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1) Molnupiravir for Oral Treatment of Covid-19 in Nonhospitalized Patients | NEJM 5/ 21
2) ed7100f4-9dba-4cd5-8581-3548721bfal0d.pdf (researchsquare.com)



https://www.nejm.org/doi/full/10.1056/NEJMoa2116044
https://assets.researchsquare.com/files/rs-1705061/v1/ed7100f4-9dba-4cd5-8581-3548721bfa0d.pdf?c=1654110344
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Mean xstandard deviation: Mean tStandard deviation:
*p<0.05 vs placebo group *p<0.0001 vs placebo group _
Lower limit of detection (1.1 log TCID/mL) Lower limit of quantification (2.08 log10copies/mL) _ . _
ANCOVA, Analysis of Covariance; Covariate: SARS-CoV-2 viral titer at baseline ANCOVA, Analy5|s of Covariance; Covariate: SARS-CoV-2 V|r_aI RNA a_t baseline, time from onset to
time fron,ﬁ onset to randomizatioh [<72 hours or =72 hours], SARS-CoV-2 ! randomization [<72 hours or >72 hours], SARS-CoV-2 vaccination history [Yes or No]

. . - = 4 If viral RNA is negative and less than the lower limit of quantification, the viral RNA was imputed by
vaccination history [Yes or No] 2.27 and 2.08 log10copies/mL, respectively.
SARS-CoV-2, severe acute respiratory syndrome coronavirus 2
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Molnupiravir Phase 2*1 PAXLOVID HR Phase 3*2 REGEN-COV HR Phase 3*3

S-217622 (S5 TUA) UtFOBw RSy ) (OFrU—)
- L Nirmatrelvir 300
S 122157[1?;2 Placebo Moslrc\)léprll:zwr Placebo Igwngfoi?%évir Placebo Rgi%'g'%v Placebo
N 51 56
Day 3 Mean* -1.050 -0.847
Diff* vs placebo -0.203 -—-
N 114 111
Day4 Mean* -2.69 -1.40
Diff* vs placebo -1.30 -
N 52 57 211 240
Day 5 Mean* -1.867 -1.320 -2.69 -1.75
Diff* vs placebo -0.547 ==c -0.93 -
N 49 56 1355 1341
Day 7 Mean* -2.485 -1.952 -3.32 -2.47
Diff* vs placebo -0.534 --- -0.86 -

*1 Fischer W. et al. (2021). Molnupiravir, an Oral Antiviral Treatment for COVID-19.

*2 Analyst and Investor Call to Discuss the First COVID-19 Comprehensive Approach: Pfizer-BioNTech Vaccine and Pfizer's Novel Oral Antiviral Treatment Candidate
*3 Weinreich D. M. et al. (2021). REGEN-COV Antibody Combination and Outcomes in Outpatients with Covid-19.
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https://www.medrxiv.org/content/10.1101/2021.06.17.21258639v1
https://s28.q4cdn.com/781576035/files/doc_presentation/2021/12/17/COVID-Analyst-and-Investor-Call-deck_FINAL.pdf
https://www.nejm.org/doi/full/10.1056/NEJMoa2108163
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https://www.medrxiv.org/content/10.1101/2022.06.21.22276724v1.full-text
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Delta strain 0.41 10 sites -

0.29 P132Y
0.36 P132H*
0.52 P132H*
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COVID-19MD1 2R &:T A7 D#lElisS i (Day 1) h5Day 6
FCOHARRESGIEDDZELE (EEFHMHIRE)

COVID-19MD127FiR: 2B : (TARR (RFHR). HIRNEX(IMAOREH. . BE/FT. HEE
PERSRAEIR : SKX(IEDED. BRDEH. . BtIN (MFkEE)
JHMCERAEIR « &S, IRIE, T

BINCE|E* (I2gEIE) ~5.37 (0.24) ~5.17 (0.23) ~5.12 (0.24)
TSR EDEIRIZE DR/ _FFS

(s ) ~0.24 (0.30) ~0.04 (0.29)
95%{=HAX S ~0.83, 0.34 ~0.62, 0.53
PiBE 0.4171 0.8806

*ANCOVA with covariates of study cohorts (mild/moderate) and virus titer at baseline
Mean + standard deviation

Covariate: SARS-CoV-2 viral titer at baseline, time from onset to randomization [<72 hours or =72 hours], SARS-CoV-2 vaccination
history [Yes or No]

127 RO EICRIT 3 EZFHAEBCOVWT, TSRBELLLBRULTWITNORE T EHMFNERRE
BE[EHBENT ., Phase 2bDFEEBRMIZEMRESNB DO 11 / 21
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S 20 4 - mg (n=113)
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" Time from the start of treatment [hours] 14 /7 21
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« Long COVID & (&, SARS-CoV-2=xZ & Z0E Rt < EIRDIEFRTH D . ZH#EIH Long-COVIDZ

EELTWVDH, —HUEZERNZL
« WHO : #IEHDS3IATIRK LBE2h AR EIR T, MDRE THIATETRDY
+ CDC : B2 4BRE 71T D = H S FTREERNE SURBHNERAN\DRZEDFETR?)

N Symptom persistence among all symptomatic respondents (n=53309)
{%)E’\E‘Z\ Tiredness [ T T

« Long COVID&E UTELFDEEZRDHEHEH D
. Long COVID(ZU FD2DDRT—Sh5733 =7 2
1. Postacute COVID : 38R L1238k, [~
RO < |

0 50
Days since symptom onset

2. Chronic COVID : 12iERIL EERDE <
4w 12w

1) https://www.who.int/news-room/questions-and-answers/item/coronavirus-disease-(covid-19)-post-covid-19-condition
15 /7 21

2) Long COVID or Post-COVID Conditions | CDC
15 3) https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8056514/



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8056514/
https://www.who.int/news-room/questions-and-answers/item/coronavirus-disease-(covid-19)-post-covid-19-condition
https://www.cdc.gov/coronavirus/2019-ncov/long-term-effects/index.html:%7E:text=Some%20people%20who%20have%20been,(PCC)%20or%20long%20COVID.
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Long COVIDICE T 2EIRNAT S (EBEZFRR2KRFEEZFESE)

80ft~-  7.3|n =78 TEE'] n (%)
7018 18.4] n = 196 679 (63.7%)
g 73] n = 196 tc 387 (36.3%)
501% - 23.5|n = 250
aoft-_____12.8] n =136 BT n (%)
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Il 2E3nB%n =935
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B =120 8% n = 724
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SHEMICERNICETHRR 125 BRICE-TVW3EEH

11%~ HEE

6-10% WFUREEE, HOET. £HHET. BEES. HEHE

3~5% B, %, AEAK, BE, WE BERY, FE0LUN, RBREER, B, REE, aREs

QABORRNBIFADEIS (FRIFZE(L)

BWi3s A% BE6sA%  BE12-A% |
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https://www.keio.ac.jp/ja/press-releases/files/2022/6/2/220602-1.pdf

17

DO F>(CkBDLong COVIDBSIEZNER
20215 1 A S510AE TICSARS-CoV-2E DR NIZKEREEADT —4

DOFARERUTRRUIZ113,474 N CIEER(CER UTZ33,940 A D6 QAR DIRIEREDIAE & LB

Death ——]
| Atisstone postacute sequeta - Fed 1| | —
1
Cardiovascular —o— 1 |__
1
Coagulation and hematologic 1 |_—
1
Fatigue ——] 1 |_-
1
T
Gastrointestinal — 1 |_—
1
T
ey | —
1
T
Mental health F—— 1 I——
1
T
Metabolc —— —
1
T
Musculoskeletal f—e— |_-
Neurologic f——— 1 |_‘
1
T
Puimonary —— - _—
l
T T T 1 T T T 1
0.3 0.4 0.6 0.8 1.0 1.1 =565 -40 -25 -10 0
Hazard ratio Excess burden per 1,000 persons at 6 months

o DIOFUERBICKDBEERERTAIITDIEDD., €TDEIGE15%THSD.

17 / 21
https://www.nature.com/articles/s41591-022-01840-0



https://www.nature.com/articles/s41591-022-01840-0
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Long COVIDREU A VICEATIHMRE (D1ILX - 3:BEAEIR)

. 63BIDCOVID-198&Eh BRI LIz M H > 7)LERDSARS-CoV- 24U & B D > &R A\ A5G2I THIRIRE
(Long COVIDES 37#l. oAt 264l) | e PASC
Long COVIDEEDE0% TR/ I I\ IHARERE (T ILRET) 2" e
. RGP TR TEESN. MPCHENBR) 28> RN, BRI (AT —h—  © | post acute sequelac of
A€ ) CovID-19
(CIXDRIEEMEN DD & < VIR TY
10' }‘ E?-‘h

1 ]
] 5 10
Months post-diagnosis

o ACTIV-2iiBR (BEMNSHEFEDIEMACOVID-19FEXZR) Tbamlanivimabi5543%&DHERE (CDULVT,. Day 22~28(CfiEikEH

UEHEREBEDESH., 24:BERICHSEVTEIEIRZEI SERNBRICEND/Z [51% (164/320) vs. 27% (76/285); p<0.0001]3

- BI\AIL7ZTUZBAVZRIAEAE (COVID-194%EE4,182 A, UK/RE) T3~4BBEDAEIRNLONG COVIDIC D/ANYD EHRE&ESNT

LD

1 IILADEARDH S DHEEHEND Z Eb'Long COVID & ESEY S alsElEh S
S-217622020—/)VLRERICHNT. II1MILREKESH Long COVIDDE R FHICRIFT

HECOWTHHEIZITSFETHD

1)  Persistent circulating SARS-CoV-2 spike is associated with post-acute COVID-19 sequelae | medRxiv

2) Risk factors and incidence of long-COVID syndrome in hospitalized patients: does remdesivir have a protective effect?

3) POST-ACUTE SEQUELAE ACTIV-2 18 / 21
4)  Attributes and predictors of long COVID



https://www.medrxiv.org/content/10.1101/2022.06.14.22276401v1
https://doi.org/10.1093/qjmed/hcab297
https://www.croiconference.org/abstract/post-acute-sequelae-of-sars-cov-2-in-nonhospitalized-activ-2-trial-participants/
https://www.nature.com/articles/s41591-021-01292-y
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S-217622DZ£%(CDWNT

125mg&%¥ : Phase 2a. Phase 2b Part (n =161)
- BEFES : 5941, BWER : 246, EEBEES : 04
- BLEERERESS : ofl
« 7FJ45F>— : 04 X F9Z . 200 (JEERE)
« BERAPIFICESTEBEESS : 241

Phase 2b R MILD E1%3=] 125mg T BEiEdD D
Phase 2b Rz MODELATE [O118 125mg T ERENANY,
Phase 2b Py MILD [O118 125mg ik BEEd D
=)0 MODERATE  [El{E 125mg BiEds D
Phase 2b _ =]l
b MILD [O118 125mg BEEd D

- FAEIE, E(CHBETRSIETN, BREBECKIRZEIZFICKWVWEFEEINS
« REIDBHENDREEZ RET DI|S(T/R0N

« ERRBERICESLEAMFAHRESNTHS ST, RESRMEPDPhase 3 Part TEMIERRZ2EDE
B FHIDELEVU AV (IEHAHE 20 / 21
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