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3CLP is a key enzyme in the viral replication
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F F Unoh, ¥ et al. J. Med. Chem. 2022

3CLP, 3C-like protease; ACE2, angiotensin-converting enzyme 2; E, envelope; ERGIC, endoplasmic-reticulum-Golgi intermediate compartment; M, membrane; mRNA, messenger RNA; N, nucleocapsid nsp1-16, non-
structural proteins 1-16; PLP, papain-like protease; ppla/lab, polyprotein 1a/1ab; RdRp, RNA-dependent RNA polymerase; RNA, ribonucleic acid; S, spike; ss, single-stranded; TMPRSS2, t prot serine 2
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IS MUIVE) : Phase 3 part - coviD- 19055 RET3FTORR (XEFMER) -

Proportion of event (%)
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COVID-19D5FERNVRET FFTOIFE
COVID-19RAENSTVER B (T T ORFRIN7 285 AR IBOAEH

100 -
SAEIR : KM TED, ROBH, B, BoFER(IFR, TARR (ERHB) FEFE R
90 125 mg 250 mg 7 otRE¥
N = 347 N = 340 N = 343
80
. & 167.9 171.2 192.2
- Minshon Pl [145.0, 197.6] [150.8, 190.3] [174.5, 238.3]
60 - Difference in median vs. placebo -24.3 -21.0
[95% Cl] [-78.7, 11.7] [-73.8,7.2]
0 7 Stratified Peto-
Prentice's generalized | i
40 e A o mAlPiE  0.0407 0.0203
St o placebo [a]
Cl = Confidence Interval
20 - [a] Adjusted by the following stratum (SARS-CoV-2 vaccination history [Yes or Noj)
10 1 IO 250mg (n=329, MediansT.) A0 RICISEBZCOVID-1 905&&73"@9&3‘551“0
i — TSN T25mg (n=336. Medion=7) R (RENORBICRZITORM) £75ERICHLT
I | | | I I | | 3 | | ﬁglzm (EEMEE&M)
2 4 6 810 12 14 16 18 20 22
Time from the start of treatment (days) @ SHIONOGI

J_RD_20221012final2.2.pdf (shiohogi.com)
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94 LARNARDA—A51 Y5 DZ/LER [(BAEL 57205 ERFDRE]
. M548H GEHRSH) L3I 1VARNAROE(LE
o i I EER BRI SR
: A 125 mg 250 mg J St
7 ® I =HLALE 250mg N = 347 N = 340 N =343
® IVYMUVEN 125mg
w &5 O Placebo Mean (SD) -2.737 (1.085) -2.690 (0.974) -1.235 (1.528)
- Wi isri o LS mean (SE)  -248(0.08) -249(0.08) -1.01(008)
% s ’ ANCOVAvs. (DIference i LS 147 008) 148008
g * | placebo [a] | “roce cy  [1:63,-1.31] [1.64,-1.32]
g mfIPAE <0.0001  <0.0001
s 45 UNIT: log, copies/mL
S ANCC:\llill\“ |=t :fmluyasrl\st izfcft?;ra\r(i;n;:; ISRDNTA ?stazgsarlw‘i):evci:g;t;;/:\EL= Standard Error; LS = Least Squares; Cl = Confidence Interval
'z,‘ 4 ll-fo\‘/'::al RNA is r?egative and less than the lower Iimit1gf quantification, the viral RNA was imputed 2.27 and 2.08 log,, copies/mL,
E 35 ;:]s%zcvt;ie;re: SARS-CoV-2 viral RNA at baseline, SARS-CoV-2 vaccination history [Yes or No]
R . IVYMIEL (125mgl) %5488 (EFSHE) LW
T, I5HiELEBUTIMILARNAREI 003D 1ICIETF
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Patients with first negative
SARS-CoV-2 viral titer (%)

~ -~ \
& b nt* L | Censored
Placebo
Ensitrelvir 125 mg
Ensitrelvir 250 mg
T T T T T T T T T T T T T T T
0 24 48 72 96 120 144 168 192 216 240 264 288 312 336
Hours
Number at risk
Placebo 108 95 85 69 46 23 17 14 4 3 2 2 1 0 0
Ensitrelvir 125 mg 111 93 58 20 7 1 1 0 0 0 0 0 0
Ensitrelvir 250 mg 13 87 59 26 8 1 0 0 0 0 0 0 0 0 0
'E S 7 : l Ensitrelvir 125 mg Ensitrelvir 250 mg Placebo
FPQ&{I:_;C7 7‘|Z'J"§]‘:') n=1n =18 n=1%® Clinical Infectious Diseases
%"\JZI'OH?I Fﬁﬂ I7 /r IDZ 'ﬁ % Median (hours) [95% ClI] 51.3 [44.1, 61.8] 62.1[43.7, 66.5] 91.9 [84.0, 109.9] (httpS'//dOi org/lO 1093/cid/ciac933)
75§E < tl: 6 Difference from placebo (hours) [95% CI] -40.6 [-58.5, —-26.5] -29.8 [-52.0, -23.6] - . . '

P Value <.0001 <.0001 = 7
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