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YNEP-OAEITMONH 2THN COVID-19
Zhou F, et al. Lancet 2020; 395: 1054.
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YMNEP-OAEIMONH ZTHN COVID-19: NAI MEN AAAA...
Leisman DE, et al. Lancet Respir Med 2020; 8: 1233.
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AIATAPAXH MNMPO-/ANTI-OAEMTMONQAOYZ IZOPPOIIAZ
Blot M, et al. J Transl Med 2020; 18: 457.
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Frequency among all cells

COVID-19: AIAMEPIZMATOINOIHZH THZ ®AEMONHZz
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Melms JC, et al. Nature 2021; 595: 114.
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COVID-19: H NMOPEIA NMPOZ TH 2OBAPH NOzO
Yang L, et al. Signal Transduct Target Ther 2021; 6: 255.
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H «MEZOYPA» TQN KAINIKQN MEAETQN 2THN COVID-19

WHO Working Group on the Clinical Characterisation and Management of
COVID-19 infection. Lancet Infect Dis 2020; 20: e192.

Patient State Descriptor Score
Uninfected Uninfected; no viral RNA detected 0
Ambulatory mild disease Asymptomatic; viral RNA detected |
Symptomatic; independent 2
Symptomatic; assistance needed 3
Hospitalised: moderate disease | Hospitalised; no oxygen therapy* 4
Hospitalised; oxygen by mask or nasal prongs 5
Hospitalised: severe diseases Hospitalised; oxygen by NIV or high flow 6
Intubation and mechanical ventilation, pO,/FiO, =150 or Sp0O,/FiO, 2200 7
Mechanical ventilation pO,/FIO, <150 (SpO,/FiO, <200) or vasopressors 8
Mechanical ventilation pO,/FiO, <150 and vasopressors, dialysis, or ECMO 9




OEPAMNEYTIKO2Z AATOPIOMO2Z ENHAIKQN

MH-NO2HAEYOMENQN A2OENQN ME COVID-19
EAANVIKA ETaipgia Aoipwcewy - EAANVIKN NveupovoAoyikn Etaipeia (01/05/2022)

ENA ano

Metapodoyxevon R o€ Alota
Kuotkn lvwon

Kapkivog umo Bepaneia
AlpatoAoyLKr KakonBesLa
AvoooaveTmAapKeLQ

HAwkia =75

AYO 1 nepLoooTEPO OTLO

HAlkia > 65

BMI > 35

ZA uno Bepaneia

XNA

Xpovia nrmatiky vooog
Xpovia kapdlayyeLakn vooog
Mvevpovikn tvwon

XA uTto oéuyovo
Oalacoaluio/dpemavokutta
PLKN

2oBapotnta Nooou | Oepamevtikin mapEpfaon

‘Hrua mpog petpla * Aev xopnyeitot el papUAKEUTIKA aywyn.
VOOOC * [apakoAovBOnon Bepuokpaociog kal KOPECUOU
Xwplc mopayovtec 0&UYOVOU HE OEUUETPO TOUAAXLOTOV OLC NUEPNOLWC.
KlvdUvou e KaAn evubdatwon, AqPn aviutupeTIKwy Kol
KALVOOTOTLOUOC LEXPL TNV UTIOXWPNON TOU TIUPETOU.
}'Hma TPOC HETPLA Ta mapamavw +
VOGOOC MNpwiwun Beparmeia yia amoduyn npoodou cs coPfapn vooo
Me mapdyovteg 1. NippatpeABipn / PrrovaBipn po (Eykpion EMA)
Klvbuvou 2. PepdeoBipn IV ywa 3 nuépec (Eykpion EMA)

3. MoAvounipaBipn po (Exkkpepel €ykplon EMA)

*AvTIBLOTIKO ETTI KALVIKWV, OTTELKOVIOTIKWV N Epyaotnplakwy evoeiéewv
oUAAoiuwénc ue Baktnplakn nvevuovia, cou@wva UE TL¢ 0dnyiec tn¢ EAAnvikng

Etaipeiac Notuwéewv yLla tnv nveuuovia tne KovotnTag



Nirmatrelvir/Ritonavir (Paxlovid): EPIC-HR TRIAL
Hammond J, et al. N Engl J Med 2022; 386: 1397.

| o + m-
* phase 2-3 double-blind RCT Nirmatrelvir 300 mg Ritonavir 100 mg FRERTMEN]
e symptomatic, unvaccinated, non-hospitalized
« at high risk for progression to severe COVID-19 ® + Every 12 hours for 5 days
(diabetes mellitus included) Muichiog Twosso beghning <3 dlay ater

Treated =3 Days after Onset of Symptoms through Day 28
(meodified intention-to-treat population)

:
Mirmatrelvir Placebo g
Group Group z 2
N =697 M =682 s ==
Total number of patients with event 5 44 -
Covid-19-related hospitalization 5 44
Death from any cause 0 9
Estimated percentage with event (953 CI) 0.72 (0.30-1.73)  6.53 (4.90-8.68)  No. at Risk
Difference +5SE from placebo — -5.81+1.01 FF:::::IJTD
percentage points Mean (+5E) Change from
: : : Baseline vs. Placebo
Relative risk reduction 88.9% P Value

symptom onset

Days
529 508 502
525 507 475
055 D& -0.44
£0.11 +0.10 £0.10
<0.00]1 <0.001 <0.001

I o 1 ' 0
Base-1 2 3 4 5 6 7 B 9 1011 12 13 14

507
300

.16
+0.08
<(.045



Paxlovid: TIPO2OXH 2TIZ AAAHAENIAPAZEIZ

* Avtaywviotnc twv aAdal-adpevepylkwyv umodoxewv: akdouloaoivn
Ne@pikl SuoAsiToupyia * AvaAyntikd: meBidivn, ripofikaun, mpomnoudaivn
+  Xwpig TpocappoyA o eGFR = 60 mL/min | ° ivuorneavxgxo: powoxlozzwnB "
. 150/100 ma) k&8s 12 Wwosc via 5 nuépec | ° AVIKAPKWIKA: vEpaTwipmn, PevetokAagn
é\f eGER 30 9)60 mL/min PES Y MHEPES | AvtioppuBuka: aptwdapovn, Bempldidn, dpovedapovn, evkaividn,

, mi dAekaividn, mpomnadavovn, kwidivn
* Avrevoeikvutal oe eGFR < 30 mL/min kai |, AVTIBLOTIKA: BOUGLELKS 050, PLbALLTTLKIVN

aijokabapaon e AvtonacpwSikd: kapBapalemnivn, dawoBapBLtdAn, pawutoivn
e Katd tng oupkng apBpitidac: koAxikivn
Hiratikil OUGAEITOUPYIO e AVTUOTOMWILIKA: aotep{OAn, Tepdevadivn
AvTeVOEIKVUTAI O€ ooBapr NTTATIKA * Avtipuxwowkad/vevpoAnmrika: Aovpactdovn, ripolidn, kAolarivn,
duoAeitoupyia Child-Pugh C kougTLarivn

* [apaywya epuciPwdouc 0Aupag: Swwdpoepyotapivn, epyovofivn,
gpyotapivn, peBuiepyovofivn

* MNapAdyovieg KIVNTLKOTNTOG TOU YOOTPEVIEPLKOU: oLoampiodn

* Avtllutdika: AoBaotativn, olpupactativn, Aoptanidn

* Avaotoleic tng PDE-5: aBavadiin, olvtevadiln, Bapvtevadiin

- * Hpeulotkad/vnvwtika: kKAopalenatn, Stalemapn, e0To{OAAUN,

phiets dAovpalemnapn, LdaloAdpun amd ocTOUATOC Kol TPLO{OAAN

30 fim-coated tablers
28 M-OTI2TIE) Dabtes ot 10 i —

T e &

"!-gq
5

—_— Paxlovid, INN-PF-07321332 + ritonavir [NepiAnyn XapaKTNPIOTIKWY TTPOIOVTOG



Molnupiravir (Lagevrio). MOVe-OUT TRIAL
Jayk Bernal A, et al. N Engl J Med 2022; 386: 5009.

phase 3 double-blind RCT
symptomatic, unvaccinated, non-hospitalized
mild-to-moderate,with at least one risk factor for severe COVID-19 (diabetes mellitus included almost

15%)

within 5 days after the onset of signs or symptoms
800mg molnupiravir twice daily for 5 days vs placebo

Subgroup Molnupiravir Placebo Absolute Risk Reduction (95% ClI)
Hmpihli:aﬁnn fnr w 'EHI.IEH or mth no. of events/no. of participants percentage points
. Sex |
All Participants (through Day 29) Female 16/379 27/344 —— 3.6 (-7.410-0.2)
. ) e o Male 32/330 41/355 —a—— 1.9 (-6.5 t0 2.8)
- Ditterence, -1.0 percentage points (93% Cl, -5.9t0 -0.1) Days since onset of symptoms
<3 25/339 28/335 —r— 1.0 (-5.2 t0 3.2)
u >3 23/370 40/364 —a—! 4.8 (-9.0 to -0.7)
E 154 Baseline Covid-19 severity :
2 N Mild 19/395 27/376 . 2.4 (-5.9 to 1.0)
a 9.7% Moderate 29/311 40/321 —— 3.1 (-8.1t0 1.8)
I'E Baseline SARS-CoV-2 nucleocapsid antibody status ;
B 101 Positive 5/136 2/146 - 2.3 ((L7t07.1)
A Negative 39/541 64/520 —— 5.1 (-8.8 to -1.6)
= Risk factors for severe Covid-19 :
ﬁ 31 >60 yr of age 12/118 16/127 —— -2.4 (-10.6 to 5.8)
a Obese 29/535 46/507 —— 3.7 (-6.9 to -0.5)
17107 17/117 — 1.4 (-8.2to 11.1)
0 Serious heart condition 8/86 9/78 ' = : i -2.2 (-12.4t0 7.5)

Molnupiravir Placebo



Remdesivir (Veklury) I'lA MPOAHWYH EZEAI=ZHZ

2E 20BAPH NO2O: PINETREE TRIAL
Gottlieb RL, et al. N Engl J Med 2022; 386: 305.

* double-blind RCT
« symptomatic, non-hospitalized
» at least one risk factor for severe COVID-19 ‘ |

(diabetes mellitus included almost 61.5%) ?;‘a‘;‘;‘;i;‘;m;';&?:‘n‘;‘:,?mnm

21 risk factor for disease progression

within 7 days after the onset of symptoms Covid-related hospitalization
200mg remdesivir on day 1 and 100mg on or death from any cause (2 patlents) (15 patlents)
days 2-3 vs placebo by day 28 HR, 0.13; 95% CI, 0.03-0.59 (P=0.008)

. . Remdesivir resulted in an 87% lower risk of Covid-related hospitalizations
Subgroup Remdesivir Placebo Hazard Ratio (95% Cl)
or death than placebo and had an acceptable safety profile.

no. /total no. of patients (%)

Residence in the United States 2/264 (0.8)  12/267 (4.5) FH—o—m— ! 0.17 (0.04-0.76)
Age =60 yr 1/83 (1.2) 9/87 (10.3) e B 0.11 (0.01-0.86)
Male sex 1/148 (0.7)  9/145 (6.2) e I 0.11 (0.01-0.84)
2/173 (1.2)  14/173 (8.1) F——m : 0.14 (0.03-0.63)

Obesity 1/154 (0.6)  9/156 (5.8) e | 0.11 (0.01-0.88)
Hypertension 2/138 (1.4)  10/130 (7.7) FH—o—m""— 1 0.17 (0.04-0.76)
Ethnic group i

Not Hispanic or Latinx 2/146 (1.4) 8/158 (5.1) | ® g { 0.26 (0.06-1.22)

Hispanic or Latinx 0/123 6/112 (5.4) E =
Chronic lung disease 0/67 4/68 (5.9) i — 4 r
Cardiovascular or cerebrovascular disease 0/20 2/24 (8.3) : = NE(plen 6U0A£ITOU pvlq
Current cancer 0/12 2/18 (11.1) i — s .

T e e PR AvtevdeikvuTtal o eGFR < 30 mL/min kai
00 02 04 06 08 10 12 14
Remdesivir Better Placebo Better al “ OKaeapcn




OEPAIMNEYTIKOZ AATOPIOMOZ ENHAIKQN

NO2ZHAEYOMENQN A2OENQN ME COVID-19
EAANVIKA ETaipeia Aoipwcewy - EAANVIKN NveupovoAoyikn ETaipeia (14/02/2022)

2oBapotnta Nooou OepanevTikn MapEpPoaon

Ae xpnleL o€uyovou * Xwpic mapayovtec Kivduvou Sev xopnyeitat 0K GAPUAKEVTLKN OywyN
* Me napayovtec kivduvou, pepdeciBipn (tpltipepo oxnUa)

JUUITANPWHATLKO 0ELUYOVO * PeudeoBipn V.
XWPLC CUUTTTWHATO KoL oNUEld *  Ye a.oBeveic pe auEAVOUEVEC OVAYKEC OE CUMTTANPWHATLKO 0EUYOVO
oofapnc vooou eruuntAgov de€apeOalovn V.

* AvsuPAR 2 6 ng/ml mpootiBetal anakinra
YynAr} mapoxr} oEuyovou * PepdeoBipn kat detapebalovn IV.
(high-flow) N un pnxavikA e Je un BeAtovpevoug aoBeveic e avénuevoucg Seikteg GAEYUOVG
UTTOOTAPLEN TNG AVOTTVONG * mpootiBetal baricitinib rj tocilizumab

Av suPAR > 6 ng/ml npootiBetat anakinra
* Mpnvng Beon

n/kaL onueia cofapng vooou

*AvTIBLOTIKO ETTL KALVIKWV, QITELKOVIOTIKWYV N Epyactnplakwyv evoeiéewv ouldoiuwénc ue BaktnpLakn
tvevuovia, cuupwva UE Ti¢c odnyiec tn¢ EAAnviknc Etaipeiac Nowuwéewyv yLa tnv mveuuovia tn¢ Kovotntoc
*>e 0Aou¢c HXMB o€ npo@uAaktikny doon



REMDESIVIR: METPIQZ IKANONOIHTIKA A[TOTEAEZMATA

Hubei, China ACTT-1 DisCoveRy
b} . . .
Baseline: 27% IMV Baseline: 18% IMV
10 — A Overall
09— Remdesivir : gl
o.g-J — Control 1.00 ~
% 08 Hazardratio1:23 (95% C1 0-87-175); N i
g 07 log-rank p=0-24 9 4754 Remdesivir . 17
c s 3
a 054 ~ é 2] :
E 0-4- e 0.50- Placebo 32
¢ 0 _
§ 03 §
D —
E 02- £ 025 Z 1
o i 16
0 T T T T T T 1 = | 18
0 4 8 12 16 20 24 28 o‘m J ] | | ] 1 I | ] 1 | | 1 1
Nistlser atitek Time since start of StUdy (days) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 -
(number censored) Days i
Remdesivir 158 155 147 123 101 82 63 25 | No. at Risk 2

© (@ (0 (@) (0 (1) (0) (26" Remdesivir 541 513 447 366 309 264 234 214 194 180 166 148 143 131 84
Control 78 78 75 64 52 46 38 17 | Placebo 521 511 463 408 360 326 301 272 249 234 220 200 186 169 105

@ © ©@ @©@ (© (@© () @69

Wang Y, et al. Lancet 2020;395:1569. Beigel JH, et al. N Engl J Med 2020;383:1813, Ader F,et al. Lancet Infect Dis 2022;22:209.




SOLIDARITY TRIAL

WHO Solidarity Trial Consortium. N Engl J Med 2021; 384: 497.

] ] ] A Remdesivir vs. Its Control
405 sites in 30 countries 100~ 15 Coneel
. ontro
Baseline: 9% IMV 50
80 10- Remdesivir
Eg- ?D_
=
8 60- .
=]
= 50+
8
" 404
E‘- ﬂ I I ] 1
“No drug definitely reduced T 304 0 O
- . = R io, 0.95 (95% Cl, 0.81-1.11
mortality, overall or in any 204 520 0 b loarank test )
subgroup, or reduced 10
initiation of ventilation or ol | |
hospitalization duration.” 0 7 1 21 28
Days since Randomization
Denominator
Remdesivir 2743 2159 2029 1918 1838
Control 2708 2138 2004 1908 1833
No. Who Died
Remdesivir 129 50 48 18 16
Control 126 93 43 27 14




REMDESIVIR: A Living Systematic Review and Meta-analysis for the

American College of Physicians Practice Points
Kaka AS, et al. Ann Intern Med 2021; 174 663.

Control Remdesivir Control
tudy, Year (Reference) Events, n Total, n Events,n Total, n RR RR (95% CI)
o supplemental oxygen at baseline
Igel et al [ACTT-1], 2020 (5) Placebo 3 75 3 63 =+ 0.84 (0.18-4.02
pinner et al [SIMPLE-2], 2020 (12) Usual care 2 193 4 200 + 0.52 (0.10-2.80
an et al [Solidarity], 2020 (4) Usual care 1" 661 13 664 —a— 0.85(0.38-1.8
ed-effects model 16 929 20 927 —— 0.78 (0.41-1.50

eterogenelty: 17 =0%

upplemental oxygen and not ventilated at baseline
elgel et al [ACTT-1], 2020 (5) Placebo 5 232 25 203 — 0.32 (0.15-0.
ang et al, 2020 (13) Placebo 11 120 7 68 + 0.83(0.34-2.04

an et al [Solidarity], 2020 (4) Usual care 192 1828 219 1811 —H 0.87 (0.72-1.04
ed-effects model 212 2189 251 2082 -> 0.81 (0.68-0.
eterogenelty: 17 =71%
Ventilated or ECOM O at baseline
|Belgel et al [ACTT-1], 2020 (5): high-flow Placebo 19 95 20 ag —&— 0.98 (0.56-1.72)
oxygen or noninvasive ventilation
[Belgel et al [ACTT-1], 2020 (5): ventilation Placebo 28 131 29 154 —H— 1.14 (0.71-1.81
Wang et al, 2020 (13) Placebo 11 20 3 10 t 1.26(0.44-3.63
an et al [Solidarity], 2020 (4) Usual care a3 254 71 233 o 1.27 (0.99-1.62
ed-effects model 156 500 123 495 > 1.19(0.98-1.4
eterogenelty: 17=0% I l I ,
0.1 05 1 2 10
Favors Remdesivir Favors Control




REMDESIVIR: 54 10 MEPEZ KANOYN TH AIA®OPA?

GS-US-540-5773
55 sites worldwide
Baseline: 3% IMV

8 82

Oxygen Support at Day 14
(% of patients)

8 11
14 8 7

79 7

15 23
6

5-Day  10-Day 5-Day  10-Day 5-Day  10-Day
group  group group  group group  group
(N=25) (N=41)  (N=40) (N=35)  (N=68) (N=62)
Invasive Mechanical  High-Flow Oxygen Low-Flow Oxygen
Ventilation

5-Day  10-Day

group  group
(N=37)  (N=22)

Ambient Air

Oxygen Support at Day 5

Discharge
Ambient air
Low-flow
oxygen

B High-flow
oxygen

B Invasive

mechanical
ventilation

B Death

Goldman JD, et al. N Engl J Med 2020; 383: 1827.

Patients with clinical status, %

204

L

GS-US-540-5774

105 sites US, Asia, Europe

Baseline: 1% IMV

Day11 Day 14 Day 28

-_—

= =

'8

I

10-Day  5-Day  Standard 10-Day  5-Day  Standard 10-Day  5-Day  Standard
remdesivir remdesivie  care remdesivie remdesivir  care remdesivir remdesivir  care
(n=193) (n=191} (n=200) (n=193) (n=191) (n=200} (n=193) (n=191) (n=200)

Treatment group

Clinical status
[ bischarged

[ Hospitalized, not requiring supplemental
oxygen or ongoing medical care (other than
per-pratacol remdesivir administration)

D Haspitalized, nat requiring supplemental
axygen; requinng ongoing medical care
{COVID-19-related or otherwise]

[ Hospitalized, requiring low-flow
supplemental oxygen

[T Hospitalized, requiring nominvasive
ventilation or high-flow sxygen

D Hospitalized, requiring invasive mechanical
ventilation or ECMO

I oeith

Spinner CD, et al. JAMA 2020; 324: 1048.




AE=AMEO®GAZONH: H AAAAT'H ZTHN KAGIEPQMENH MNMPAKTIKH
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%

Unsuitable for
randomization=1707
(DM 46%) 4 reports of a SAE
deemed related:
hyperglycemia (2),
gastrointestinal

Respiratory Support hemorrhage (1),
at Randomization Dexamethasone Usual Care Rate Ratio (95% ClI) psychosis (1).
no. of events/total no. (%)
Invasive mechanical 95/324 (29.3) 283/683 (41.4) o 0.64 (0.51-0.81)
ventilation
Oxygen only 298/1279 (23.3)  682/2604 (26.2) —— 0.82 (0.72-0.94)
No oxygen received 89/501 (17.8) 145/1034 (14.0) & 1:19(0.92-1:55)
All Patients 482/2104 (22.9) 1110/4321 (25.7) & o 0.83 (0.75-0.93)
P<0.001
Chi-square trend across three categories: 11.6 | | | |
0.50 0.75 1.00 1.50 2.00
- -
Dexamethasone Usual Care
Better Better




KOPTIKOZTEPOEIAH KAl ONHTOTHTA 28 HMEPQN

META-ANAAYZH WHO REACT
Sterne JAC, et al. JAMA 2020; 324: 1330.

MNo. of deaths/total

ClinicalTrials.gov Initial dose and No. of patients Odds ratio
Drug and trial identifier administration Steroids Mo steroids (95% CI)
Dexamethasone
DEXA-COVID 19 NCT04325061 High: 20 mg/d intravenously 2/7 2/12 2.00(0.21-18.69)
CoDEX NCT04327401 High: 20 mg/d intravenously 69/128 767128 0.80(0.49-1.31)
RECOVERY NCT04381936 Low: & mg/d orally or intravenously 95/324 283/683 0.59 (0.44-0.78)
Subgroup fixed effect 166/459 361/823 0.64 (0.50-0.82)
Hydrocortisone
CAPE COVID NCT02517489 Low: 200 mag/d intravenously 11/75 20/73 0.46 (0.20-1.04)
COVID STEROID NCT0D4348305 Low: 200 mg/d intravenously 6/15 2/14 4.00 (0.65-24.66)
REMAP-CAP NCT02735707 Low: 50 mg every 6 h intravenously 26/105 29/92 0.71(0.38-1.33)
Subgroup fixed effect 437195 51/179 0.69(0.43-1.12)
Methylprednisolone
Steroids-SARI NCT04244591 High: 40 mg every 12 h intravenously 13/24 13/23 0.91 (0.29-2.87)
Overall (fixed effect) 222/678 425/1025 0.66(0.53-0.82)
P =_31 for heterogeneity; I12=15.6%
Overall (random effects?) 222/678 425/1025 0.70(0.48-1.01)

0.2

Favors
steroids

Favors no
steroids

H

Odds ratio (95% CI)

Weight,
%

0.92

18.69
57.00
76.60

6.80
1.39
11.75
19.94

3.46
100.0




ME NMAPAINTANQ AEZEAMEOAZONH KAAYTEPA?
COVID STEROID 2 Trial Group. JAMA 2021; 326: 1807.

Time to death curves censored at 90 d

50+
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6 mg of dexamethasone

Dexamethasone  Dexamethasone

12 mg of dexamethasone

Hazard ratio, 0.83 (99% Cl, 0.63-1.10); P=.09

No. at risk

10 20 30 40 50 60
Time since randomization, d

12 mg of dexamethasone

497

430 384 357 344 342 337

6 mg of dexamethasone

485

416 365 322 314 305 301

12 mg 6mg
(N=487) (N=485)
SARs registered in addition to those in the SAR-
outcome, no. (%)
Sepsis 2 (0.4%) 5 (1.0%)
Bacteraemia 4 (0.8%) 1(0.2%)
Pneumonia 6 (1.2%) 7 (1.4%)
C. difficile 0(0.0%) 1(0.2%)
Other 3(0.6%) 3(0.6%)
Total® 14 (2.8%) 17 (3.5%)
SAEs, no. (%)
Thromboembolic events 4 (0.8%) 10 (2.1%)
Bleeding 7(1.4%) 7 (1.4%)
Acute kidney injury reported or new use of RRT 41 (8.2%) 52 (10.7%)
Pulmonary complications, including pneumathorax 3 (0.6%) 3(0.6%)
: : : Circulatory failure, including cardiac arrest 9(1.8%) 9 (1.9%)
70 80 90  Other 7(1.4%) 3 (0.6%)
Total® 70 (14.1%) 85 (17.5%)
Patients with one or more SARs or SAEs, no. (%) 102 (20.5%) 123 (25.4%)
334 333 333
300 299 298



TIANAMENETAI ZE ZXEZH ME TA KOPTIKOEIAH?

ONGOING TRIAL TREATMENT UNDER EVALUATION

RECOVERY, NCT04381936 Dexamethasone 20 mg x1 for 5 days
followed by 10 mg x1 for 5 days

HIGHLOWDEXA, NCT04726098 >>

REMED, NCT04663555 >>

NCT04780581 High-dose Methylprednisolone
250 mg/ 24h - 3 days

COPreDex, NCT04765371 60 mg per day Prednisolone — 10 days

MEDEAS, NCT04636671 Per-protocol methylprednisolone administration and
tapering

[ NCT04513184 Nasal Dexamethasone
0.12 mg/kg/daily for 3 days, followed by 0.06 mg/kg/daily.



AE=AMEOAZONH: TAEONEKTHMA EMNIBIQZHZ

AIATHPEITAI ZE AZOENEIZ ME 2A
Eng PC, et al. Diabetes Obes Metab 2022; doi: 10.1111/dom.14692.

Death or ICU admission within 30 days

Wariable
Logit coefficient SE OR SE

Wave 1 0.484 0.281 0.616 0.18
Age 0.183** 0.00063 1.018** 0.00662
Weight (kg) 0.00937* 0.00419 0.991* 0.00427
Female 0.335* 0.155 0715 0.114
White 0.194 0.157 1.02 0171
Diabetes 0.289 0.229 0749 0.174
Stroke 0.0506 0.224 0951 0216
Heart disease (IHD +/ CCF) 0.413* 0.178 1511° 0.289
Hypertension 0.0461 0.163 0.955 0.159
Admission eGFR 0.0157* 0.00303 0.984° 00031
FiO (maximum during admissios)— O O7 000927 1.074** 0.0104
Dexamethasone usage—patients without diabetes 0.854* 0.349 tmD' 0.149

examethasone usage—patients with diabetes 0.786" 0.357 0456 0.174
Remdesivir e T— 0201 0.905 0.186
Tociluzimab 0.12 0.453 0.887 0.39
Residual FiO. 0.00951 0.00942

Constant 3.254* 0.723



AE=AMEOGAZONH KAI YIIEPTAYKAIMIA

(Younes YR, et al. Diabet Med 2022; 39: €14716.)

Mo known diabetes

Known diabetes (i — 141) (n = 464)
Total (N = 605) Men Women Men Women
New or worsening hyperglycaemia 155 (26) 74 (80) 20 (60) 30(12) 22 (10)
Acute hyperglhycaemic complications
Ketoacidosis 3(0.5) 3{3.2) (0 {0.0) 0 (0.0 0 {0.0)
Hyperosmolar hyperglycaemic state 200.3) 1{1.1) 1(2.1) 0 (0.0 0 {0.0)
Hyperglvcaemia outcome
Denominator 155 74 29 30 22
Resolved during admission 67 (43) 24.(31) 12(41) 15 (507 16(73)
Unresolved by time of discharpe 47 (30) 27 (36) G (31) 8(27) 3{14)
N/A (patient deceased) 40 (26) 23 (31) 7(24) 7(23) 1{14)
Unknown 1 (0.6) 0 {0.0) 1{2.4) 0 (0.0 0 {0.0)
Additional medication for hyperglycaemia
Oral hypoglycaemic apent 14 (9.0) 6{8.1) 2(6.9) 4(13) 2{9.1)
Insulin 00 (64) 58 (78) 24 (83) 15 (507 2{9.1)
Insulin and oral hvpoglycaemic agent 16 (10} 10414) 3100 1(3.3) 2{9.1)
Cutpatient clinic follow-up
8(5.2) 6({8.1) 1(2.4) 1(3.3)

Patients requiring oulpatient
appointments

0 {0.0) ]




Dapagliflozin yia rpoAnyn €¢€AIENC oe ocoBapn voooO:

H peAétn DARE-19

Kosiborod MN, et al. Lancet Diabetes Endocrinol 2021; 9: 586.

Dapagliflozin Placebo HR (95% Cl)
n'N n/N
Primary composite outcome 70/625 86/625 C-80 (0-58-1.10)
New or worsening organ dysfunction  64/625 80/625 0-30 (0-57-111)
Respiratory decompensation Ld/625 70/625 0-85 (0-60-1-20)
Cardiac decompensation A7/625 La/625 0-31 (0-55-1-19)
Kidney decompensation 241625 35/625 065 (0-38-1.10)
Death from any cause 41/625 L4/625 077 (0-52-1-16)
q]!3 2 !ﬂ
4+ —p
Dapagliflozin better Placebo better



ANAZTOAH IL-6

Tocilizumab

Soluble IL-6 receptor

‘/\

Interleukin-6 (IL-6)

w__l\
(8] .

RoActemlra'

20

«omm«mgmzm volation
fee infusion

Toollzumad

400 mg/20 ml

mmm()
D P n‘

n

l gp1 30

Signal transduction Blocking Signal transduction
1.#““'

; :

5 4¥;r“* ? Inflammatory storm Calm Inflammatory storm

Fu B, Xu X, Wei H. J Transl Med 2020; 18: 164.



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 — 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 179544 14
Rodriguez—Bano 2020 —_—— 0.12(0.02,0.56) 1.59 88/432 21
Biran 2020 - 0.64 (047, 0.87) 7.82 210630 22
Gupta 2020 i 0.71(0.56,092) 822 433/3925 27
Rossi 2020 —— 0.42(0.22, 0.82) 5.23 84168 28
Hill 2020 —— 0.57(0.21,1.52) 3.1 43/88 28
Somers 2020 - 0.55(0.33,090) 636 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 B4/128 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 701161 N
Lewis 2020 - 0.24 (0.18,0.33) 7.85 497994 MR
Tian 2020 - 0.47(0.25,0.90) 5.35 65/195 NA
Marain 2020 - 0.79(0.47,1.32) 6.25 T3/3149 NR
Subtotal (I-squared <76.6%p = 0.000) O 0.52(0.41,0.66) 100.00
Prospective
#Stane 2020 1.52(0.41,5.61) 1227 161/243 28
#Hermine 2020 0.92(0.33, 2.53) 20.25 631130 28
Roumnier 2020 0.68(0.31,1.75) 28.04 49/96 28
Mikulska 2020 0.48(0.23, 0.99) 3943 29/95 30
Subtotal (l-squared = 0.0%, p = 0.448) 0.70(0.44,1.10) 100.00
MNOTE: Weights are from random effects analyss
I I I
01 1 10

MOLFIMAR — CONTROL Mk Hile Pkl Ml
SiElyorSutgreap  Evenis  Tolal Eveats Tolsl ‘Weighi M-, Random, B5% Cl [i-H. REndom. b% Cl
411 Gt bl - il RC T
BACC B B 18 i1 B 1% LEZ 043, 5.49] —
GOVAGTA 1T Mo 120% .0 06, 157 =
EMPACTA I ME 1% L% 1.3 06 2.3 1T
Salstivial | 45% LIl Tl WO 1.0 |7, 1.53] i
Toial meenis 53 il
Hetrogenaly Tar= 000, Ch= 0 40, df= 3 & = 0 7, P= 0%
st for cvmrall afach 2= 0050 [F=081)
1.1.2 Opea label RCTS
G RN NG TOC L o 2™ e 0, 147 ——
RCT-TCZ-COMC-18 Fi 1] 1 B [Li% 210020, 12,55
RECOVERY SO 027 EMOJ0B4 ARE%N 0, 047 |
FEMWAR. BT 143 1M 0T hd% .74 0.5, 083 L
TOCIRRAS 14 (] A 30% L0, 58] e
Eabrintal 5% LN Pl Fi iR B LM, 1.91] '.'
Teal edrite il il
Heempengily Tau"= 002, Chi"= 729, df= 4P = 01 55 F= 49%
Tored i dovmarill et 2o 006 (P 0360
Tl | B5% 1) ¥ ) M 100 000 JOLTR, 107 &
Tofal meemis i) EZG
Hesropenaly Ta'= 001, Chi= 0.0, df= TP o 0230 F= 15% .'I:II]1 ¢i1 ] 11] II:I[Ii

Test foroverll efeckI=1.1%[F=036)

Tosd tor guborgup difeencen. Ciife 100 di=1 P =010 P= 1.0

Fasters [Tocliumab] Favours [coninl

Khan FA, et al. Thorax 2021; 76: 907.
Tleyjeh IM, et al. Clin Microbiol Infect 2021; 27: 1076.




Cumulatree Proposteon of Pasents

=
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Dl e
[N=397]

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

0 days

-10

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

Open label RCT

Tocilizumab group: 400-800mg avaAoywg 2B Sa02 <92% KAI CRP2 75mg/I

A Treatment allocation B [55% 1) pvalue
it Tocilizumab group  Usual care group
10 I TI:-:I|I:IUITI.'.I]:I- grm.‘: [n=2022) {n=2044)
E|D': = Usual care group Primary outcome
28-day mortality 621 (31%) 729 (35%) 085 (076-004) 00028
ey = Secondary outcomes
:' Median time to being ig »28
s dischanged, days
-l Discharged fram hespital 115057 g {50 122{112-1.33) <0000
:-E" within 28 days
-H Receipt af invasive mechanical b19/1754 (35%) FodiiBoo(42=) o84 (077092) <0-0001
304
v ventilation or death®
= Irnvasinee mechanical 26511754 (15%) 3431800(19%) O79(069-092) 00019
2= vertilation
Dreath 4901754 (28%) cdofi8o0(3rx) o887 (078-094) 0-0055
10~ Rate ratio 085 [0 76094 Subsidiary clinical outcomes
Lng rank p=0 e Receipt of ventilationt 290/935 [31%) 3X3M933 (35%) 090 (0-79-1-02) 0-1d
- y I - . Mon-invasive ventilation 281935 (30%) 309/933 (33%) 091({079-104) 015
0 T 14 71 25 Irmeasive mechanical 671935 (7%) 86/933(9%)  O7B(057-106) 011
] ventilation
Mumbser at risk Successful cessation of invasive  95/268 (35%) Q8204 (33%)  108(0-81-143) 060
Tocilizwmab 2002 1736 1547 1445 13598 mechanical ventilation$
Usisal care 2094 1735 1543 14140 1361 Use oof haermodialysis or 12011994 (6%) 172/2065 (B%) O72(058-090) 00046
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




ANAZTOAH THZ INTEPAEYKINHZ-1: ANAKINRA

IL-1-inflammasome

mediated disease Anakinra

Epithelial

damage

IL-1a Fever,
CRP (via IL-6)
\ Ferritin  Neutrophils
-1 IL-6
ANAKINRA S

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
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ANAKINRA KAI MEIQZH ONHTOTHTAX
Kyriazopoulou E, et al. Lancet Rheumatol. 2021; 3: e690-e697.

Anakinra Control Weight Odds ratio (95% Cl)

Events Total Events Total
Balkhair et al (2021)*° 13 45 11 24 8.0% +- 0-48 (0-17-1-34)
Bozzi et al (2021)* 9 65 19 55 13-9% —— 0-30 (0-12-0-75)
Cauchois et al (2020)* 0 12 1 10 0-9% < »  0.07(0-00-46-88)
Cavalli et al (2021)% 3 62 62 275 17.0% —B—i—— 0-17 (0-05-0-58)
Huet et al (2020)® 7 52 19 44 13-9% ——— 0-20 (0-08-0-55)
Kooistra et al (2020)% 4 21 7 39 31% - 1.08 (0-28-4-20)
Kyriazopoulou et al (2021)* 15 130 29 130 20-1% - . 0-45 (0-23-0-90)
The CORIMUNO-19 Collaborative group (2021)* 13 59 13 55 8-2% :—-El— 0-91(0-38-2-19)
Pontali et al (2021)7 9 63 19 44 15.0% —8— 0-22 (0-09-0-55)
Total (95% Cl) 509 676 100-0% < 0-37(0-27-0-51)
Heterogeneity; U= 0-2966; x’=11.52, df=8 (p=0-17); ’=31% — ' ' —

005 01 05 1 2 10 20
<4 >

Favours anakinra Favours standard of care



ANAKINRA BEATIZTH XPHzH
Kyriazopoulou E, et al. Lancet Rheumatol. 2021; 3: e690-e697.

28-day mortality Odds ratio Puateraction
{95% Cl)

Standard of care Anakinra
CRP (mg/L) 0-04
<100 30/186 [16%) 15/131 (11%) = 067 {0-35-1-31)
=100 1071364 (29%) 22208 (11%) | 028 (017-0-47)
Ferritin (ng/mL}) 021
<1000 17/110{15%) 15/137 (11%) ] 0-67 {0-32-1-42)
=1000 31/101 (31%) 19/138 (14%) | 036 (0-19-0-69)
ccl (0-44
z2 17/208 (8%) 41156 (3%) = 053 {0-21-1-31)
=2 112/296 (38%) 271153 (18%) - 0-35 (0-22-0-57)
Pa0,/FO, 036
=100 721350 (21%) 191217 {9%) L 037 (0-22-0-63)
=100 42195 (44%) 18109 (17%) » 0.25 (0:13-0-48)

05 10 15
+ >

Fawvours anakinra  Favours standard of care



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
god — Usual care group
Median HR 0-97

B0+ q0% Crl 0-62-1.52

£
£ 70 95%Clo57-166
T Probability HR <1-00 54-5%
2 50 Probability HR <0-95 47-1%
- 50 Probability HR <0-85 317%
B Probability HR < 0-80 24-1% |
C  40- I
E-'- 30
£ 204
10
o | | I | | | I | I I I | |
1 2 3 4 5 6 7 g8 9 10 11 12 13 14
Mumber 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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CRP 225mg/I too low?



H MEAETH SAVE MORE

Kyriazopoulou E, et al. Nat Med 2021, 27: 1752.

Koiripia eic0dou
HAIkia 218 years, kai Ta dU0 QUAQ, ouyKatdBeon
Tekunpiwpévn SARS-CoV-2 Aoipwén
Mveupovia o€ akTivoypagia i agovikr Bwpakog

« SuPAR 26ng/ml

Placebo + Standard-of-Care

Anakinra 100mg SC/day + Standard-of-Care

NMPQTONENE2Z KATAAHKTIKO
11-point WHO ordinal scale

\ 4
'I'I
Huépa 1 (évtagn) Huépa 4 Huepa 7 Huépa 10 (EOT) Huépa 28
Safety lab Safety lab Safety lab
Biomarkers Biomarkers Biomarkers
Viral load Viral load Viral load

suPAR-guided Anakinra treatment for Validation of the risk and Early Management
Of seveRE respiratory failure by COVID-19 (EudraCT number: 2020-005828-11)
National Ethics Committee of Greece approval 161/20

Comitato etico dell'istituto nazionale per le malattie infettive

“LAZZARO SPALLANZANI" IRCCS of 01.02.2021

www.clinicaltrials.gov NCT04680949



http://www.clinicaltrials.gov/

OEPAIEIA ME ANAKINPA KATEYOYNOMENH
AIlO sUPAR: H MEAETH SAVE MORE

Kyriazopoulou E, et al. Nat Med 2021; 27: 1752.

An a kin ra 1 OO mg VS Pl ace bO ® Death ® MV with P/F <150 mmHg and vasopressors, hemodialysis or ECMO
u MV with P/F <150 mmHg or vasopressors 5 MV with P/F 2150 mmHg
NIV ar HFO Hospitalized with oxygen
405 VS 1 89 Hospitalized, no oxygen B Symptomatic, assistance needed
su P AR > 6 AN D Pao / F | O > 1 50 ® Symptomatic, independent Asymptomatic, PCR*
= 2 2 — Fully recovered, PCR™

100 100 -

I_"‘—I—|_|_I_‘— -MPlacebo
-Anakinra
95 80
% 60 ORynadjustea = 0-36
. (95% ClI: 0.26-0.49)
> P < 0.0001
85 40 -
| HR (95%Cl) 0.45 (0.21-0.98); p=0.045 20 - -
L E—

Survival (%)

N\ S

0 4 8 12 16 20 24 28
Survival (days) 0
Patients at risk (n) Placebo {n = 139] Anakinra {n = 405}

Placebo 189 189 187 186 182 181 179 176
Anakinra 405 405 405 405 401 397 395 392



ng/ liter

ANAKINRA: BEATIQZH ANTI-/NMPO- ®PAEIMMONQAOYZ IZOPPOINIAZ
Kyriazopoulou E, et al. Elife 2021; 10: e66125.
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BARICITINIB
Kalil AC, et al. N Engl J Med 2021; 384: 795.

« RCT placebo-control

. Zuvxopflvno-n ME pngT£G|Bipn D Baseline Ordinal Score of 6
 [po 6£§G|JSGGC6VI]§ wg SOC . 104 Baricitinib+ ROV
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COV-BARRIER
Marconi VC, et al. Lancet Resp Med 2021; 9: 1407.

v At enrollment at least one elevated inflammatory marker
C-reactive protein

D-dimer A Overall (population 1)
Lactate dehydrogenase 100 ¥ — Placebo group
Ferritin A —— Baricitinib group
50 HR 0-57 (95% (1 0-41-0-78); nominal p=0-0018
v IMV excluded = 40
S 30+
—— £
60 - m Placebo m Baricitinib s 204
10 - =
0 —— ———— T T ' l

0 7 14 21 27
20 Number at risk
(number censored)
0 Placebo group 761 (0) 717 (20) 679 (28) 639 (40) 617 (44)
Primary Endpoint: Proportion of Baricitinib group 764 (0) 725 (30) 684 (44) 664 (50) 648 (55)

patients who progressed (HFNC, NIV,
IMV, death)



BARICITINIB KAl ANOZIAKH ANOKATAZTAzH
Bronte V, et al. J Clin Invest 2020; 130: 6409.
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TOFACITINIB
Guimaraes PO, et al. N Engl J Med 2021,;385:406.

18.7% in ICU at randomization
78.5% under steroids
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BARICITINIB n TOCILIZUMAB?

ClinicalTrials.gov

Home >  Search Resulis >  Study Record Detail ] Save this study

Trial record 3 of 73 for:  tocilizumab | Interventional Studies | COVID-19 | Adult, Older Adult

4 Previous Study | ReturntoList | Next Study *

Tocilizumab Versus Baricitinib in Patients With Severe COVID-19

ClinicalTrials.gov Identifier: NCT05082714

The safety and scientific validity of this study is the responsibility of the study

sponsor and investigators. Listing a study does not mean it has been LA AR L TR

: : First Posted @ - October 19, 2021
A evaluated by the U.S. Federal Government. Know the risks and potenttal e & '

Last Update Posted @ : October 19. 2021

benefits of clinical studies and talk to your health care provider before
participating. Read our disclaimer for details. See Contacts and Locations

Sponsor:
University Hospital of Patras

Information provided by (Responsible Party):
Argyris Tzouvelekis, University Hospital of Patras



A | No fetal risk in controlled studies

No risk to human fetus despite possible animal risk or
no risks in animal studies but human studies lacking

Human risk cannot be ruled out. Animal studies may or
may not show risk

D |Evidence of risk to human fetus

X | Contraindicated in pregnancy

Table 1: FDA Pregnancy Categories for Drugs
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ANOZOTPONOMNOIHZH ANAAOI'Q2 BAPYTHTAZ KATA NMOY
van de Veerdonk FL, et al. Nat Med 2022; 28: 39.
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Asymptomatic Symptomatic
Imatinib

Viral RNA detected Independent

Icatibant

Interferons/IL-7/checkpoint inhibitors
Anti-TNF (adalimumab)/anti-GM-CSF

Anti-C5a (vilobelimab)



