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Receptor-binding domain ACE2 contact residues :

KG. Andersen et al., Nature Medicine, 26, 450-452(2020)
www.nature.com/naturemedicine
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SARS Corona virus MTT assay

SARS@S:SOXRS—l/VeroE6 Human Corong MTT
@SARS-1/VeroE6T (TMPRSS2) | OCA43, 229 virus
®SARS-1/293TA (Ace2)

@SARS-1/BHK-21A (Ace2)
-SARS-CoV-2
SARS-2T = TMPRSS2 pathway (Wild type virus)
SARS-2C = Cathepsin pathway (Deleted virus)
@ SARS-2C/VeroE6
@ SARS-2C/Vero9013
® SARS-2C/293TA (Ace2)
@ SARS-2C/BHK-21A (Ace2)
= Inhibited by EST(E-64d)
® SARS-2T/VeroE6T (TMPRSS2) Capable for Flu

- ® SARS-2T/MA104T (TMPRSS2) Capable for Flu

¢ = Inhibited by Nafamostat & Camostat
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(FHI RO ATE)
SARS-CoV-2 (NIIDZE#t#kWK-5211%). HCoV-0C43 : Betacoronavirus
HCoV-229E : Alphacoronavirus

*MRC5 (4.0 X103 cells/well)

=>HCoV-0C43 & HCoV-229E SARS-CoV-2: 5TCID;,/well
*Vero E6 (4.0 X 103 cells/well) HCoV-0C43: 10TCID,,/well
Compounds => SARS-CoV-2 (NIID%> B Bk WK-521%k) HCoV-229E: 5TCID.,/well

Resazurin solution

Viable cell

(1.2 pg/well)
Reduc tions B 2h
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10 TMPRSS2 Remdesivir Camostat
Non-treated 50 uM
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Relativie viral RNA level
o
=

0.01 -
ND
0.001 -
VeroE6/TMPRSS2 293T/ACE2
mNon-treated B Remdesivir (1pM) MOI=0.1 N Caco-2 g Calu-3
M Camostat (50pM) BE64d (25uM) 24 hpi on-treate Non-treated
YA ZECEBMTT EC50ME (nM)
Virus SARS-CoV-2
VeroE6
Cells VeroE6 (TMPRSS?) 293T ACE2
Remdesivir 1,200 910 4.9
GS-441524.1 _ 560 ND 950 MOI=1, 24 hpi
N4-hydroxycytidine 30 ND 61 Green: anti-SARS-CoV S
Lopinavir 33,000 37,000 9,300 Blue: Hoechst 33342
Nelfinavir 2,200 1,200 640
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Hamster: Syrian, 6 wks, %
Infection: intranasal infection (100 pL/hamster)
Virus: SARS-CoV-2 (WK-521)
Challenge dose: 2.17 x102 TCIDgy/animal
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Hokkaido university Shionog

Research Center for Faculty of Veterinary Medicine | Snionogi innovation center
Shinsuke Toba

Zoonosis Control Yoshihiro Sakoda Haruaki Nobor
Hiroshi Kida Masatoshi Okamatsu Keiichi Taniguchi
Hirofumi Sawa Keita Matsuno Takao Sanaki
Orba Yasuko Faculty of Pharmacology Kentaro Uemura
Michihito Sasaki Katsumi Maenaka Yuki Maruyama
Etsuko Hayashi Akira Matsuda Haruka Maeda

Shionogi (Osaka)

GI-CoRE UTMB Makoto Kawai
Michael Carr Slobodan Paessler éizr;:g“?élziﬂii
William W. Hall Junki Maruyama Qi

Graduate School of Medicine  National Institute of I\?(T;ONiTtlghldo
Jiro Arikawa Infectious Diseases Gifu university
Kumiko Yoshimatsu Masayuki Saijo Masanori Kobayashi
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