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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Remdesivir for the Treatment of Covid-19 — Preliminary Report

[COVID-19(cHITBDL AT EILDiaBEIR]

The NEW ENGLAND JOURNAL o f MEDICINE

ORIGINAL ARTICLE

Remdesivir for 5 or 10 Days in Patients with Severe Covid-19

[COVID-19(CHITBD L AT EILDIRSHAR |
(5H vs.10HFE)




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Remdesivir for the Treatment of Covid-19 — Preliminary Report
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LATSEI (N=541)

J5t/R (N=522)

i 58.6 + 14.6 59.2 + 15.4

EA 279 (51.6%) 286 (54.8%)

I 77 (14.2%) 57(10.9%)
FERENNS DHARS 9 (6-12) 9 (7-13)

S mE 231 (49.3%) 229 (49.9%)

A 177 (37.7%) 165 (36.2%)

HEERIA 144 (30.6%) 131 (28.7%)




LATSEI) (N=541)

J5tR (N=522)

R.A 67 (12.4%) 60 (11.5%)
NC/Mask 222 (41.0%) 199 (38.1%)
NIPPV/HFNC 98 (18.1%) 99 (19.0%)
IPPV/ECMO 125 (23.1%) 147 (28.2%)
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NNNNNNNNNNNNN JOURNAL of MEDICINE

ORIGINAL ARTICLE

Remdesivir for 5 or 10 Days in Patients with Severe Covid-19
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5[ (N=200) 10HR (N=197)

i 61 (50-69) 62 (50-71)
TET A 20 (10%) 25 (13%)
HFEERIR 47 (24%) 43 (22%)
= IE 100 (50%) 98 (50%)
e 27 (14%) 22 (11%)
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5HE (N=200)

10HR[B (N=197)

R.A 34 (17%) 21 (11%)

NC/Mask 113 (56%) 107 (54%)

NIPPV/HFNC 49 (24%) 60 (30%)
IPPV/ECMO 4 (2%) 9 (5%)

108EI I —T DAL EREIREISAB L DERR (p=0.02)
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Study Design

Go to B

Allocation:

Intervention Model: Parallel Assignment ( Re m d ESiV| r’ Sta N d a rd ca re)

Masking: None (Open Label)

Interventional

o N=6000 JESIRMIBZHEEZRCT

Primary Purpose: Treatment
Official Title: A Phase 3 Randomized Study to Evaluate the Safety and Antiviral Activity of Remdesivir (GS-5734™) in Participants With Severe COVID-19
Actual Study Start Date @ : March 6, 2020

Estimated Primary Completion Date @ :  June 2020

Estimated Study Completion Date @ :  June 2020

Study Design

Go to [Z]

Estimated |

Intervention Model:
Masking:

Primary Purpose:
Official Title:

Estimated Primary Completion Date @ :
Estimated Study Completion Date @ :

Study Type @ :

Allocation:

Interventional

N=1032 Z“ESRMIEZHMEEERCT

Randomized

Parallel Assignment (RemdeSIVI r, Ba rICItI n I b, Placeb0)

Double (Participant, Investigator)

Treatment

A Multicenter, Adaptive, Randomized Blinded Controlled Trial of the Safety and Efficacy of Investigational Therapeutics for the Treatment of COVID-19 in Hospitalized
Adults (ACTT-I)

May 8, 2020

August 1, 2023

August 1, 2023
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NIH ‘ COVID-19 Treatment Guidelines

Remdesivir
Recommendations for Hospitalized Patients with Severe COVID-19:

* The Panel recommends the investigational antiviral agent remdesivir for treatment of COVID-18 in
hospitalized patients with SpO, <94% on ambient air (at sea level) or those who require supplemental
oxygen (Al).

* The Panel recommends remdesivir for treatment of COVID-19 in patients who are on mechanical
ventilation or extracorporeal membrane oxygenation (ECMO) (BI).

Recommendation for Duration of Therapy in Patients with Severe COVID-19 Who Are Not Intubated:

» The Panel recommends that hospitalized patients with severe COVID-19 who are not intubated receive 5
days of remdesivir (Al).

Sp02=94% or EFIEESHBEREETERZHR (A1)
MV or ECMOWELREETEAZIHIE (B1)
BFESTNTLWRVWEETESHEIRSZ#RE (A1)




Remdesivir (ZERROIER)

B A, 4AE240kg '
FER= #[E1200mg iv, 2BEFE100mg iv g24hr &= X108

FHERIBK(SHIMU, 30~1200MNFT TS
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Favipiravir
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Engineering

Study

Experimental Treatment with Favipiravir
for COVID-19: An Open-Label Control
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(45%2)
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Study Design

Goto | ¥

Allocation:

Intervention Model:
Intervention Model Description:
Masking:

Primary Purpose:

Official Title:

Estimated Primary Completion Date @ :
Estimated Study Completion Date @ :

Study Design

N=256 —BERT S ERHBSMBRCT

256 participants

Randomized

Parallel Assignment

This is a multi-center, randomized, double-blind, placebo-controlled (1:1) clinical study to explore the efficacy and safety of Favipiravir

Double (Participant, Investigator)

Treatment

A Multi-center, Randomized, Double-blind, Placebo-controlled, Phase Ill Clinical Study Evaluating the Efficacy and Safety of Favipiravir in the Treatment of Adult
Patients With COVID-19-Moderate Type

June 2020

August 2020

September 2020

Go to B

Allocation:
Intervention Model:
Intervention Model Description:

Masking:
Primary Purpose:
Official Title:

Estimated Primary Completion Date @ :
Estimated Study Completion Date @ :

Interventional (Clinical Trial)
330 participants

N=330 IFE#RZtEaRCT

Randomized

Sequential Assignment

This is an adaptive, multicenter, open-label, randomized clinical study of Favipiravir versus standard of care (SOC) in hospitalized patients with moderate to severe
COVID-19 pneumonia.

None (Open Label)

Treatment

An Adaptive, Multicenter, Randomized, Open-label, Comparative Clinical Study to Assess Efficacy and Safety of Favipiravir in Hospitalized Patients With COVID-19
April 23, 2020

July 2020

July 2020
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Lopinavir-Ritonavir
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JOURNAL o« MEDICINE

EEEEEEEEEEEEEEEEE MAY 7, 2020

A Trial of Lopinavir—Ritonavir in Adults Hospitalized
with Severe Covid-19
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I Ropinavir-ritonaviri& 581

C Control&%*2

O  BkeEE OB/

*1 : Ropinavird00mg, ritonavir200mg 1H2[0] 14HfE
c ME(CIH U TEEZRISS, NIPPV, IPPV, iEE, FERI, ECMO#HA
*3 RREZ7DDHFT T )—(CHFEL, S IMENS 2R > hDEiE

OF+R+TEFBHIPRIE U ®ABE+NIPPV or HFNCIAE
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Lopinavir-Ritonavir Standard Care

(N=99) GER]1))
Fikp 58.0 (50-68) 58.0 (48-68)

B4 61 (61.6%) 59 (59%)

FIENS ]

S S 13 (11-16) 13 (11-17)
VEPKIR 23 (11.6%) 13 (13.0%)

EIHERE 5 (5.1%) 1(1.0%)
NEWS score 5.0 (4.0-6.0) 5.0 (4.0-7.0)
10RO =24/73 21 (21.6%) 16 (16.0%)




Lopinavir-Ritonavir

Standard Care

(N=99) (N=100)

R.A 11 (11.1%) 17 (17%)

NC/Mask 72 (72.7%) 67 (67%)

NIPPV/HFNC 15 (15.2%) 16 (16%)
IPPV/ECMO 1 (1.0%) 0
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REGIVERY [T

Randomised Evaluation of COVID-19 Therapy

Statement from the Chief Investigators of the Randomised Evaluation of COVid-19
thERapY (RECOVERY) Trial on lopinavir-ritonavir, 29 June 2020

FaxIR KR FEERRM{ERCT

News
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*1 /U XAD17645%, 11,8004
Lopinavir-ritonavirgf : 159641, iZ=4EEEEE : 33764
BEZRIAL : 26%. BEREEL : 70%. ALHIRZREIE : 4%
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NIH ‘ COVID-19 Treatment Guidelines

Other Antiviral Drugs:

* The Panel recommends against using the following drugs to treat COVID-19 except in a clinical trial:

o Lopinavir/ritonavir (Al) or other HIV protease inhibitors (Alll), because of unfavorable
pharmacodynamics and because clinical trials have not demonstrated a clinical benefit in patients
with COVID-18.

sl{EADH D, EEREHBRCTIHRZREBIRD DIz,
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SARS-CoV-2 Cell Entry Depends on ACE2
and TMPRSS2 and Is Blocked by a Clinically
Proven Protease Inhibitor

170577 —CHRERECKDDAMILAEBADHEEI]

« JOFTAILADIMRIC(ESpikeZTEE (SER) MDD
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(‘ ’ THE UNIVERSITY OF TOKYO

FEIOT )L ABESSE (COVID-19) ISHT SN BT B 187

[fikEHT S COVID-19 BEICHTEI7EESE ILEFT T7ERRZYNAY LERIED SEAZEIIZEET S
ZHEREFEERS Y LML B EERERE) OBE

Study Design

Study Type @ :

Estimated

Allocation:

Intervention Model:

Intervention Model Description:
Masking:

Masking Description:

Primary Purpose:

Official Title:

Estimated Primary Completion Date € :
Estimated Study Completion Date € :

Study Design

Interventional (Clinical Trial) 0 “ -
N=256 —EEIRT S RHRSHERRCT
Randomized — uss n

Parallel Assignment
Randomized, double blind, placebo-controlled parallel-group trial, on top of best standard of care

Double (Participant, Investigator)

Randomization will be done with an algorithm tailored to the study design. Investigators and patients will be blinded to the treatment administered.

Treatment

RAndomized Clinical Trial in COvid19 Patients to Assess the Efficacy of the Transmembrane Protease Serine 2 (TMPRSS2) Inhibitor NAfamostat (RACONA Study)
April 2020

December 2021

December 2021

Study Type @ : Interventional (Clinical Trial)

Estimated E

o o N=84 IEIRT StRWBZSHEERCT

Intervention Model: Parallel Assignment

Intervention Model Description: This study is an open-labelled, randomized clinical trial to evaluate the efficacy of nafamostate in patients with COVID-19 pneumonia.
Masking: None (Open Label)
Primary Purpose: Treatment
Official Title: Treatment Effect of Nafamostat Mesylate in Patients With COVID-19 Pneumonia: Open Labelled Randomized Controlled Clinical Trial
Estimated Study Start Date @ : May 25, 2020

Estimated Primary Completion Date €@ : March 30, 2021

Estimated Study Completion Date € :  April 30, 2021

Clinical trial gov.
https://www.h.u-tokyo.ac.jp/press/__icsFiles/afieldfile/2020/05/08/release _20200508.pdf
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Innate immunity Acquired immunity

» Inflammatory symptoms
Pattern recognition receptors

antibodies
Treg TH1 Beell £ =g

ﬁcnj@ (,-‘ ". =i

Toll-like receptors

@%H(J WH(JZ I\ DZE?O)EE (SDN ) Viral infection

§< =g
CD8+ CDa+ ‘
@ Q 2@ 2@ @-Fmmm
-
f MMC 'r‘w. MHC JpAg Plasmablast
Class 1 Class i
f sl Bl ting ©w = § = L Vial RNA \/’ ‘
LRé TLR2 5 8 E £ : - Ag presentation
My088) (MyD88) (MyD88 g‘ = = + M%
@.?@nﬂ ‘ i D" IFN-a pD
(Ag Presenting Cells: APC)
;ﬁ . Phago(lyso)some |
| [ssRNA CpGONA canA sSANA CpG DNA dsANA tid
1 peptae
g I IxD:I (4 IYLE 'xILLI
MyD88

(x
"CcGAS-STING®  RLR®
= &5 l PAMPs/DAMPs

@ﬁ%l?@:ﬁli —a T
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| ,I = ’ (=== Caspase-1 . ProL-18 |
) <) 4 1) NOD-like receptors ~ “eessseesees =
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inflammasome  (activation)
TNF-a/IL-12/1L-6/IL-8/IFN-a * 8
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Tocilizumab
]

B POT T

eRDER | BEY O~ F, Ak Astilli@, Castlemand®

FRIBVEH MIL-6ZEFATIA

=I1EHR RZYRE, B, MR, BEZFFLIE
!
| ¥
" ! e
8 S"r}h-- ";‘_
R e




Effective treatment of severe COVID-19 patients
P NAS with tocilizumab

Xiaoling Xu® M ngfeng Han®'®, Tianti an Li?, Wei Sun®, Dongsheng Wang®®, Binging Fu“9, Yonggang Zhou*
Xiaohu Zheng“?, Yun Yang®®, Xiuyong Li, Xi aohua Zhang , Aijun Pan®, and Haiming Wei“%?

[COVID-19(CH1TD b= XD DiafEshR]

- —-X
- th[E BfERcovID-192& 2145

£F 56.8+16.5 NC/Mask 8 (40.0%)
S IE 9 (42.9%) HFNC 9 (45.0%)
HE R 5 (23.8%) NIPPV 1 (5.0%)
COPD 1 (4.8%) IPPV 2 (10.0%)
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Study Design

EITHROStudy

Go to E]

Allocation:

Intervention Model:
Masking:

Primary Purpose:
Official Title:

Estimated Primary Completion Date @ :
Estimated Study Completion Date @ :

Study Design

Interventional

- ocatom N=450 —ESHRIRSHEERRCT

Randomized
Parallel Assignment (Tocilizumab, Remdesivir, Placebo)
Double (Participant, Investigator)
Treatment

A Phase lll, Randomized, Double-Blind, Multicenter Study to Evaluate the Efficacy and Safety of Remdesivir Plus Tocilizumab Compared With Remdesivir Plus
Placebo in Hospitalized Patients With Severe COVID-19 Pneumonia

June 16, 2020

July 31, 2020

July 31, 2020

Go to E]

Estimated E

Intervention Model:
Intervention Model Description:

Masking:
Primary Purpose:
Official Title:

Estimated Primary Completion Date @ :
Estimated Study Completion Date @ :

Study Type @ :

Allocation:

Interventional

12000 participants R E C.ﬁ_\/ E RY
Randomized

Factorial Assignment Randomised Evaluation of COVID-19 Therapy
Main randomisation (part A): Eligible patients will be randomly allocated between the available 5 treatment arms.

Main randomisation (part B): Simultaneously, eligible patients will be randomly allocated between convalescent plasma or no additional treatment.

Subsequent randomisation: Participants with progressive COVID-19 (as evidenced by hypoxia and an inflammatory state) may undergo an optional second

randomisation.

one (Open Labe) N=12000 JIEE#MIBZHEEERCT [Recovery trial]

Treatment

randomised Evaluatio|  (LOpiNavir-ritonavir, corticosteroid, hydroxychloroquine,
March 19, 2020 azithromycin, convalescent plasma, tocilizumab)

December 2020

June 2021
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Anakinra
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THE LANCET
Rheumatology

Anakinra for severe forms of COVID-19: a cohort study

ICOVID-19(CHID 7 FF 2 S DiaEiNR]

e I7/k— MHAZE, D35> X,

« HEHEZCOVID-192E& AnakinraZ¥52/5l, =45 EEF4445)
« “ICUICHITDALIHINZRFE S U S (IFT"Z LB

Inclusion

- 18 L
« PCRIRETSARS-CoV-2h'f5 1%
- EFRE Clfliih=ERZ

Exclusion

. BIHES
. BEED, EKHICEVES
« ITCICICUCAZEULTL\DEER




PFF>2SEE RERERY
(N=52) (N=44)
Fiip (Fhofl) 71.0 71.1
B4 36 (69%) 25 (57%)
FRAENSDHZR (hskfE) 8.4 6.2
HIFRE2 D b 29 (50%) 20 (45%)
Sp0O2=93%(26L/minT) 42 (81%) 41 (93%)
HAEE
EROF>oOO+> 47 (90%) 27 (61%)
PSROXA> 49 (94%) 34 (77%)
BSOS I 51 (98%) 43 (98%)
A70O-1 kJ)VULXR 2 (4%) 0




ATHIREsZ=E or St =878

35

3245

30

25

HR=0.22 (95%CI 0.11-0.41)
20 p < 0.0001 BEZE&HD

15 1345

10

=EBE

B Anakinra ®Histroical group
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RIS, L 2B

20

18

16

14

12

10

I

HR=0.22 HR=0.30
(95%CI 0.09-0.56) (95%CI 0.12-0.71)
p < 0.0015 BHEEZHD p < 0.0063 BEEHD

1]

B Anakinra ®Historical group

AT MHRas=a
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1ELT

R ADStudy

N=240 IFSHERMIBSHEERCT :

(Anakinra, Standard of care)

Study Design
Study Type @ :  Interventional
Estimated Enrollment @ : 240 participants
Allocation: Randomized

Intervention Model:
Intervention Model Description:

Masking:
Primary Purpose:
Official Title:

Estimated Primary Completion Date @ :
Estimated Study Completion Date € :

Study Design

Parallel Assignment

ANACONDA study is a French multicentre, open-label, randomized, controlled superiority trial comparing the administration of optimized standard of care and Anakinra
versus optimized standard of care alone in patients hospitalized in a medical unit with COVID-19.

None (Open Label)

Treatment

Efficacy and Safety of ANAkinra During Adult " COVID-19 " With Aggravating Respiratory Symptoms: a Multicenter Open-label Controlled Randomized Trial

April 27, 2020

September 10, 2020

September 24, 2020

Go to E]

Estimated :
Allocation:

Intervention Model:
Masking:

Primary Purpose:

Official Title:

Estimated Primary Completion Date @ :
Estimated Study Completion Date @ :

Interventional
342 participants
Randomized

N=342 IFSHRMIBSHERRCT

(Anakinra, Tocilizumab, Siltuximab, Usual care)

Factorial Assignment
None (Open Label)
Treatment

A Prospective, Randomized, Factorial Design, Interventional Study to Compare the Safety and Efficacy of Combinations of Blockade of Interleukin-6 Pathway and
Interleukin-1 Pathway to Best Standard of Care in Improving Oxygenation and Short- and Long-term Outcome of COVID-19 Patients With Acute Hypoxic Respiratory
Failure and Systemic Cytokine Release Syndrome

April 2020

September 2020

December 2020
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NIH ‘ COVID-19 Treatment Guidelines

* There are insufficient data to recommend either for or against the use of the following agents for the
treatment of COVID-19 (Alll):

o Interleukin-1inhibitors (e.g., anakinra)

o Interleukin-6 inhibitors (e.g., sarilumab, siltuximab, tocilizumab)

+21R5F—IhRL< . FERICOVWTOHENRTER (AT
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Innate immunity

Acquired immunity

Pattern recognition receptors

Inflammatory symptoms

Treg

Toll-like receptlors
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THE LANCET

Triple combination of interferon beta-1b, lopinavir-ritonavir, and ribavirin

in the treatment of patients admitted to hospital with COVID-19: an open-
label, randomised, phase 2 trial

[COVID-19(C31 9 DIFNBZE ST 3R AEE]

Zhtist IFEIR FMIERIL

&%E, kK ACOVID-19F%&

I Lopinavir-ritonavir*! + Ribavirin*2 + IFNB-1b*3%&%

Lopinavir-ritonavir&f

O E1R58 X 07 RT-PCRIEMAL F CTOHAR]

*1 Lopinavir : 400mg, ritonavir : 100mg gl12hr 14days
*2 Ribavirin : 400mg gq12hr *3  IFNB-1b : 8005IU 3 times



« 18mEA L
« PCRI®ETSARS-CoV-2h 5 EARREE
« NEWS scorez1
« BIEIRTHDZE
(38 CLUULEDFER, %, 7%, WEERE, &1, B8E, BER5S)
- TERFEIRMNS14HLA

- BIXIDOLEREE* DD L
(QTCEER(>480ms), (LEMEAER(TAP, Torll® AV block))
- FRAERCCHEEERNDDIERZARL TS
- BEEDDSDENDD
o IHIR, FELAF
- 17 AUUACDstudy (CSHIL TLVRLY
- WBAESER, 77)ILI—ILZER, FERIELAENSD D

Inclusion

Exclusion




Fifin (FFIME) 51.0 52.0
B4 45 (52%) 23 (56%)
TEIRFEIR NS DHEX 5 (4-7) 4 (3-8)
HEFRE
NEFRIR 11 (13%) 6 (15%)
=HilEs 23 (27%) 13 (32%)
EEIEE 5 (6%) 5(12%)
BRVISMERT 4 2 (2%) 1 (2%)
CEIISERF X 0 1 (2%)
NEWS2 A1)’ 2 (1-2) 2 (2-2)
SOFAR 17 0 (0-1) 0 (0-1)
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15N J -7~

HABE Triple (N=86) Control (N=41)
e 12 (14%) 5 (12%)
NIPPV 3 (3%) 2 (5%)
IPPV 0 1 (2%)
282501 K 6 (7%) 2 (5%)




B8 X7 RT-PCRPEMAL FE TOHEARS

14

12

10

12H

HR=4.37 (95%CI 1.86-10.24)
p=0.001 BEEHD

B B

® Triple ®=Control
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EITHHDStudy

Study Type @ :  Interventional N — 4’ 0 0 0 3F§ *ﬁ% ﬁﬁ%ﬁ R CT

Estimated Enrollment @ : 4000 participants

Allocation:  Randomized (Colchicine, Rivaroxaban, aspirin, IFNB)

Intervention Model: Parallel Assignment
Intervention Model Description: Open-label, parallel group, factorial, randomized controlled trial
Masking: None (Open Label)

Primary Purpose: Treatment
Official Title: Anti-Coronavirus Therapies to Prevent Progression of COVID-19, a Randomized Trial
Actual Study Start Date @ :  April 21, 2020
Estimated Primary Completion Date @ : December 31, 2020
Estimated Study Completion Date @ :  June 30, 2021

Study Design Goto | »

0. 100t N=4,000 SRZHERCT

Estimated Enrollment @ : 3100 participants . . . . .

Allocation:  Randomized (Remdesivir, Lopinavir-ritonavir, IFN8, HCQ, SOC)

Intervention Model: Parallel Assignment

Intervention Model Description: The study will randomize participants 1:1:1:1:1 to standard of care alone (control) or with investigational product added. If additional arms are added to or dropped from
the trial, randomization will proceed with an equal probability of assignment to each of the remaining arms.

Masking: None (Open Label)
Masking Description: the treatment arm SOC + hydroxychloroquine has been temporarily suspended since May 24, 2020
Primary Purpose: Treatment
Official Title: Multi-centre, Adaptive, Randomized Trial of the Safety and Efficacy of Treatments of COVID-19 in Hospitalized Adults
Actual Study Start Date @ : March 22, 2020

Estimated Primary Completion Date @ : March 2023
Estimated Study Completion Date @ : March 2023
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NIH ‘ COVID-19 Treatment Guidelines

* Except in the context of a clinical trial, the Panel recommends against the use of other
immunomodulators, such as:

o Interferons (Alll), because of the lack of efficacy in treatment of severe acute respiratory syndrome
(SARS) and Middle East respiratory syndrome (MERS) and toxicity.
o Janus kinase inhibitors (e.g., baricitinib) (Alll), because of their broad immunosuppressive effect.

ERARHBRLIAA T, AUV &Z2idR (AN
SARSY?MERSADEATEIRMIRENT . S1EE6HD
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Hydroxychloroquine and Chloroquine

(SEREA JS545=Z)L
ERDBEIS 2EMTIUSTIYM—FTRX, XSUF
F=IS{/EH A (REROFEMH EZEE)

=l{FH QTER, &, T, MICHDET, KEARE




Th

e NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Observational Study of Hydroxychloroquine in Hospitalized Patients with Covid-19

NaFExIR R

Hydroxychloroquine in patients with mainly mild to moderate coronavirus disease
2019: open label, randomised controlled trial

[82E ~F

I~~~

H =5

ECOVID-19 3JFE1R{ERCT]




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Observational Study of Hydroxychloroquine in Hospitalized Patients with Covid-19

NaFEIR &

A Z=ZAHIT




.« EHEATY

 Hftizy, — 31 —3—7

« N=137645l

cFETRIRA b
HEXCIIFT DA S

. BRA
Inclusion « PCRI&EE TSARS-CoV-2h'l514%
- YFTHAR (CHEIRMR(C ARR

fH» AT (C
- BE
» JEE
TR 5 98

Exclusion




ErOFSo00F2BDOEH
=i CIRELZRIMAEZ S1H

Hydroxychloroquine

(N=811)

No hydroxychloroquine

(N=565)

F#3(<59) 297 (36.7%) 247 (43.7%)
Fin(60=) 514 (73.3%) 318 (56.3%)
B 337 (41.6%) 258 (45.7%)
HFAE
YEPKIR 301 (37.1%) 190 (33.6%)
IEHBERE 133 (16.4%) 105 (18.6%)
& ERHYR R 146 (18.0%) 105 (18.6%)
P/FLt 233mmHg 360mmHg

E ROFS200F28£059.9%Tr>AON1 S > aitH




ATLTHikesz=<E or St £F8A

35

32.3%

30

25

20

14.9%

15

HR=1.04 (95%CI 0.82-1.32)
10 *propensity scorelCEB D < X =R

i FSAOA S EHALTEHRRL
HR=1.03 (95%¢CI 0.81-1.31)

. I

B Hydroxychloroquine  ®No hydroxychloroquine
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Observational Study of Hydroxychloroquine in Hospitalized Patients with Covid-19

DaFxIR  #RRMFR

Hydroxychloroquine in patients with mainly mild to moderate coronavirus disease
2019: open label, randomised controlled trial

[82E ~F

VaXas

H =5

ECOVID-19 3JFE1R{ERCT]
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P h[E

IEER ;ﬁ{’FZ'.—iH #

I Hydroxychloroquinefs 5 * 1 + {24 gL B¥

)

RAERORRT 2

x CD

O 28H
ORT-PCRDEEE, QREREVCNE"3

*1 : d1-3 1200mg/d, d4- 800mg/d (8¥E-thEAE11ds, E5E18ds)

*2 : REOCOVID-19(CX 3 DENZEII A F S5 2 (CAERL

*3 : fREN(<36.6°C),

SpO,IEEL(>94%, EAR)

Inclusion - 18 L, RT-PCRIZ %

- Zlizs e, EEOHREE, EEDOBRE
Exclusion . %ﬁ?%l_#ﬁ%%

o iR, RELH




== 46 3
/e 3 =< HCQ : Hydroxychloroquine, SOC : Standard of care
HCQ+SOC (N=75) SOC (N=75)
Fip (F19) 48.0 44.1
B4 42 (56%) 40 (53%)
BMI (F13) 23.9 23.2
FAENSDHZI(F1T) 16.0 17.1
HFAE
VEPRIA 12 (16%) 9 (12%)
= IME 6 (8%) 3 (4%)
BEE"!
BXE 15 (20%) 7 (9%)
N 59 (79%) 67 (89%)
=Eh 1 (1%) 1 (1%)

*1 BE BEOEIRESH DN, B LAMKROFRRDZWED
HEAE  FE, %, ROH D, B LAMROPIRNMSHDED
BF : P/F=300
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== %:Ib =
TR J -7~

HCQ+SOC (N=75) SOC (N=75)

SRR (S >4 IMEAET) 47 (63%) 43 (57.3%)
- LR 12 (16%) 24 (32%)
OEFEIL-U RFEIL 6 (8%) 14 (19%)
7ILE R—)L 12 (16%) 8 (11%)
AILIZEIL 3 (4%) 3 (4%)
T>FHEIL 1 (1%) 0
ESY—)L 3 (4%) 6 (8%)
H>sonoei 0 2 (3%)




= 45 3

=
4

10N = I

AR (S A LML) HCQ+SOC (N=75) SOC (N=75)

LA )L RE 47 (63%) 48 (64%)

OEFEIL-U RFEIL 13 (17%) 12 (16%)
ZILE R—JL 37 (49%) 33 (44%)
AILIZEIL 8 (11%) 9 (12%)

T>FHEIL 1 (1%) 1 (1)

ESY—-IL 13 (17%) 15 (20%)

mEYE 32 (43%) 27 (36%)
252701 R 6 (8%) 4 (5%)
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‘I"i‘ Statement from the Chief Investigators of the Randomised
R E C \/ E RY Evaluation of COVid-19 thERapY (RECOVERY) Trial on

Randomised Evaluation of COVID-19 Therapy hYdl'OXYCthI'OQUine, 5 June 2020

FaxIR KR FEERRM{ERCT

News
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P
I Hydroxychloroquine% 5 2+ {24 A ET

O 28@%E=x

*1 /U XAND175k8:%, 11,0004
HCQ®&* : 154241, ©Z=AEREEEE : 313241

*2 #)[E]800mg, 6BFRIE800mg, 128FE#£400mg, 248FR11£400mg
P, 12B5RIH = (C400mg (=R X108

News
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HR=1.11 (95%¢CI 0.98-1.26)
p=0.10 =KL
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NIH ‘ COVID-19 Treatment Guidelines

Chloroquine/Hydroxychloroquine:

* The Panel recommends against the use of chloroquine or hydroxychloroquine for the treatment of
COVID-19, except in a clinical trial (All).

* The Panel recommends against the use of high-dose chloroquine (600 mg twice daily for 10 days) for
the treatment of COVID-19 (Al).

Other Antiviral Drugs:

* The Panel recommends against using the following drugs to treat COVID-18 except in a clinical trial:

o The combination of hydroxychloroquine plus azithromycin (Alll), because of the potential for
toxicities.

00+F>/ROFS200F2(3F.
BRI CDIREZ R LSV (AL
BRICBAE0/700+F (352 R LRV (Al)
ErOFS200F>E7S5AO071S > DOHA,
TOSENS., BREREBRUN TS ZHERE UL (AT
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Randomised Evaluation of COVID-19 Therapy

Low-cost dexamethasone reduces death by up to one third in hospitalised patients with severe
respiratory complications of COVID-19

medRyiv

THE PREPRINT SERVER FOR HEALTH SCIENCES

Effect of Dexamethasone in Hospitalized Patients with
COVID-19: Preliminary Report

[HFUABY U (CLDIRTRETFZRUIT
AIARIEERRIERCT
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1+ UX, ACOVID-19 AftEE "1

P
I Corticosteroidi%5 *28%
C

SN

RAERUARE

O 28@%E=x

*1 /FVUIRND176kE:%, 6425617%1 : 2(CS5 >4 LEIfT
Corticosteroid®f : 210441, {Z2#EEEEE : 432145

*2 P4 X5V 6mg/d g24h 51080
iR, EFLE  PSL40mgE L L (FE ROIJLFY >80mg gql2hr
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RECHVERY [
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Randomised Evaluation of COVID-19 Therapy

Recovery trialdD= >4 IMEIC DT

Part A

Usual care, Lopinavir-Ritonavir, Corticosteroid, Hydroxychloroquine,
Azithromycin(C. 2:1:1:1:1(C 5 >4 IACENS

Part B

Usual care, Convalescent plasmalC. 1:1(C5 >~ ICENT

Second randomisation for patients with progressive
COVID-19

FEIC21BUAICHHAHAFENTZEE T, REERINAED KU
BCRPINAE (=75mg/L) MHpDIHZEI(C. Tocilizumab,
No additional treatment(C1:1(C 5 >4~ I ENT




Corticosteroid

Standard Care

(N=2104) (N=4321)
Fin 66.9 65.8
B 1338 (64%) 2506 (58%)
KNS

EAE5E T 8 (5-13) 9 (5-13)
A BRI 521 (25%) 1025 (24%)
ILVRE 586 (28%) 1171 (27%)
e e 415 (20%) 931 (22%)
IR L 1174 (56%) 2417 (56%)
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Corticosteroid
(N=2104)

501 (24%)

Standard Care
(N=4321)

1034 (24%)

FARFEDHD
PR Y R— hARE

1279 (61%)

2604 (60%)

PRI 7R — hE

324 (15%)

683 (16%)
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It

1065/4321
(24.6%)

RR=0.83 (95%CI 0.74-0.92)
p<0.001 BHEE&HD

454/2104
(21.6%)

B Dexamethasone ®Usual care
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45
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e

A=

IFIRES 7R — REI

RR=1.22 (0.93-1.61)

p=0.14

RR=0.80 (0.70-0.92)

- I

No oxygen

B Dexamethasone

RR=0.65 (0.51-0.82)

P = 0.002 p < 0.001
Oxygen only IPPV
® Usual care S =t
HaycAl
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251/926
(27.5%) 478/1801

(26.5%)

RR=1.01

(95%CI 0.87-1.17)

=7/days

B Dexamethasone

581/2507
(23.2%)

201/1184
(17.0%)

RR=0.68

(95%CI 0.58-0.80)

>7/days

B Usual care
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* Recovery trial DfEERMNE THUL:
© FEHAGUS TRERDETFHLHS

© BeRBOE/ AT HREGRERZRITCTLWDIEZE CTHER
« FERFEBENS7THU BB LU TVWSBEEF TR




NIH | COVID-19 Treatment Guidelines

BAIDREEKXEZIT T, NHIESTFUALSGY S DERZEHELE

The National Institutes of Health COVID-19 Treatment
Guidelines Panel Provides Recommendations for
Dexamethasone in Patients with COVID-19

L ast Undated: June 25. 2020
Based on these preliminary results:

» The COVID-19 Treatment Guidelines Panel (the Panel) recommends using dexamethasone (at a dose of 6
mg per day for up to 10 days) in patients with COVID-19 who are mechanically ventilated (Al) and in
patients with COVID-19 who require supplemental oxygen but who are not mechanically ventilated (BI).

* The Panel recommends against using dexamethasone in patients with COVID-19 who do not require
supplemental oxygen (Al).

ATRBBEECSVWTETFIASIYV > DIESEHE (Al1)
BRIHSREICSVWTRTFIAIY > Dig5aH#ER (B1)
BFEZIRS U TVWRNEERCSVW TS Z#HRUEWL (A1)
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Convalescent Plasma

» FIEDRIRIR(CXS 9 D e &1ay U Tz M3RE

Ann Intern Med. 2006;145(8):599-6009.

* SARS-CoV, MERSDETEHI TEREARIICHE

J Antimicrob Chemother. 2005;56(5):919-922

Antivir Ther. 208; 23(7):617-622



JAMA | Original Investigation

Effect of Convalescent Plasma Therapy on Time to Clinical Improvement
in Patients With Severe and Life-threatening COVID-19
A Randomized Clinical Trial

ICOVID-19(CH I S EHERAMIEDa IR ]




Zhtiz IFEIR FMIERIL

P rA[E, FACOVID-198%

I IS HR M S 5% !

C SRR 2

O  28BLNOERKSEE TOHRRM

*1 RJ— : 18-555%, /AETRE, SINZEPCR2OIR4, BEZ 2B Hi%E
%5 : FFPTE&ER, 4-13mg/kg, ABOEIZ W F> 7

*2 REDEZENA RSA 2 (CE (D1I)LAE, X701 RE)

*3 6N > NMCDEEESNIEEERT —ILICHBITBR 21 > hDtiiE

OixPr @APBT+NIPPV or HFNC
OAR+EERFTELL ® ABt+IPPV or ECMO
OAIR+EERFESH D ®FT
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- PCRIZE T2
« #AAH ANET7 2R AN (CPCRIGEZ
- FEBXHR ChIXR N DD
- EEE U (ISR BERIEIRN B D
« MBDEER(CSHIL TLVROY
- IR, RELAF
- IgARIGHE
- RENRZEE(CTIAEREY X THMEL)
o FAnFRERN2455RE A
- DIC, EAEBUIMSE, P/F<100, EBAEOASE
- SEHICHENQZEREE R X1 >1gGz164015

Inclusion

Exclusion

*1 RRZ=30/min, Sp0,<93%, P/F =300
*2 IPPV, =~ 3w, ICUTOEZS > I %ZNE LT DML OlEZAE



BEH=
Convalescent Control
plasma (N=52) (N=51)
Fiin (FRSUE) 70 (62-80) 69 (63-76)
SE 27 (51.9%) 33 (64.7%)
et 27 (22-39) 30 (19-38)
HFRE
=E 29 (55.8%) 27 (52.9%)
T AR 2 14 (26.9%) 12 (23.5%)
M EREE 11 (21.2%) 7 (13.7%)
MEFRIR 9 (17.3%) 12 (23.5%)
FHEE 5 (9.6%) 5 (9.8%)
BthEE 3 (5.8%) 0




Eg%:ba
l‘\ -}j_.\

6/R1 > X —)L [dayl]

Convalescent

plasma (N=52)

Control
(N=51)

2 (ABE+BERFERL)

1 (2.0%)

1 (2.0%)

3 (Ab+BEREEH D)

15 (29.4%)

15 (30.0%)

4 (ABt+NIPPV or HFNC)

21 (41.2%)

23 (46.0%)

5 (ABR+IPPV or ECMO)

14 (27.5%)

11 (22.0%)

BHAIE
I )L 2 41 (89.1%) 44 (89.8%)
EHE 26 (56.5%) 30 (61.2%)
20O+ R 21 (45.7%) 16 (32.7%)
IFN 12 (26.1%) 7 (14.3%)
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19H

13H

HR=2.15 (95%CI 1.07-4.32)
p=0.03 BE=E&%D

R 1 B

® Convalescent plasma ®Control




HEFIBY ISR

« 5> TILEA XTI (N=103)
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EITHHDStudy

Study Design

Go to B

Allocation:
Intervention Model:
Intervention Model Description:

Masking:
Primary Purpose:
Official Title:

Estimated Primary Completion Date @ :
Estimated Study Completion Date € :

Interventional

12000 participants

Randomized

Factorial Assignment

Main randomisation (part A): Eligible patients will be randomly allocated between the available 5 treatment arms.

Main randomisation (part B): Simultaneously, eligible patients will be randomly allocated between convalescent plasma or no additional treatment.

Subsequent randomisation: Participants with progressive COVID-19 (as evidenced by hypoxia and an inflammatory state) may undergo an optional second
randomisation.

None (Open Label)

Treatment

Randomised Evaluation of COVID-19 Therapy
March 19, 2020

December 2020

June 2021

REGEVERY

Randomised E nuurlf,\lM]‘lhr!;\

(Lopinavir-ritonavir, corticosteroid, hydroxychloroquine, azithromycin,

N=12000 IFE#HRMIBLHEERCT [Recovery trial]

convalescent plasma, tocilizumab)
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e Remdesivir 5~10HE%5
(o APV > 10HMEES)

R TE DD

e Remdesivir 5~10HE%5
ATFRZERE . samEniidERsEZRE
(FY AV > 10HRBES)
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