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TOM TAT

Pat van dé: Pai dich do virus corona (COVID-19) hién van la mot ganh nang
todn cdu. Biéu hién cia bénh da dang tir khong triéu chirng dén suy hé hdp, suy da con
quan, va nhiém khuan huyét. Panh gid hiéu qud cia thubc khdng virus cé thé giip dp
dung diéu tri nham ngdn chdn cdc bién chiing nguy hiém nay.

Muc tiéu: Xac dinh so bo hiéu qua cua molnupiravir trong diéu tri bénh nhan
mdc COVID — 19 mike do nhe- trung binh tai Bénh vién Quan Dan Y mién Dong tir thang
10— 2021 d@én thing 12 -2021.

Phwong phdp va déi twong: Nghién citu mé td, thiee hién trén 225 bénh nhan
nhap vien vi COVID-19 murc do nhe - trung binh dwoc khai thac tien can, triéu chirng
lam sang va duoc dinh lvong virus COVID-19. Bénh nhdn dwoc diéu tri vi phdc do
chudn, hodc phdc do chuan kém theo molnupiravir, sau 6 dwoc danh gid tai heong virus
vao ngay thir 10.

Két qua: Trén 225 bénh nhdan nghién ciu, ty 1é am tinh COVID-19 ciia nhém
diéu tri chuan la 25%, ¢ nhém diéu tri véi molnupiravir la 30,4%. Nghién ciru cho thdy
molnupiravir lam giam thoi gian dm tinh véi p<0,001. O nhitng bénh nhdn con dwong
tinh véi COVID-19 vao ngay thir 10, bénh nhén diéu tri véi molnupiravir ¢6 tai lirong
virus ngay 10 thap hon so nhém diéu tri chudn cé y nghia thong ké (p=0,049).

Két ludn: Panh gia budce dau diéu tri molnupiravir gitip gidm tdi leong virus
dang ké trén bénh nhin mdac COVID-19 mirc d¢ nhe- trung binh.

Tw khoa: bénh nhan COVID-19, molnupiravir, PCR.
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PRELIMINARY ASSESSMENT OF THE EFFECTIVENESS OF MOL-
NUPIRAVIR IN TREATMENT OF COVID-19 PATIENTS IN EASTERN PEO-
PLE MILITARY HOSPITAL

ABSTRACT

Background: The coronavirus (COVID-19) pandemic remains a global burden.
Manifestations of the disease range from asymptomatic to respiratory failure, multi-
organ failure, and sepsis. Evaluating the effectiveness of antiviral drugs can help to
apply in treatment to prevent these dangerous complications.

Objective: To determine the effectiveness of molnupiravir in the treatment of
patients with mild-moderate COVID-19 at Eastern Military Hospital from October
2021 to December 2021.

Methods: Descriptive study, performed on 225 hospitalized patients with mild-
moderate COVID-19 whose history, clinical symptoms and COVID-19 virus were
investigated. Patients were treated with standard regimen, or standard regimen plus
molnupiravir, and viral load was assessed on day 1 and 10.

Results: Inthe 225 study patients, the negative rate for COVID-19 in the standard
treatment group was 25%, in the molnupiravir group it was 30.4%. The research showed
that molnupiravir reduced the time of viral clearance with p<0,001. In patients who
remained positive for COVID-19 on day 10, patients treated with molnupiravir had a

lower viral load on day 10 than the standard treatment group (p=0,049).

Conclusion: Preliminary assessment of molnupiravir resulted in a significant

reduction in viral load in patients with mild-moderate COVID-19.
Key words: COVID-19 patient, molnupiravir, PCR.

1. PAT VAN PE

COVID - 19 (Corona virus
disease 2019) 1a mot bénh truyén nhiém
v6i tac nhan 14 virus sarcovi-2 va cac bién
thé ctia n6 dang dién ra trén pham vi toan
cau. Virus corona thudng gy ra cac triéu
chtng duong ho hap, sdt, ho, kho thd, dau
co va mét moi, ning hon s& dan dén viém
phéi, hoi ching suy ho hap cap tién trién,
nhiém khuan huyét suy chtc ning da co
quan va tr vong[1].

Mot sb loai thude g?ln day da duoc
cap phép sir dung khan cip cho COVID-19,
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trong d6 molnupiravir 1a mot loai thudc
sit dung bang duong udng day hua hen.
Nghién ctru trén chudt hamster bi nhiém
SARS-CoV-2 cho thép c0 su cai thién chirc
nang phoi rd rét va suy giam hiéu gia virus
khi str dung molnupiravir[2]. Molnupiravir
con dugc chirng minh in vitro trong nudi
ciy té bao biéu mod duong thd ciia con
ngudi chéng lai SARS-CoV-2[3]. Mot
vai nghién ctru di chirmg minh ring viéc
diéu tri som voi molnupiravir 1am giam
tai luong virus, gidm nguy co nhdp vién
hodc tr vong & ngudi 16n[4,5]. Tuy nhién,
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nhitng bao cdo nay tai Viét Nam con han
ché, do @6 ngién ctru nay thuc hi¢n dé tai,
v6i muyc tiéu tong quat so bo danh gia hiéu
qua ctia Molnupiravir trong diéu tri bénh
nhan mic COVID — 19 murc d nhe - trung
binh.

2. POI TUQNG VA PHUONG PHAP

NGHIEN CUU

2.1. P6i twong nghién ciru:

Tiéu chudn chon vao: Bénh nhan
> 18 tu6i nhiém COVID-19 ¢6 triéu ching
nhe- trung binh dugc xac dinh béng PCR
<5 ngay[5,6].

Tiéu chuan logi trir: Bénh nhan
méc bénh man tinh nang (Bénh than man
c6 eGFR < 30 ml/phut/1,73m? da hodc
dang loc mau chu ky, xo gan child B-C,
ting men gan AST hodc ALT cao gip 3
lan ngudng gidi han trén binh thuong,
giam tiéu cau <100.000/uL, giam bach cau
<500/mL), phu nit c6 thai hodc cho con
b, bénh nhan di tng thudc, hodc tir chdi
tham gia nghién ctru[5,6].

Pia diém nghién ciru: Khoa
COVID 2, Bénh vién Quan Dan Y mién
Dong.

Thoi gian nghién cuu: Tu thang
10 — 2021 dén thang 12 -2021.

2.2. Phuong phap nghién ciru:

Thiét ké nghién ciru: Tién clru mo ta

C& mau: 225 bénh nhan, chon
mau lién tyc thuén tién.

Phurong phdp tiép cdn nghién ciru:

Bénh nhan thoa tiéu chuin nhén
vao va loai trr dugc lya chon vao nghién
ctru. Bénh nhan duoc khai thac vé cac chi
s6 nén, tién can bénh ly, ti€ém vaccine, tri¢u

ching 1am sang dé phan muc do bénh.
Nhom ding thudc duoc chi dinh thém
molnupiravir liéu 200mg/vién, udng 8 vién/
ngdy vao diéu tri tiéu chuan, sau an, thoi
gian lién tyc 5 ngay theo Hudéng dan cua
B0 Y t&[7]. Nhém con lai chi duge diéu tri
tiéu chudn theo Huéng dan ctia BO Y t&[7 1
Tét ca bénh nhan dugc chi dinh PCR dinh
lugng virus vao ngay 1 va ngay 10.

Pinh nghia bién sé

Tudi: 14 bién dinh luong lién tuc,
tinh tr ndm sinh cua bénh nhan cho dén
ngay bénh nhan nhap vién.

Gidi: 1a bién nhi gid gdm 2 gia tri
la nam hoac nir.

Chiéu cao, cAn ning: 1a cac bién
dinh lugng lién tuc.

Phan loai BMI: la bién tht tu,
dugc phan loai theo Huéng dan cua T
chirc Y té Thé gidi cho nguoi Chau A.

Tién st bénh ngi khoa: 1a bién
nhi gia bao gdm céc gia tri: ting huyét ap,
dai thdo duong, suy tim, bénh tim mach
X0 vita, bénh phéi tac ngh€n man tinh
(COPD), bénh than man.

Mtrc d¢ nang theo lam sang: la
bién danh dinh gém 4 gia tri: nhe, trung
binh, ning, va nguy kich, dugc chan doan
theo Huéng dan ctia BO Y té[7].

Str dung thudc: 1a bién nhi gia gom
2 gia tri 1a c6 va khong, c¢6 khi bénh nhan
dugc chi dinh dung thém molnupiravir bén
canh diéu tri chuén.

Dién tién bénh: 1a bién nhi gia
gdm 2 gia trj 1a c6 va khong, c6 khi bénh
nhan c6 ting d6 ning trong qua trinh diéu
tri. Cac do ning dua trén Huéng dan cia
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Bo Y té[7]

Thoi gian 4m tinh: 13 bién dinh
lwong, duge tinh tir ngay nhap vién dén
khi bénh nhan am tinh.

Tai lugng virus ngay 1, Tai lugng
virus ngay 10: 14 bién dinh luong, dya trén
két qua PCR COVID-19.

Hi¢u tai lugng virus sau ngay 10:
1a bién dinh luong, dua trén hiéu tai lugng
virus gitra ngay 1 va ngay 10.

Am tinh: 12 bién nhj gid gdm 2 gia
tri 1 c6 va khong, dua trén két qua PCR
COVID-19.

Tir vong: 1a bién nhj gia gdm 2 gia
tri 1a c6 va khong.

2.3. Xir Iy s6 liéu:

S6 liéu nghién ctru di duoc ma
hoéa va nhap vao may vi tinh theo phan
mém SPSS 20. Bién dinh lugng duoc trinh
bay dudi dang trung binh + d¢ 1éch chuan.

Bién dinh tinh duoc trinh bay duéi dang ty
1¢ phan tram. So sanh trung binh ciia bién
dinh lugng bang phép kiém t-student néu
c6 phan phdi chuan, phép kiém Mann —
Whitney néu khong c6 sy phan phdi chuan.
Kiém dinh twong quan giira cac bién dinh
tinh bang phép kiém chi binh phuong (x?)
néu ky vong > 5 hodc Fisher Exact néu ky
vong < 5. Sy khac biét co ¥ nghia thong ké
khi p < 0,05 v&i do tin cay 95%.

2.4.Y duc:

Céac dbi tuong tham gia nghién
ctru déu duge ky vao phiéu dong y tham
gia nghién ctru.

Tat ca thong tin cia bénh nhan s&
duoc bao mat va luu trir can than.

3. KET QUA NGHIEN CUU

Tur thang 10 — 2021 dén thang 12
-2021 c6 225 bénh nhan du tiéu chuén dua
vao nghién ciru, két qua nhu sau:

Bang 1. Ddc diém vé tuoi, gioi va so do nhan trac cua doi twong nghién ciru

theo nhém diéu tri

Bién s Toan bo Dung thubc Kh?gﬁé(iung b
(n=225) (n=100) (n=125)

Tudi (ndm) o 32 33 31 0.07
(trung vi, khoang tr phan vi) 25-43 27—-43,5 24 - 42 ’
Gioi tinh, n(%)

Nam 125 (55,6) 49 (49,0) 76 (60,8) 0.08

Nir 100 (44.,4) 51 (51,0) 49 (39,2) ’
Chiéu cao (cm) ' 167 163 168 0.16
(trung vi, khoang tr phan vi) 157-170 156 — 169,5 158 -170 ’
Can néng (kg) . 58 60 58 0.19
(trung vi, khodng t&r phan vi) 55-63 54 -65 55-62 ’
Phan nhém BMI, n(%)
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Nhe can 10 (4,4) 5(5,0) 5(4,0)

Binh thuong 164 (72,9) | 70(70,0) 94(75) |, 4n
Thira can 37 (16,4) 16 (16,0) 21(16,8) |
Béo phi 14 (6,2) 9(9,0) 5(4,0)

Nhén xét: Nghién ctru bao gdm 100 bénh nhan dung thudc va 125 bénh nhan
khong dung thudc molnupiravir. Nghién ctru khong ghi nhan ¢ sy khac biét vé tudi, gidi
tinh, cac chi s6 nhan tric giita 2 nhom.

Bang 2. Bac diém bénh ly nén va chung ngtra vaccine theo nhom diéu tri

Bién sb Toanbg | Dung thuoe dﬁﬁg:ﬁﬁéc p
(n=225) (n=100) (n= 125)
Vaccine, n(%)
Chua tiém 14 (6,2) 6 (6,0) 8(6,4) 0.9
ba tiém 211 (93,8) | 94 (94,0) | 117 (93,6) ’
Bénh nén, n (%)
Tang huyét ap 15 (6,7) 9 (9,0) 6 (4,8) 0,21
Bénh tim mach xo vira 1(0,4) 1(1,0) 0(0,0) 0,44
Suy tim 0 (0) 0 (0) 0(0)
Bénh phdi tac nghén man tinh 0 (0) 0 (0)
bdi thao duong 7(3,1) 5(5,0) 2(1,6) 0,25
Bénh than man 1(0,4) 1(1,0) 0 (0) 0,44

Nhan xét: Nghién ciru ghi nhan ty 18 tiém vaccine & nhom ding thudc 1a 6%,
va & nhom khong dung thude 14,4%, khac biét khong c6 ¥ nghia. V& bénh 1y nén, ting
huyét ap 14 bénh phd bién nhat, chiém 6,7%. Khong ghi nhan su khéc biét vé cac bénh

ly nén gitta 2 nhém diéu tri.

Bang 3. Dién tién bénh theo nhém diéu tri

(n=225) (n=100) (n= 125)
Murc d6 bénh, n (%)
Nhe 218 (96,9) 99 (99,0) 119 (95,2) 014
Trung binh 7(3.,1) 1(1,0) 6 (4,8) ’
Dién tién bénh, n(%)
Khong dién tién 219 (97,3) 97 (97,0) 122 (97,6) 0.7
C6 dién tién 6 (2,7) 3(3,0) 3(2,4)
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Nhén xét: Ty 1é bénh nhan mic COVID-19 nhe ¢é nhém diung thudc 1a 99%,
& nhoém khong dung thude 13 95,2%, v6i p=0,14. Nghién ctru ghi nhan 3% bénh nhan
nhom dung thude va 2,4% bénh nhan nhom khong ding thude c6 dién tién nang hon, véi

su khac bi¢t khong c6 y nghia.

Bang 4. Hiéu qua diéu tri cua molnupiravir

Bién s6 Toan bd Dung thubc Kh(&?ﬁ 6((1:ung .
(n=225) (n=100) (n = 125)
Tai 'luqng virus ngay 1 (log, 17,62 18,40 17,07 0.06
copies/mL) 15,43 -20,79 115,93 - 21,46 | 15,11 -20,44 |
O nhém bénh nhan 4m tinh vao ngay thir 10
Am tinh, n (%) | 63(28,00 | 25(250) | 38(304) | 037

O nhém bénh nhéan con duong tinh ngay thi 10

Tai lugng V.irus ngay 33,05 33,83 32,57 0.049

10 (log,, copies/mL) |29,94 —35,49|31,08 —35,98 | 28,53 —35,02 |

A \ 15,5 15 16

Thot gian am tinh (ngay) 14-17 14-16 1517 <0,001
Ttr vong, n (%) 0 (0) 0(0) 0(0)

Nhan xét: Tai lugng virus lac nhap
vién khong khac biét gitra 2 nhom diéu tri.
Vao ngay thtr 10, 25% bénh nhan nhom
dung thudc va 30,4% bénh nhan nhoém
khong dung thude da am tinh, véi p=0,37.
Dbi v6i nhitg bénh nhan con dwong tinh
vao ngay thir 10, nghién ctru ghi nhén tai
luong virus ngay 10 & nhom bénh nhan
dung thudc thip hon nhom khéng dung
thudc ¢ ¥ nghia thong ké voi p = 0,049, va
hi¢u tai lugng cling cao hon vo1 p<0,001.

4. BAN LUAN

Molnupiravir 1a loai khang virus
pho rong, tac dong thong qua viéc canh
tranh v&i cac nucleotide nhu uridine va
cytidine triphosphate dé gin v6i adenine va
guanine, tr d6 gy nén cac dot bién RNA
cua virus trong qua trinh sao chép, tur do
gitp giam tai lugng virus®. Molnupiravir
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dugc s dung trong vong 5 ngay dau khi
mic bénh, nhd duoc st dung bﬁng dudng
udng nén dé dang trong cong tac diéu tri
ngoai trg, va co6 hi¢u qua tuong duong
¢ cac chung virus khac nhau®. Nhirng
nghién ctru gan day cho thiy murc d6 dung
nap, an toan va hiéu qua bao vé cta thudc
trong cac nghién ctu pha 1, pha 2 va pha
3®, Nghién ctru nay cling ghi nhan nhirng
loi diém cta molnupiravir twong dong voi
cac nghién ctru trén thé gioi.

Nghién ciru nay bao gdm 100 bénh
nhan dugc chi dinh thém molnupiravir bénh
canh diéu tri chuan, va 125 bénh nhén chi
duoc diéu tri chuan. Khi do tai luong virus
vao ngay thu 10, c6 25% bénh nhan nhém
dung thuéc va 30,4% bénh nhan nhoém
khong dung thubc da am tinh (p = 0,37).
Nghién ctou nay ghi nhan molnupiravir
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lam giam dang ke tai lugng virus khi diéu
tri cho bénh nhan mic COVID-19 muc do
nhe hodc trung binh trong giai doan som.
O nhitng bénh nhan con dwong tinh vao
ngay thu 10, tai lugng virus & nhém bénh
nhan dung thudc 14 33,83 (31,08 — 35,98)
log,, copies/mL, thap hon so véi nhom
nhom khong dung thude 1a 32,57 (28,53
— 35,02) log,, copies/mL , v&i p=0,049.
Ghi nhan nay phu hop véi nhitng nghién
cuu khac g?ln day duoc thyc hién trén thé
gidi. William Fischer va cong su thuc hién
nghién ctru diéu tri molnupiravir liéu 400
mg va 800 mg trén 202 bénh nhén cho thiy
tai lugng virus gidm c6 y nghia gitta 2 nhom
diéu tri va khong diéu tri véi molnupiravir,
ddng thoi, cling gitp giam thoi gian thanh
thai lugng RNA cua virus. Hi¢u qua khang
virus cia molnupiravir dugc chirng minh
r rang tir bénh pham hau hong ctia ngudi
tham gia diéu tri, cho thiy sy thay doi
RNA cua virus & ngay 3, 5, 7, 14, va 28 so
v6i ngay ban dau. Vao ngay tht 3 sau diéu
tri, chi 1,9% bénh nhan nhém dung liéu
800 mg phat hién RNA cua virus, trong
khi dén 16,7% bénh nhan nhom placebo
van con virus trong bénh pham. Viéc thanh
thai hoan toan virus da dat duoc & nhém
dung 800 mg vao ngay thu 5, trong khi
11,1% nhém gia duoc van phan lap dugc
vi rat, (voi p=0,027). Sy thanh thai RNA
clia virus trong nhom dung liéu 800 mg da
dat dugc thanh cong véi ty 1€ 92,5% nguodi
tham gia so vd&i 80,3% & nhom gid dugc
cho dén khi két thiic nghién ciru (ngay 28)
@, Tuy nhién, nghién ctru MOVe-IN lai
khong cho thay loi ich cia molnupiravir

trén bénh nhan nhap vién®. Sy khac biét
nay c6 thé do nghién ciru MOVe-IN tuyén
chon khong chi nhimg bénh nhin mic
COVID-19 mtc d§ nhe- trung binh, ma
con nhiing bénh nhan muc d¢ ning, co
nhiéu bénh 1y nén, va nhom dan sd ¢6 tudi
trung binh cao hon, nén tong trang va tién
lugng ctua nhitng bénh nhin nay ngay tu
lac bat dau nghién ctru dd x4u hon nhiéu.

Nghién ctru pha 3 cua A. Jayk
Bernal thyuc hién trén 1433 bénh nhan méc
COVID-19 mutc d nhe- trung binh chua
tiém vaccine diéu tri véi molnupiravir
lidu 800mg ngoai trGi ciing cho thiy
molnupiravir giip giam tai lugng virus
vao ngay tha 3, 5, va 10, va giam nguy co
nhap vién va tir vong (6,8% so vdi 9,7%,
KTC 95% [-4,9; -0,1]), va hi¢u qua nay la
tuong tu & tit ca cac chung virus hién tai®.
Tuy nhién, nghién ctru nay ghi nhan ty 1&
bénh nhan c6 dién tién xdu trong nhom
dung thudc 12 3% va & nhém khong dung
thudc 14 2,4%, voi p=0,78. Diu nay c6 thé
do ¢& mau nghién ctru nho, khong phan
anh duoc toan bo dan sé chung. Nghién
ctru nay bao gdbm dén 93,8% bénh nhan da
duogc tiém chung vaccine, c¢6 thé gop phan
vao qua trinh han ché dién tién ning cua
bénh nhan. Bén canh d6, nghién ctru dugc
thue hién trong bdi canh noi tr, nén chua
danh gia duoc tic dung gidm ty 1¢ nhap
vién nhu cac nghién ciru khac trén thé gioi.

5. KET LUAN

Panh gid budc dau diéu tri
molnupiravir c6 hiéu qua dang ké trong
viéc giam tai lugng virus sém hon va giam
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thoi gian 4m tinh hon so véi diéu tri thong
thuong & bénh nhan mic COVID-19
muc do nhe- trung binh. Viéc chi dinh
molnupiravir sém c6 thé dugc xem xét &
nhirng bénh nhan phu hop.
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