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Histoire naturelle de la Covid-19
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= ACE inhibor (3) = Tocilizumab (10) =Thymosin al (3)
- Angiotensin Il receplor blocker (1) - Sarilumab (5) - Tranilast (1)
= Adalimumab (5) = Corticosteroids (11)
= PD-1 mAb (3) = Chloroguine (15)
= Bevazicumab (2) = Hydroxychloroquine (23)
= Ixekizumab (1) = FNa, IFNB (22)
- Eculizumab (1) - Leflunomide (1)
= Fingolimod (1) = Ruloxitinib (1), Jakotinid (1)
SPIKE PROTEIN - Human recombinant IL-2 (1) =Thalidomide (2)
¢ -CD24Fc (1) =Azithromyein (3)
-Colchicine (2)
-Cell Therapy (30)
- Camostat mesylate (1) Passive immunization
- Convalescent plasma (10)

- Intravencus Immunoglobulin (2)

)
A

Fusion inhibitors

- Uminefowvir (11)
= Baricitinib (2)

Main protease
(3CLpro, PLpro) inhibitors
- Remdesivir (8) - Lopinavir (32)
- Ribavirin (2) - Darunavir (3)
- Emtrictabine/Tenofovir (1) =ASCO09 (2)
- Chiloroquine (15) - Favipiravir (8) - Danoprevir (3)
- Hydroxychloroquine (23) = Azvudine (3)

Fragkou, CMI 2



Distary/Supportive Measures
-Enteral Nutrition Emulsion (1)
-Probiotics (3)

-Alpha Lipoic Acid (1)

-Vitamin C (2)

\

Ventilation/Oxygenation Strategies
- Invasiva/Non-invasive
Mechanica! Vantilation (4)
- High-flow Oxygen (2)
- Inhaled Gases
{Hydrogen, Nitric Oxida) (4)
-Extracorporeal Membrane Oxygenation
(ECMO) (3)
-Ultra Short Wave Electrotherapy (1)

Cardioprotection
~Colchicine (2)

- Continuous Renal
Replacement Therapy (4)

- CytoSorb (1)

- oXirs® (2)

- Antificial Liver System (3)

Fragkou, CMI 2020

Inromboprophylaxis
-Encxaparine (1)




Efficacitée du DV vigile

* Essaiinternational /
promoteur CHU de Tours

e CJP: échec du traitement
= intubation ou déces

* C(ClI: patients avec SDRA
non intubé

Ehrmann, Lancet Infect Dis 2021

Probability of survival without
outcome

Number at risk
(number censored)
Standard care

Awake prone positioning

A Treatment failure

1.0

0-8+

—— Standard care

Awake prone positioning
Hazard ratio 0-78 (95% Cl 0-65-0-93)
Log-rank p=0-0069
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564 (0) 405 (0) 358 (0) 344 (0) 341(341)

=» Diminution de 22% du risque de mortalité ou intubation




Point sur I'antibiothérapie

Antibiothérapie

* Constat : surconsommation majeure d’antibiotique probabiliste au début de
I’épidémie alors que les co- ou sur-infections représentent <5% pneumonies COVID en
HC

* Recommandations : pas d’antibiothérapie systématique en face d’'une pneumonie a
SARS-CoV2

* Avant confirmation virologique, une antibiothérapie probabiliste pourra étre discutée si
la pneumonie présente des critéres de gravité : besoin en oxygéne > 6L/min

* Si apparition d’emblée (exceptionnel) ou secondaire (rare hors réanimation)
d’expectorations purulentes, possibilité d’une prescription antibiotique pour une
durée totale de 5 a 7 jours

* Pneumonie non grave : Amoxicilline + Acide clavulanique 1g x 3/j PO

* Pneumonie grave : C3G + macrolides
Rawson et al. Clin Infect Dis 2020, Vaughn et al. Clin Infect Dis 2020, Guan et al. N Eng ] Med 2020



Les antiviraux



Solidarity: un méga-essai, point final sur les
antiviraux en hospitalisation ?

(c) Lopinavir vs its control

100 157
Control
80 -
Lopinavir
§ 60 =
g Rate ratio, 1.00 (95% Cl, 0.79-1.25)
= 40 P=0.97 by log-fank test
0
0 7 14 21 28
20
. ___E.F-I‘-'-Iﬂl—_l
0 7 14 21 28
Days since Randomization
Numbers at risk at the start of each week, and numbers dying
Lopinavir 1300 57 1333 42 1282 24 1257 15 1243 10

Control 1372 62 1203 48 1239 21 1216 10 1208 5§

(d) Interferon vs its control

100 15
Interferon
80
B Control
& 607 .
£
5 Rate ratio, 1.16 (95% C1, 0.96-1.39)
s 40 P=0.11 by log-rank test
0
0 7 14 21 28
20
0——-__‘_-&"%:[
0 7 14 21 28
Days since Randomization
Numbers at risk at the start of each week, and numbers dying
nterferon 2050 101 16680 73 1554 31 1483 24 1410 14

Control 2050 91 1725 58 1636 31 1563 21 1488 15



Solidarity: un méga-essai, point final sur les
antiviraux en hospitalisation ?

(a) Remdesivir vs its control
100 157

Control
- emdesir
80 =
£ 60 H
z
@©
Rate ratio, 0.95 (35% CI, 0.81-1.11)
é 40 P=0.50 by log-rank test
0 r T T J
1} 7 14 21 28
20
0 ——--'-—T-‘-_ T T 1
0 7 14 21 28
Days since Randomization
Numbers at risk at the start of each week, and numbers dying
Remdesivir 2743 120 2150 90 2020 48 1818 18 1838 18

Control 2708 126 2138 93 2004 43 1908 27 1833 14

(b) Hydroxychloroquine vs its control

100 = 159
Hydroxychloroquine
80— i ydroxychiorog
£ 60
5-
>
3
5 Rate ratio, 1.19 (95% CI, 0.89-1.59)
< 40 P=0.23 by log-rank test
0 T T T d
0 7 14 21 28
20
0 T T T ]
0 F 14 21 28
Days since Randomization

Numbers at sk at the start of each week, and numbers dying
Hydroxyc. 947 48 880 31 854 13 838 6 833 6
Control 906 42 853 27 823 8 814 4 809 3



Rétractation méta-analyse
l[vermectine

Dr Andrew Hill @DrAndrewHill - 16 ao(t
Our meta-analysis of survival for ivermectin had to be retracted after one of
the main studies was suspected of medical fraud. With the revised version,

there is no statistically significant survival benefit for ivermectin. So the
original version should not be quoted




Anticorps monoclonaux

A bridge to vaccines: Monoclonal antibodies could save lives and slow the

How to make monoclonal antibodies

© Take blood from a
person who recovered

from COVID-19 /
COVID-19 PATIENT
Status: recovered

© Use “bait” molecules O to fish out the
B cells that produce antibodies for a key
portion of the novel coronavirus spike
protein and block infection

@ ’
O
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© Decipher the DNA for those antibodies

@ 0T

O Insert that DNA into cells that
mass-produce the antibodies.

so0% — ¥ Fy

Potential benefits:
« Prevention option before a vaccine is
available
 Provide immediate protection or treatment
for those exposed
« Benefits to people who cannot develop or
intain an ad immune
after vaccination
Monoclonal antibody limitations:
« Protection is short-lived
« The drugs are expensive

spread of the coronavirus

HOW VACCINES AND MONOCLONAL ANTIBODIES WORK

Vaccines teach the body to Foreign invader

recognize a foreign invader, (like a virus) enters body
through the creation
of antibodies @ SARS-CoV-2

virus that
Activates causes COVID-19
immune system*
Viral
genome
Monoclonal B cells begin to T-helper cells Cytotoxic T cells
antibodies make antibodies activated identify and destroy

virus infected cells

can be infused  (Y-shaped proteins
into patients

)
@
y Activate =)
: ;Y helper B cells
i 7

Virally
1 infected cell

Antibodies bind to
foreign invaders

! !

Neutralize and block Tags them
invaders from entering for destruction
and infecting other cells

Macrophage
cell

*Simplified system with

cells and viruses not to scale

Sources: Marion Pepper, University of Washington,
COVID-19 Prevention Network

EMILY M. ENG / THE SEATTLE TIMES

=2 mAbs a la frontiere entre activité
antivirale et immunomodaulatrice

- Neutralisation des virions

- Toxicité cellulaire dépendante
des Ac (médiée par les cellules
NK)

- Phagocytose cellulaire
dépendante des Ac (médiée
par les macrophages et les
cellules dendritiques)



Table 1. Monoclonal antibodies undergoing late-stage clinical studies or authorized for COVID-19*.

Most
advanced
Primary sponsoring phase for
company INN or code name Molecular format Target(s)  COVID-19 Phase 2/3 or 3 clinical study conditions
Biocon, Equillium  Itolizumab# Humanized IgG1 CD6 EUA in India  Hospitalized Patients With COVID-19 (NCT04605926 pending)
[+ " 1 HH La Ll ij"| 1L _c D CLIA & D H [« rr“w 10 (ALCTOA20 7L )
AbCellera / Eli Lilly  Bamlanivimab (LY- Human IgG1 SARS-CoV  EUA in US Preventing SARS-CoV-2 Infection and COVID-19
and Company CoV555, LY3819253) -2 (NCT04497987); Inpatients With COVID-19 (NCT04501978);
Outpatients With COVID-19 (NCT04518410)
Regeneron Casirivimab and Human IgG1 mAbs SARS-CoV  EUA in US Ambulatory Adult Patients With COVID-19
Pharmaceuticals, ~ imdevimab (REGN- -2 (NCT04425629); Hospitalized Adult Patients With COVID-19
Inc. COV2; REGN10933 (NCT04426695); Preventing SARS-CoV-2 Infection in
+ REGN10987) Household Contacts of Individuals Infected With SARS-CoV
-2 (NCT04452318
CytoDyn Leronlimab Humanized IgG4 CCRS EUA Severe or Critical COVID-19 (pivotal Phase 2 NCT04347239);
requested Mild to moderate COVID-19 (pivotal Phase 2 NCT04343651)
in US
InflaRx GmbH Vilobelimab (IFX-1, Chimeric IgG4 [« Phase 2/3 Severe COVID-19 Pneumonia (NCT04333420)
CaCP29)
Alexion Ravulizumab-cwvz# Humanized 1gG2/4 [ Phase 3 Hospitalized adults with severe pneumonia or acute
Pharmaceuticals respiratory distress syndrome (NCT04369469)
Jiangsu Pacific Meplazumab Humanized IgG2 CD147 Phase 2/3 Hospitalized Adults With COVID-19 (NCT04586153)
Meinuoke Bio pending
Pharmaceutical
Co Ltd
Humanigen, Inc. Lenzilumab Human IgG1 GM-CSF Phase 3 COVID-19 Pneumonia (NCT04351152)
Kiniksa Mavrilimumab Human IgG4 GM-CSFR  Phase 2/3 COVID-19 Pneumonia and Hyper-inflammation
Pharmaceuticals, (NCT04447469)
Ltd.
Swedish Orphan Emapalumab# Human IgG1 IFN Phase 2/3 Hyper-inflammation and Respiratory Distress in Patients With
Biovitrum gamma SARS-CoV-2 Infection (NCT04324021)
R-Pharm J5C, Olokizumab# Humanized IgG4 IL-6 Phase 2/3 Severe COVID-19 (NCT04380519, NCT04452474 pending)
Cromos Pharma
Hoffmann-La Tocilizumab# Humanized IgG1 IL-6 R Phase 3 Hospitalized Patients With COVID-19 Pneumonia
Roche (NCT04372186, NCT04409262)
Sinocelltech Ltd. SCTAO1 Humanized mAb SARS-CoV  Phase 2/3 Hospitalized Patients With Severe COVID-19 (NCT04644185)
2 sanding
Vir Biotechnol./ VIR-7831/GSK4182136 Human mAb SARS-CoV Phase 2/3 Early Treatment of COVID-19 in Outpatients (NCT04545060)
GlaxoSmithKline -2
Celltrion CT-P59 Human mAb SARS-CoV  Phase 2/3 Mild to Moderate COVID-19 (NCT04602000)
-2
AstraZeneca AZD7442 (AZD8895 Human mAbs SARS-CoV  Phase 3 Pre-exposure Prophylaxis (NCT04625725); Post-exposure
+ AZD1061) -2 Prophylaxis (NCT04625972)

*Data publicly available as of November 21, 2020.

#Product previously approved for a disease other than COVID-19 in at least one country.
Table notes: Table 1 includes only monoclonal antibodies evaluated in commercially sponsored, late-stage clinical studies that are listed on clinicaltrials.gov.
Abbreviations: COVID-19, coronavirus disease 2019; EUA, emergency use authorization; IFN, interferon; IL, interleukin; GM-CSF, granulocyte-macrophage
Kaplon, MABS 2021 colony-stimulating factor; SARS-CoV-2, severe acute respiratory syndrome coronavirus 2.



VIR-7831[GSK]

Bamlanivimab *

Ac monoclonaux

>

, | XAV-19

F [Xenothera]
/ Ac polyclonal

>33

Pre/post

exposition y2/)-3 no

* ATU Cohorte, 22/2/2021

417 114

Jours des premiers symptomes

Seuil déetection A

Sathuraman N et al Jama 2020

Sanders IM et al. JAMA 2020
Chen, NEJM 2020



Prophylaxie pre- et post- exposition,
traitement précoce < 5 jours

Curatif précoce
- Sans 02 Curatif 02
- 25jours
0 0 0

Bamlanivimab

700mg
Bamlanivimab X 0 0 0
+ Etesevimab 700mg/700mg
Casirivimab + X X X 0

Imdevimab 1200mg/1200mg 600mg/600m 600mg/600mg
g



Casirivimab/Imdevimab dans RECOVERY

Figure 2: Effect of allocation to REGEN-COV on 28-day mortality in: a) seronegative vs
seropositive participants; and b) all participants

a) Seronegative vs seropositive b) All participants . N
35 35 - * Inclusion de 09/20 a 05/21
30 -mmm_m Usualcare 30 - e Patients sous 02, 9 jours depuis
P=0.0010 by log-rank tes] 7 n . 7
25 Y o début des symptdémes (7 si séroneg.)
E.e‘ | ’_'_,_,—'—‘ REGEN-COLL Usual care
%20 a REGEN-COV e ~Reoen-coy "y N .
515 - o * Mortalité globale : 20% a 28js
10 4 10 — Rate ratio, 0.94 (0.86-1.03)
Seropos_{twe P=0.17 by log-rank test , .
5 - o e LR s 5 - * Impact +++ de la présence d’Ac a
0 | \ | 1 0 | | T | baseline: -20% de mortalité
0 7 14 21 28 0 7 14 21 28
Days since randomisation Days since randomisation
No. at risk, Seronegative ey s . )
REGEN-COV 1633 1420 1325 1260 1224 * Mortalité si pas d’Ac et usual care:
Usual Care 1520 1308 173 1088 1059 Mo, at risk L, .
REGEN-COV 4839 4388 4112 3052 3848 30%... 2x pIUS que sli SerOIOgle +1
No. at risk, Seropositive Usual Care 4946 4504 4182 3980 3888
REGEN-COV 2636 2452 2322 2252 2201
Usual Care 2636 2503 2375 2202 2243

O’Brien, NEJM 2021



Plasma convalescent en population générale

100 7

/
30

251
20

15

Mortality (%)

10

—— Convalescent plasma
— Usual care

Rate ratio 1-00 (0-93-1-07); log-rank p=0-95

Number at risk
Convalescent plasma 5795
Usuval care 5763

7 14 21 28
Days since randomisation
5152 4725 4484 4373
5215 4740 4472 4339

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

Figure 2: Effect of allocation to convalescent plasma on 28-day mortality

The RECOVERY Collaborative Group, Lancet, 2021

* Essai plateforme 3 bras:
* SOC
* SOC + plasma
* SOC + mAbs (REGENERON)

* Titre Ac:1/100

* 2unitésdeplasma,1aJOetlall

* Délai 1°" symptomes — randomisation: 9 jours [6 — 12]
* Taux de sérologies SARS-CoV2 + = 62%

17



Plasma convalescent et hémopathies malignes

Figure. Overall Survival Rates Among Recipients vs Nonrecipients of Convalescent Plasma

E Overall comparison Propensity score-matched comparison
1.0 Recipients of convalescent plasma 1.0 -_.E:'_‘__‘L_H—vaalescem plasma
Z 08 Z o084 LLL'——|_F_L
= = ..
= Nonrecipients of convalescent plasma = Nonrecipients of convalescent plasma
S 0.6 g 0.6
[=N - [=8 .
g E
E 0.4+ E 0.4
= -
T T
£ 024 £ 0.24
o o
Log-rank test P <.001 Stratified log-rank test P =.004
0 T T 1 0 T T 1
0 10 20 30 0 10 20 30
Time, d Time, d
No. at risk No. atrisk
Nonrecipients of Nonrecipients of
convalescent plasma 823 702 613 507 convalescent plasma 143 128 109 79
Recipients of Recipients of
convalescent plasma 143 137 129 108 convalescent plasma 143 137 129 108

Convalescent Plasma and Improved Survival in Patients with Hematologic Malignancies

Thomson, JAMA Oncol 2021 and COVID-19
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Les immunomodulateurs



Quand utiliser les immunomodulateurs?

Stage | Stage ll Stage Il
(Early Infection) (Pulmonary Phase) (Hyperinflammation Phase)

Severity of lliness

: Time course :
Mild constitutional symptoms I ! ARDS
Clinical : c'F I 1
Symptoms ] 1
I 1
I 1
] Abnormal chest Imaging 1
Clinical Signs proth v time, I Transaminitis 1
2 and LDH (mid) 1 Low-normal procalcitonin 1
I 1
Potentiol [ Remdesivir, chloroquine, hydroxychloroquine, convalescent plasma transfusions J
Therapies [ ] [ Corticosteroids, human immunoglobulin, 1
v IL-6 inh IL-2 inhibitors, JAK inhibitors )

Adapted from: Siddiqi. J Heart Lung Transplant. 2020



All participants
RR:0,83[0,74 - 0,92]

Non invasive 02
RR:0,80[0,70 — 0,92]

‘ 20% mortality

Hornby, New Engl J Med 2020

Dexamethasone

Mortaiity, %

Number at risk:
Dexamethasene
Usual care

Mortality, %

Number at risk:

Dexamethasone 1

Usual care

a) All participants (n=6425)

b) No oxygen received (n=1535)

503 RR 0.83 (85% CI 0.74-0.92) 0.1 RR 1.22 (85% C1 0.93-1.61)

p<0.001 p=0.14
40 40
30 ® 30

Usual care >
5
20 4 L g 20 4 Dexametnasone
Dexamethasone e
T £t
10 10 e Usual care
0 T T T 1 0 T T T 1
0 T 14 21 28 0 7 14 21 28
Days since randomization Days since randomzation
2104 1860 1670 1505 1547 501 463 420 304 283
4321 3700 3320 3154 3053 1034 269 820 856 832
c) Oxygen only (n=3883) d) Invasive mechanical ventilation (n=1007)
50 50 4
RR 0.80 (85% CI 0.70-0.92) RR 0.65 (95% CI 0.51-0.82)
=0.002 .001

S P Usual care

40

Mortality, %

Days since randomization
1107 1004 an 240
2162 1965 1880 1832

324

683

Days since randomzation
200 248 230 224
560 474 418 a8

No 02
RR:1,22[0,93 - 1,61]

Intubation — High Flow
RR:0,65[0,51 — 0,82]

‘ 35% mortality



DXM: méta-analyse

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,
identifier administration Steroids No steroids (95% Cl) steroids : steroids %
NCT04325061  High: 20 ma/d intravenously 2/7 2/12 2.00 (0.21-18.69) > 0.92
CoDEX NCT04327401  High: 20 ma/d intravenously 69/128 76/128 0.80 (0.49-1.31) ——— 18.69
RECOVERY NCT04381936 Low: 6 mg/d orally or intravenously  95/324 283/683 0.59 (0.44-0.78) i 57.00
hasaunfixad offect 166/459 361/823 0.64 (0.50-0.82) 76.60
APE COVID NCT02517489 Low: 200 mg/d intravenously 11/75 20/73 0.46(0.20-1.04) ——®&—— 6.80
COVID STEROID NCT04348305 Low: 200 mg/d intravenously 6/15 2/14 4.00 (0.65-24.66) »  1.39
REMAP-CAP NCT02735707 Low: 50 mg every 6 hintravenously 26/105 29/92 0.71(0.38-1.33) —— 11.75
baroup fixed affect 43/195 51/179 0.69(0.43-1.12) @ 19.94
BroIUS-SAR NCT04244591 High: 40 mg every 12 hintravenously 13/24 13/23 0.91 (0.29-2.87) = 3.46
Overall (fixed effect) 222/678 425/1025 0.66(0.53-0.82) <¢> 100.0
P =31 for heterogeneity; 12 =15.6% |
Overall (random effects?) 222/678 425/1025 0.70(0.48-1.01) <I>
T T T T T T T —
0.2 1 4

QOdds ratio (95% Cl)

* SOC depuis juillet 2020
* Diminution de la mortalité, encore élevée dans certains groupes (mortalité différentielle)
* Risque de complications infectieuses

The WHO Rapid Evidence Appraisal for COVID-19 Therapies (REACT)Working Group JAMA Published online September 2, 2020



Anti-l116: les nouveaux venus

* Meéta-analyse commissionnées par
I’'OMS

» 27 essais, 10 930 patients dont 2565
sont décédés a J28

* Groupe de comparaison: SOC ou
placebo

Plus grand effet de TOCI
quand associé a DXM

WHO REACT IL-6 antagonists PMA In press

Cutcome and Corticosteroid Control Anti=IL& Qdds Ratio
Treatment use events/total events/total (95% CI)
28-day mortality
All Anti-IL6 No (I'=0%6) 293/1280 537/2357 -L 1.09 (0.91, 1.30)
Yes (I=0%) 838/2848 827/3468 . 0.78 (0.69, 0.88)
,
Tacilizumab No (I*=0%) 211/898 254/1192 - 1.06 (0.85, 1.33)
Yes (I=0%) 793/2585 693/2815 . 0.77 (0.68, 0,87)
N
Sarilumab Mo (1I°=0%4) 83/384 283/1134 - 1.18 (0.88, 1.58)
Yes (I=0%) 48/281 124/607 —l'— 0,92 (0.61, 1.38)
[ Progression to IMV, ECMO or death at zs-daysl
All Anti-ILE No (I=0%) 308/1004 399/1541 -J- 0.96 (0.79, 1.17)
Yes (I=0%) £93/2496 822/2586 . 0.71 (0.63, 0.80)
Tocilizumab No (I=0%) 2501791 266/1016 - 0.95 (0.76, 1.20)
Yes (1=0%) 859/2283 729/2518 . 0,69 (0.61, 0.78)
Sarillumakb No (I*=0%) 59/214 126/498 0.98 (0.67, 1.44)
Yes (I=0%) 38/227 751423 1.08 (0.67, 1.75)




Anti-ll1: le retour ?

* Meta-analyse de 15 essais et
cohortes prospectives

* 757 patients sous ANA, 1685
dans les groupes controles

» Signal de safety (mais non
significatif) sur le risque
thrombo-embolique et
I’élévation des transas)

Somagutta, Infect Chemother 2021

28-day mortality

Anakinra Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bozzietal, 2020 9 65 19 85 29.6% 0.30[0.12,0.75] —
Cauchois 2020 0 12 1 10 2.6% 0.25[0.01,6.94] ¢
Cavallietal., 2020 3 36 7 16 14.8% 0.12[0.03 0.85] —
CORIMUNO-19 Group, 2021 13 59 13 55 17.5% 09110038 219 .
Huet etal., 2020 7 52 22 44 34.4% 0.16[0.06,0.42] —
Mavarro-Millan, 2020 1 " 1] 3 1.1% 1.00[0.03, 3062
Total (95% Cl) [ 235 183 100.0% 0.34 [0.21, 0.54] <> ]
Total events 33 B
Heterogeneity: Chi®= 9.60, df= 5 (P= 0.04); F= 48% =l] 0 IJ=1 150 1DEI=

Test for overall effect: Z= 4.50 (P = 0.00001)

Need for mechanical ventilation

Favours [Anakinra] Favours [control]

Anakinra Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bozietal, 2020 18 B5 21 55 18.7% 0.62[0.29,1.34] T
Cauchois 2020 2 12 4 10 4.1% 0.30[0.04, 2.18] -
Cavalli etal., 2020 7 36 1 16 1.3% 3.62[0.41,3227] —
CORIMUNO-18 Group, 2021 20 59 19 55 14.8% 0.97 [0.45,2.11) .
Huet et al., 2020 3] 52 18 44 19.6% 0.19[0.07,0.53) e —
Narain etal, 2020 20 505 69 1,505 37.8% 0.86[0.52,1.43]
Navarro-Millan, 2020 4 11 3 3 37% 0.09 [0.00, 2.07]
Total (95% CI) [ 740 1,688 100.0%  0.68 [0.49, 0.95] . 2 ]
Total events 77 e

Y . - - R = 1 il ]
Heterogeneity: Chi®=12.04, df=6 (P= 0.06), F=50% o 0 10 100

Testfor overall effect: £= 2.26 (P=0.02)

Favours [Anakinra] Favours [control]



Anti-JAK: trop tot pour savoir

Leukemia
https://doi.org/10.1038/541375-021-01266-6

ntents lists available at ScienceDirect

ARTICLE
Clinical Epidemiology and Global Health r’j
g . Immunotherapy e
ELSEVIER journal homepage: www.elsevier.com/locate/cegh
JAK-inhibitors for coronavirus disease-2019 (COVID-19):
Original article m) a meta-ana| sis
The use of Janus Kinase inhibitors in hospitalized patients with COVID-19:  |%&& y
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Molécules évaluées: Baricitinib, ruxolitinib

Essais avec trop peu de puissance, principalement études de cohorte prospectives
Un essai avec assez de puissance, mais baricitinib + remdesivir

Tendance vers un effet significatif du baricitinib (pas du ruxolitinib) sur la mortalité
Besoin de confirmation dans de gros essais (BARI-SOLIDACT dans EU-SOLIDACT,
plateforme pan-européenne d’essais adaptatifs en réponse aux pandémies)



Tofacitinib: le « new kid on the block »?

e 289 patients randomisés versus
placebo + SOC au Brésil

» Déces ou détresse respiratoire aigue:

* OR=0,63[0,41-0,97]

* Pas de signal de safety

Guimaraes, NEJM 2021
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Risk Ratio (95% CI)
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Tofacitinib Better  Placebo Better

0.63 (0.41-0.97)

0.66 (0.34-1.30)
0.36 (0.13-0.96)

0.81 (0.37-1.78)
0.41 (0.18-0.93)

0.46 (0.25-0.85)
1.08 (0.28-4.13)

0.71 (0.20-2.55)
0.50 (0.27-0.93)

0.55 (0.21-1.44)
0.86 (0.35-2.07)
0.27 (0.08-0.92)
0.67 (0.35-1.27)
0.28 (0.08-0.96)




Anti-GM-CSF: une voie a explorer

* Essai OSCAR: évaluation de l'otilimab dans le traitement des formes graves de Covid19

Otilimab (N=395) Placebo (N=398)  Adjusted Mean Difference

0, 0, 0, 0,
Favours Placebo Favours Otilimab 90 mg n1/n2 (%) n1in2 (%) % (95% Cl)
Primary Endpoint l _
L_overa i 277/389 (71)  262/393 (67) 5.3 (-0.8, 11.4) |
]
Age Group !
<60 years —a— 141171 (82) 148/179 (83) 0.2(-7.7,8.1)
60-<70 vears — 79/131 (60) 72/123 (59) 3.0(-8.7, 14.8)
L 270 years ; . 1 57/87 (66) 4291 (46) 19.1 (5.2, 33.1) ]

Patel, MedRxiv 2021



En conclusion

Aucun antiviral en dehors des mAbs n’a montré d’efficacité en phase précoce
La place des mAbs dans l'arsenal thérapeutique doit étre affiné

« Timing matters » pour les immunomodulateurs: pas trop t6t ni trop tard

Tocilizumab : confirmation de I'effet significatif sur la mortalité, surtout si associé a
la DXM = TOCI + CTC = nouveau SOC chez les patients covid19 O2-dépendants ?

Nombreuses molécules encore en cours d’évaluation
Prochain standard de traitement: un antiviral + un immunomodulateur ?

COVID19: avenement de la médecine personnalisée

Mevci




