 079[043 145 i
Cauchois et al, 2020 1 12 0 10 68% 918[0.01, 563442 — 4
Cavall et al, 2020 14 62 0 275 7% 62462[125 312056 77) ; AgukoTrevia
Kyriazopoulou et al, 2021 11 130 3130 339% 367105 1284 ——
Mariette et al, 2021 1 59 0 5 67% 1026[002 657448 &
Total (95% CI) 373 549 1000% 3.71[049; 27.84] ~————
Heterogeneity: Tau® = 2.1613; Chi* = 10.21, df = 5 (P = 0.07): = 51% rrre !
001 01 0512 10 100 Experimental Control Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, $5% ClI
Balkhair et al, 2020 5 45 4 24 124% 067[0.20; 225] |
Bozzi et al, 2020 9 65 4 55 132% 190[062 585] —Hl—
Cauchois et al, 2020 0 12 0 10 00%
Cavalli et al, 2020 13 B2 16 275 172%  3.60[1.83; 7.10] i —
” o Kooistra et al, 2020 72 9 39 158% 144063 3.32] ——
AEUTSPOYEVI’]Q Aomwﬁn Kyriazopoulou et al, 2021 9 130 30 130 170% 0.30[0.15 061] - |
Mariette et al, 2021 11 59 5 55 144%  2.05[0.76; 5.53] +—l—
Pontali et al, 2021 7 63 2 44 101% 244053 1122] — -
Total (96% CI) 457 632 100.0%  1.35[0.59; 3.10] -
Heterogeneity: Tau’ = 0.5625; Chi° = 28.48, df = 6 (P < 0.01); I* = 78% ' L ol
005 051 2 10 20



ng/ liter

ANAKINRA: BEATIQZH ANTI-/MPO- ®PAEMMONQAOYZ IZOPPOIMNIAZ
Kyriazopoulou E, et al. Elife 2021; 10: e66125.
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CORIMUNO-ANA-1 RCT: ANAKINRA 2E METPIA/ZOBAPH COVID-19

CORIMUNO-19 Collaborative group. Lancet Respir Med 2021; 9: 295.

WHO CPS 5 and CRP225mg/I
Open label RCT

Anakinra (200 mg bid d1-3, 100 mg bid d4, 100 mg once d5) vs Standard-of-care

Premature stop
A Non-Invasive or mechanical ventilation or death

1005 —— Anakinra group
90— — Usual care group
Median HR 0.97
# 809 9go%Crlo62-152
E 70— g5% Crl 0-57-1-66
i Probability HR <1-00 54-5%
2 50 Probability HR <0-95 47-1%
= 50- Probability HR <0-85 31-7%
B Probability HR <0-80 24-1% '
C  40- I
g 304
o
o 204
10
o | | | | | | | | I I I | |
1 2 3 4 5 6 7 g 9 10 11 12 13 14
MNumiber at risk
{number censored)
Anakinragroup 59 (0) 55 (0) 46 (0] 42 (0) 37 (0) 34 (0) 33 (0) 32 (0) 32 (0) 32(0) 32 (0) 32 (0) 32 (0) 32 (0)
Usual care group 55 (0) 54 (0) 42 (D) 37 (0) 34 (0) 33 (0) 20(0) 30(0) 28 (0) 7 (0) 27 (0) 27 (D) 27 (D) 27 (0)



CORIMUNO-ANA-1 RCT: ANAKINRA 2ZE METPIA/ZXOBAPH COVID-19
CORIMUNO-19 Collaborative group. Lancet Respir Med 2021; 9: 295.

Proportion of participants (%)
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3. SAVE-MORE



AE=AMEOAZONH: H AAAATH 2THN KAGIEPQMENH INPAKTIKH

RECOVERY Collaborative Group. N Engl J Med 2021; 384: 693.

Dexamethasone 6mg 10days (n=2104) vs SOC (n=4321)
28-d mortality 22,9% vs 25,9%

Respiratory Support

at Randomization Dexamethasone Usual Care Rate Ratio (95% Cl)
no. of events/total no. (%)
Invasive mechanical 95/324 (29.3) 283/683 (41.4) =
ventilation

Oxygen only 298/1279 (233)  682/2604 (26.2) ——

No oxygen received 89/501 (17.8) 145/1034 (14.0) =

All Patients 4822104 (22.9)  1110/4321 (25.7) <>

Chi-square trend across three categories: 11.6 : : 1 ;

0.50 0.75 1.00 1.50  2.00
-% L
Dexamethasone Usual Care
Better Better

0.64 (0.51-0.81)

0.82 (0.72-0.94)

1.19 (0.92-1.55)

0.83 (0.75-0.93)
P<0.001




IVIg

Contents lists available at ScienceDirect

International Immunopharmacology
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52 aoBeveic IVIg kal 32 control
Kaveva KAIVIKO OpeAOC

=

Evaluating the effects of Intravenous Immunoglobulin (IVIg) on the
management of severe COVID-19 cases: A randomized controlled trial
Payam Tabarsi®, Saghar Barati ", Hamidreza Jamaati°, Sara Haseli °, Majid Marjani °,

Afshin Moniri *, Zahra Abtahian“, Alireza Dastan ', Sahar Yousefian °, Raha Eskandari ‘,
Ali Saffaei , Fatemeh Monjazebi ", Abdolbaset Vahedi ', Farzaneh Dastan ™~

Gharebaghi et al. BMC Infectious Diseases (2020) 20:786
https:/doiorg/10.1186/5 1 2879-020-05507-4 BMC |nfEl'.TIDLl5 Diseases

RESEARCH ARTICLE Open Access

The use of intravenous immunoglobulin
gamma for the treatment of severe
coronavirus disease 2019: a randomized
placebo-controlled double-blind clinical trial

Maser Gharebaghi', Rahim Nejadrahim’, Seyed Jalil Mousavi', Seyyed-Reza Sadat-Ebrahimi”’ ® and
Reza Hajizan:lehil

30 aobeveic IVIg kal 20 placebo
Meiwon evOOVOOOKOMEIOKNG
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BARICITINIB
Kalil AC, et al. N Engl J Med 2021, 384: 795.

« RCT placebo-control .
¢ Zuyxopnynon HeE pEpVTECIRipN b E0Y

B
* TMpo degapedalovng wg SOC g " e
/ 4 V& - I 4 I:E _l_I _'_'_l__l_l_.
* [pwrtoyevég KATAANKTIKO: Avappwaon (CPS 1-3) : 0501 T Bcebosion
2 0.25- o
1.00+ F|:|—’='J
P=0.03 Baricitinib+RDV 000
i — o 2 4 a6 & 1012 14 16 18 30 22 24 26 I8
¥ on e 2
- ~ —— Mo. at Risk
a - i Placebo+RDY Euani:il:.rilbfm::-v 103102100 28 73 60 47 40 36 29 25 23 22 19 10
'E ] I_I_I_ Placebo+RDV 113110106 95 B6 78 &7 62 57 52 46 41 36 32 16
= (050
-E 28-day mortality 1.00-
0% 5.1% (remdesivir+baricitinib) vs 7.8% (control);
- = 0,75
.g. HR 0.65; 95% CI, 0.39 to 1.09 8 —
- Baricitinib+ ROV
=
0.00 | | | | | | | | | | | | | | -—I_IIF
0 2 4 & 8§ 10 12 14 16 158 20 22 24 26 28 E’”-ls‘ —‘_'_’_._H:f—'il‘_"
nﬂHE 000 I 1 I 1 I I I I I I I:|III":N=I::D“-FI:E:ﬂ'II
. g 2 4 6 B 10 12 14 16 18 20 22 24 26 28
Mo. at Risk Days
Baricitinib+ ROV 515 497 418 302 233 186 145 121 107 95 87 %0 76 63 30 Mo, ot Risk
Placeba+RDY 518495417 322251211 172156143 131123115 102 92 44 Baricitinib+RDV 54 53 52 52 51 49 48 46 42 40 38 35 35 30 15

Placebo+RDOY 57 54 54 53 51 50 47 45 42 41 41 40 38 34 16



BARICITINIB KAl ANOZIAKH ANOKATAZTAzH
Bronte V, et al. J Clin Invest 2020; 130: 6409.

Baricitinib _ No baricitinib
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Type 2- Alveolar cell

>

' Aerosoliz -1 IFNs |
J\ &hAC? “ Pﬂ:::} ® | FNap A Al » q,‘_,?

= JAK/STAT

_Y)H - 57’

# IFN-a/B, A

FN IFN-y inhibitor /
Emapalumab Ineffective response of type- I /I IFNs

[-JAKISTAT-]
Corticosteroid \ (type-1/II)

Neutrophil
JAK inhibitor IL-1 inhibitor [ ]‘
Baricitinib Anakinra Etanercept : '
Ruxolitinib Canakinumab [ gmgggmg_lg]

Amplification of
/ Inflammation

K Cytokine Storm /

ANOZOIAPEMBAZXH:
H ©OE2H THZ ZTHN
COVID-19

ANOZOIMNAPEMBAZH:
EN2OQOMATQZH
NMPOHIMOYMENHZ
EMIMEIPIAZ

ANOZOIMNAPEMBAZzH:
2E NMNOION AZOENH

ANOZOINAPEMBAZzH:
2E MNMOIA ®AZH NOzOY



