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Molnupiravir for Oral Treatment of Covid-19
in Nonhospitalized Patients
Molnupiravir Duong Udng Dicu Trj Covid-19 O Binh
Nhan Ngoai Tra
Ban luge dich ciu bac sTwedn minh thanh- khos HSTC-CD

B¢nh vign da khoa 1inh khanh hows

ABSTRACT

BACKGROUND

Con ¢d cic phuomyg phap dicu Irj moi ¢ giom nguy co Gén trién cua binh
coranavirus 2019 (Covid-19). Malnupiravie [ mdt tién thude khing vi-rat dudmy
udng, phin tir nhé, cd hoyt tinh chang lyi coronavirus 2 gdy hdi chimg hd hidp cip
tinh nghuciv rong (SARS-CoV-2),

PHUGNG PHAP

Ching t6i da tién hanh mdt (bt nghi¢m doi chimg gis dige. miy doi, ngau nhién,
gini dogn 3 d¢ dinh gid higu qua v 4§ sn 1wan vige dicu i bing molnupiravie bat
dau irong vang 5 ngay sau khi bat dau ¢o cac ditu hi¢u hoiic irigu chang ¢ b¢nh nhin
ngudi lon agom vign, clur Liém phoog van anrc d¢ (0 ohe dén irung binh, mau xdét
nghi¢m xde nhin Covid-19 v it nhat mot yéu 16 nguy co piy Covid-19 murc d
ning. Nhitog ngudi tham gia thu nghiém duge ¢hi djub ngiu nhién dé nhin 800 mg

molnupiravir hojde gii duge hai lan mot ngdy trong § ngdy. Chi tiéu hic¢u qus chinh
15 1y ¢ nhap vig¢o hodc wr vong ¢ ngdy 29: 1y I¢ cua cdc bien co bat Igi 1d chi tiéu oan
toan chinh. M@ phidn tich lam thdi theo ke hopeh di duge thye hign khi 50% trong
§0 1550 ngudi tham gia (dang ky muc ti¢a) 33 duge theo doi cho dén ngay 29,




KET QUA

Tang cgng ¢6 1433 thanh vién tham gia, irai gua qus rink phin bé ngiy nhién: 716
ngudi duge ¢l dinh nhin molnopiravic v 717 ngudi ding gis duge. Ngoai trir mat
can bang gidgi tinh, cdc djc diem co ban @ hai nbam Li weng ty pbaw. Tinh wa vigt
cia molnupiravir di duge chiang minh tai phin tich lim thoy; nguy co nhip vign

vl bit ky nguyén nhan nio hojc (1 vong cho den ngdy 29 véi molnupiravir (24 trong
$0 385 ngudi tham gia [7,3%]) thip hon so véi gia duge (53 eén 377 [14.1%)) sy
khidc bié¢t, - 6,8 diem phin trim; khoaog tin ciy 95%: — 11,3 den —2.4: P = 0,001).
Trong phin tich 11 ci nhimg nguai tham gia da 1rai qua phan tich ngau nbién, ty 1§
ngudai tham gia nbigp vién hoje 1z vong cho den ngay 29 @ nham malnupiravie lhﬁp
hon o nhom gia duge (6,8% [48 tren 709] so van 9,7% [68/699 ] chénh Léch, =30
diém phin tram; khodng tin cdy 95%, 5.9 dén —0,1). Két qua phan tich nham phy
phin Idn phi hgp vdi cic ket quatong th: trong mdt s6 phan nhom, chang hyn ahy
bé¢nh nhin co hang chitng nhicm SARS-CoV-2 trige do. nhimy ngudi cd i lagng
vi rit ¢or ban thap va nhirmg ngudi mac bénh ticu dudng. ude tinh diém ¢it cho sy
khic bigt duge uu tién cho gia duge. Mol iuong hgp ta vong did duge bao cio &
nhom molnupiravie va 9 trmg hep duge bio cdo o nham dimg gia durge cho den
ngdy 29. Cic bidn co bit lgi di dwge bia cia o 216 trong s6 710 ngudi tham o
(30.4%) trong nhom molnupiravir v 231 wén 701 (33,0%) o nhom gia duge

KET LUAN

Dicu 1rj sim van molnupiravir [dm giam nguy co nhdp vign hojic o vong o ngudi
lan ¢6 nguy co. chus duge tem chung véi Covid- 19 (Funded by Merck Sham and
Dohmie; MOVe-OUT ChoicalTrials. gov number, NCT04575597.)




1637 Pasticipants were asyesiod

for elagbality
204 Wete scrooned but
ot undergo rendormistion
1O Underwent tandott|zation
Ti6 Were assigned to receive molmupiravie 717 Wete assigned to recrive placede
630 Campleted S-cay imtervertim peried 668 Completed S-day witervention pered
90 Discontinued molnupirsvic 36 Discontinued placebo
10 Madl stverse event 20 Had adverse evem
8 Werr not adherant to saigned 7 Were nat sdherant to sasigmed
regyTET ey irmen
B Wathdrew S Withdrew
4 Hadt other reasnn 4 Had other remon
& Did not recerve molnupiteet 16 Did not receive placebo
|
€30 Completed 29-day trial peticd 709 Were included in the modified 9% Wase inclutied in the modified 672 Completed 25-day trial petrad
30 (scontinued 115l intontion-to-trest population Usterition-ta-treat populstion 2% Discontinued vl
23 Withdiew 7 Were excluded 12 Ware excluded 15 Withedro
1 Died 1 Wan hoapitalized befare 2 Were hospitafized before 9 Dind
7 Had other rexson dose | dove | 35 Had other reason
6 Died mol receive maloupi g 16 DM not receive placebo

Figure 1. Randomization and Flow of Participants from Baseline through Day 29.




Subgroup Malnupiravis Placebo Absoluta Risk Reduction (95% CI)

na af evtrtrjno. of partiupants peroeniape pountt

- :

Fermale 165379 277344 — -1E (-2.430-02)
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Figure 1. Incldance of Hospitalization or Death at Day 29 in the Modifiad Intention-to-Treal Population, According to Subgroup.

Shawn are data for the primary end paint in key subgiaups of the maodified intentian-to-treat papulation. The 95% eonfidence intarvals
are based an the unstratified Miettinen and Nurminen methad. Ohesity was defined by a bady-mass inder of 30 ar above Data on hassaiine
nudeocapsid antibody status are hased on a nucleocapsid antibody assay and do nat reflect previous vaccination status, since Covid-19
vacaines generate antibodies against the SARS-CoV-2 spike pratein, not the SARS-CoV-2 nudeocapsid protein. Race and ethnic group
were reported by the participants, whao identfied themselves from a set of available aprions. Each raca ar ethnic group categary includes
participants wha identified themselves as belanging o that race ar ethnic group only ar as belonging 10 that race or ethnic group plus
ane ar more ather races ar ethnic groups; thus, participants could he counted in mare than one race ar pthnic group rategory. Canfi-
dence intervals were oot adjusted for multiple comparisons and may nat be repraducible. For the Asian race group, the eonfidence in-
1eeval was no1 calculated, in accordance with the analysis plan, owing ta a sample size af lecs than 25 participants in eithes group. (See
Fig. S2 far datails en race and ethnic group ) Outcamas accarding ta baseline clade are not shown here, since at the time of this report,
clade sequencing had nat yet been conducted for about 45% of all participants wha underusnt randomization.
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Figure 2. Time-ta-Event Analysis of Haspitalization ar Death through Day 29 in the Modified Intention-ta-Treat
Population.

Shown are Kaplan—Meier curves with 95% confidence intervals (I bars). X indicates censored values. Data for the
single participant with unknown survival status and no hospitalization reported were censored on the day when the
participant was last known ta be alive. The inset shows the same data on an expanded y axis.




Tabla 2. InGdence af Adverse Evenis in the Safety Populatian.
Malnupiravit Placebo Estimated Difference
Adwverse Events and Discontinuatian {N=710] IN=701) {95% )~
number (percznt) pereniage paints
Participants with adverse avents
>} Adverse event 216 {30.4) 211 (33.0) -25(-74tn23)
21 Advene event related Lo the assigned regiment 57 (8.0 59 {B.4) -04(-1.310285)
21 Serious adverse event 49 {6.9) €7 {5.6) -27(-5.61002)]
21 Serious adverse event related 10 the assigned 0 1{0.1) ~0.1(-03ta04)]
regiment
Death 2(03) 1241.7) -L4(-17ta-0.5)
Participants wha discontinued the assigned regimen
because of an adverse event
Adverse pvant 10 {1.4) 20(2.9) -l.4{-.11001)
Adverse event related 10 the assigned regiment 4 {0.6) 3{04) 0.1(-0.3¢c01.1)
Seriaus adverse event s{0.7) 13{L.9) -1.2{-25w 0.1)
Serious adverse event related to the assigned a Q 00(-05t00.5)
regiment

* Differences shown are for molnupiravir as compared with placebo. Difference esnmates were based on the Mieninen
snd Nurminen method.
1 Related events were thase determined by the irvestigators ta be related 10 the assigned regimen.




In this trial, aral molnupiravir was found to
be effective for the trearment of Covid-19, with-
out evident safety concerns, when initiated with-
in 5 days after the onset of signs or symptoms
in this population of nonhospitalized, unvacci-
nated adults who were at risk for progression to
severe disease.
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