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Tong quan vé thudc diéu tri COVID-19 tiém nang

Pham Canh Em
Truong Bai hoc Quéc té Héng Bang

TOM TAT

Swbung phdt daidich COVID-19 dwoc ghinhdnvao thdng 12ndm 2019 & Trung Quéc va tré
thanh daidichlanrénghon 216 quéc gia, dd ddt ra mét méide doa chwa tirng cé déivdisirc
khée va nén kinh té thé gidi. Virus SARS-CoV-2 cho thdy su tuwong déng vé b6 gen khodng
79% vdi coronavirus gdy héi chitrng hé hép cép tinh ndng (SARS-CoV) va khodng 50% vdi
virus hdichirng hé hép Trung Déng (MERS-CoV). Gidi phdp IGu dai mang lailoiich ddng k€ la
strdung thubc dé diéu tri COVID-19 va cdc bién ching nguy hiém cua né. Do dé, mét sé loai
thuéc dd dwoc nghién ciru vé tinh hiéu qud va an toan trong diéu tri COVID-19; hGu hét
chung dang dwocth nghiém IGm sang. Baiviét nay tém tdt cdc nghién ciru ldm sang vé cdc
loaithubckhdngvirus tiemndng duoc s dung nhw liéu phdp diéu tri COVID-19. Piéu nay cé
thé giup nhdnviény té, cdc nha nghién ctru trong viéc dp dung cdc nguyén tdc nay cho chdn

dodn, phong ngira, quanlyva diéutricdnbénh gdy ra daidich todn cGu hiéntai.

Tirkhéa: COVID-19, SARS-CoV-2, thubc khdng virus, thirnghiém ldm sang

1.GIO1 THIEU

Vao cubi thang 12 ndm 2019, bénh viém
phéi mdi bat dau & Vi Han, Trung Qudc va
ké tlr d6 d3 lan rong ra toan thé gidi, dwoc
coi |a tinh trang khan cip anh huéng sirc
khde toan cau. Tac nhan gay bénh dwoc xac
dinh la coronavirus mé&i 2019 (2019-nCoV)
duoc Uy ban Qudc té vé phan loai virus mo
ta |a coronavirus-2 gay ra hdi chirng hé hap
cap tinh nghiém trong (SARS-CoV-2). Vao
ngay 11 thang 2 nam 2020, can bénh nay da
duocTo chirc Y tEThé& gidi (WHO) coéngbd 1a
bénh do virus coronavirus-2019 (COVID-
2019)[1].

SARS-CoV-2 la virus cé hé gen ARN duong
sgidon kém nucleocapsid d8ixirng xoan 4c,
thudc ho Coronaviridae, bd Nidovirales. Co
bén chi trong phan ho nay gébm: Alpha,
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Beta, Delta va Gamma-Coronaviruses
(CoVs) gay ra bénh duwdng hd hap dudi tir
nhe dén nang [2]. K& tir dau thé ky 21, cac
dotbungphatbénhviém phdigaytlrvong &
ngudi da xay ra do CoVs. Ty lé tl&r vong lan
lwot 13 10% va 35% dd6i vdi SARS-CoV va
MERS-CoV, thudc giéng Beta-CoV. Dang luu
y, cac nghién ctru giai trinh ty d3 xac dinh
SARS-CoV-2 |a mdt thanh vién mdi cua
Beta-CoVsvdi80% diém giéng nhau [3]. Tuy
nhién, sinh ly bénh clia SARS-CoV-2 chua
duwocxacdinhrd nhuwngtuongty nhu SARS-
CoV. Sy nhan Ién cla virus dan dén tinh
trang viém va gy tén thuwong phdi cap tinh.
Sau dd, nguyén nhan hang dau gay tlr vong
do SARS-CoV-2 la viém phéi khong kiém
soat duoc. Biéu hién 1am sang cla bénh
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COVID-19 I3 s6t kém theo &n lanh, nhic
dau, mét moi, dau co, khd thé va ho khan.
Réi loan tiéu hoda va giam bach huyét cling
da duogc bao cdo trong nhirng trwong hop
nghiém trong. Bén canh dé, hinh anh chup
phéi cho thay virus xdm nhip vao phdi ngay
cadnhirngnguwoikhbéngcdtriéuching[4].
K& tr khi COVID-19 xuat hién, toan bd hé
thong chdm séc stirc khde va cac bién phap
cach ly x3 hoi trén toan thé gi¢i da dwoc to
chire lai hoan toan dé rng phé véi sé lvong
bénh nhan ngay cang tang. Dén thang 10
ndm 2021, hon 235,7 triéu ca mac va 4,8
triéu trwong hop tlr vong da duoc ghi nhan
trén khap thé gidi. Trong khi d6, thudc diéu
tri COVID-19 chwa dap irnghoanhdové hiéu
qua va muc tiéu diéu tri ddc hiéu COVID-19,
dacbiétlatréncacchingdotbién.

Nghién clru nay dua vao cac th&r nghiém
lam sang duwoc céng bd vé viéc diéu tri
COVID-19 va téng két cac kinh nghiém 1am
sang cung vdi két qua diéu tri gan day dé
cung cdp cai nhin téng quan vé céc loai
thudc khang virus tiém nang trong diéu tri.
Téng quan nay cung cap minh chirng khoa
hoc vé thudc diéu tri COVID-19 dé cac nha
Hda duoc ti€p tuc nghién ctru va tién hanh
th&r nghiém phat trién thudc mai diéu tri
d&dc hiéu trén tat ca bién ching COVID-19
cling nhu gitdp nhan viény té tham khao va
cé c& s& khoa hoc dé chan doan/phong
nglra/quan ly/diéu tri cdn bénh gay ra dai
dichtoancaunay.

2.THUOCPIEUTRI

2.1.Nghién ciruthudckhangvirus

2.1.1. Darunavir

Darunavir 1a mot chat &c ché nonpeptidyl
HIV-1 protease vdi co ché hoat dong trc ché
sy dimer hda protease va hoat dong cua
enzym protease. Thudc (rcché cé chonloc sy
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phan cit polyprotein Gag-Pol dan dén hinh
thanh cac phan tlr virus khong hoan chinh va
khong 1ay nhiém. Mot trong nhitng muc tiéu
tot nhat cha SARS-COV-2 |a protease chinh,
do d6 rc ché protease chinh cta virus c6 thé
nganchansynhanléncdavirus.

Mot s6 nghién clu in silico 3 cho thay
Darunavir c6 khd ning lién két cao vdi
protease SARS-COV-2 [5].

Puoc biét, viec phdi hgp st dung Darunavir
v@i cac thudc khang virus khdc d3 cé nhirng
tdc déng tich cwc d6i vai bénh nhan SARS-
CoV-2.Darunavir cling dd dugcsirdung cho
mot bénh nhan bj suy gidam mién dich mot
phan do bat dau hda tri. Bénh nhan duoc
diéu tri Darunavir/Cobicistat vdi liéu 200
mg x 2 lan/ngay va Hydroxychloroquin cluing
v@i liéu phap khang virus. K&t qua bénh
nhan d3 duoc hoi phuc. Tuy nhién, d6i vdi
bé&nh nhan nhiém HIV dang duoc diéu tri
Darunavir liéu 800 mg van ghi nhan trudng
hop duong tinh vdi SARS-CoV-2. Nghién
ctru nay cho thay rang Darunavir khéng bao
vé nhitng ngwdi nhiém HIV khai [ay nhiém
SARS-CoV-2[6].

2.1.2. Oseltamivir
Oseltamivir 1a mot loai thuéc khang virus

théng qua trc ché neuraminidase cGa nhiéu
loaiviruscum Ava B. Enzym neuraminidase
biéu hién trén b& mat virus va déng vai tro
guan trong trong viéc giup virus xam nhap
vao té baovat chi dong thoigidp giai phdng
virustlrcactébaobinhiémvalanrongtrong
co thé. Tuy nhién, cac nghién clru bao cdo
trwong hop sirdung liéu 75 mg x 2 lan/ngay
cho th3y Oseltamivir khéng cé hiéu qua
chéng lai COVID-19. Nguyén nhan c6 thé do
virus SARS-COV-2 thiéu neuraminidase [7].
Gan day, thdong qua nghién ctru in silico, in
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vitro va phan tich ca 1am sang, mét sé nha
nghién ciru d3 chirng minh rang Oseltamivir
khong hitu ich cho bénh nhan mac bénh
COVID-19[8].

2.1.3. Umifenovir

Umifenovirla mét hop chat khangvirus phé
rong, duoc phat trién tai Nga khoang 25
nam truwdc dé diéu tri cim A va B & Nga va
Trung Quéc. Thudc cling duoc cap bang
sang ché choviéc st dung diéu tri SARS-CoV
tlr ndm 2004. Do cé kha nanglién két vdi cac
glycoprotein chiu trach nhiém téng hop va
nhan biét té& bao cla virus, Umifenovir can
thiép vao qua trinh xuat bao qua trung gian
clathrinthéng quatuwongtacmangsinh chat
hodc xen truc tiép vao lipid mang, cu thé |3
thong qua trc ché hemagglutinin (HA) [9].

Cac nha nghién clu quan sat thay rang
Umifenovir lién két truc tiép véi HA cla
virus influenza va lam tang tinh 6n dinh,
ngan chan sy chuyén d6i cha virus sang
danghoatddng. Kétqualacchésukéthop
virus - vat chi va sy xdm nhép vao té bao vat
chud. Do d8, Umifenovir duwgc dé xuat nhu
mot phuong phédp diéu tri tiem nang cho
COVID-19. Trong mot nghién ctru lam sang
trén 50 bénh nhan tai bénh vién ELACOI,
don triliéu Umifenovir & liéu 100 mg khéng
cai thién dang ké so véi d6i chirng. Trong
mot nghién clru khac & nhirng bénh nhan
khéng thuéc Don vicham séc dac biét (ICU)
duwocstr dung Umifenovir, két qud khéng cai
thién so vdiddichirng. Nhdm conlaisosanh
Favipiravir va Umifenovir (trén 120 bénh
nhan/nhém), ty 1& héi phuc 1am sang lan
lwot 1a 51.67% va 61.21% d6i véi nhom
Umifenovirva Favipiravir [10].

2.1.4. Favipiravir
Favipiravir la thudc chéng virus RNA va
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dwoc ra mat tai Nhat Ban vao nam 2014.
Thudc trdi qua qud trinh ribosyl héa va
phosphoryl hda ndi bao dé tré thanh dang
hoat tinh c6 cdu tric tuwong ty nucleosid
purin va k&t hop vao RNA cla virus. RNA
polymerase phuthudc RNA (RdRp) clia virus
sé bj trc ché va ngan can su kéo dai soi RNA
din dén trc ché sy nhan Ién cla virus. Ngoai
bénh clim, Favipiravir con hiéu qua trong
chéng lai nhiéu loai virus RNA bao gém
Rhinovirus, Arenavirus, Bunyavirus,
Flavivirus va Filovirus. Day la cacvirus gay ra
bénh s6t xuat huyét cling nhu Ebola. Dang
chd vy, ciu tric RNA cia SARS-CoV-2 cé
nhitng diém tuwong ddng vdi SARS-CoV
khién Favipiravir tr& thanh mét &rng cir vién
tiemnangdédiéutriCOVID-19.

M6t thir nghiém 1am sang da duoc thuc
hiéntrén 80 bénh nhan chothay nhdémbénh
nhan s& dung Favipiravir cé thoi gian dao
thai virus ngan hon déng k& va hinh anh X
quang nguc dugc cai thién vdity 1é cao hon
(twvong &ng la 91.43% va 62%) [11]. Mot
nghién ctru khactrén 120 bénh nhan da xac
nhan hiéu qua cla Favipiravir v3i ty |& hoi
phuc lam sang trong 7 ngay la 71.43% [10].
Dwa trén mot danh gid cé hé théng va phan
tich téng hop cla Shrestha va céng su, viéc
sir dung Favipiravir giup cai thién cac
triéu chirng 1am sang. Mot nghién ctru
téng quan hé théng khac da chirng minh
rang Favipiravir cé kha ndng thanh thai
virus nhanh hon Lopinavir/Ritonavir va
Umifenovir[12].

2.1.5. Remdesivir

Remdesivir 1a tién duoc monophospho-
ramidat phan tl nhd ciu tric tuong tw
adenosin. Thuéchoat ddngsau khivirus xam
nhapvaotébaochd.Saukhixdmnhapvaoté
bao, Remdesivir dugc phan tach thanh chat
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tuong ty nucleosid mono-phosphat va sau
dé di vao qua trinh phosphoryl héa tao ra
dang triphosphat hoat déng (RDV-TP),
tuong tw nhu adenosin triphosphat (ATP).
Canhtranh vai ATP, RDV-TP két hop bdi phirc
hop chudi RdRp va chudi RNA cua virus dan
dén két thuc sém qua trinh phién m3 RNA va
(rcch&téng hop RNA.

Remdesivirduoctdng hopvaonam 2017 dé
diéu tri nhiém virus Ebola. Cac thi nghiém in
vitro va in vivo trén SARS-CoV va MERS-CoV
cho thdy Remdesivir ¢6 thé (rc ché s nhan
|&n cda virus va giam tai lwong virus & phdi.
Do d9, khi dich SARS-CoV-2 bung phat, mét
nghién clru s dung md phong déng hoc
phan tlr d3 kiém tra tadc dung trc ché cla
Remdesivirtrén RNA polymerase phuthudc
RNA ctia SARS-CoV-2. Cac nha nghién ctru
da bdo cdorangnang lugng ty do twong doi
clla Remdesivirla-8.28 +0.65 Kcal/mol, qua
manh so v&i co chat ty nhién ATP (-4.14 +
0.89 Kcal/mol) [13]. Do d¢, cac thi nghiém
ti€p theo d3 duoc thiét ké trén cac té bao
Vero E6 (mdt dong cha biéu mé than) dé
ki€m tra trong &ng nghiém. Mot nghién clru
trén Remdesivir va Chloroquin cho thay gia
tri EC., va CC,, cia Remdesivir twong rng la
0.77 UM va 100 pM [14]. Mt thi nghiém
khac dwgc thyc hién trén cung mot dong té
bao uwdc tinh EC,, @ mirc 23,15 uM [15]. Cu
thé, mét nghién clru trén ngudi da duoc
thiét ké trén 53 bénh nhan COVID-19 nhép
vién, dungnap 200 mg Remdesivir tiém tinh
mach vao ngay dau tién, ti€p theo 1a 100 mg
moi ngay trong 9 ngay. Téng s& 47% bénh
nhan duoc xult vién, 68% cai thién dang ké
va 13% t& vong. Cac tac dung phu thuong
gap nhat |3 tiéu chay, phat ban, suy than, ha
huyétdpvatangmengan[16].
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Ngay 01/05/2020, FDA d3 cap Gidy phép sl
dung khan cdp (EUA) cho Remdesivir dé
diéutribénhnhan COVID-19 nhipvién.Gan
day, ngudi ta lwu y rang d6i véi bénh nhan
COVID-19 nhe hoac trung binh, khong nén
dung Remdesivir. Tuy nhién, d6i véi nhitng
ngwdi can hd tro hd hap, viéc s dung
Remdesivir [am giam thoi gian cai thién va
giam nguy co tié€n trién. Cho dén nay,
Remdesivir |a loai thu6éc duy nhat dwgc FDA
phé duyétdiéutriCOVID-19.

2.1.6. Ribavirin

Ribavirin 1a mét nucleosid tdng hop ¢ cau
tric giong guanosin. Ribavirin ngdn can su
sao chép RNA va DNA virus dong thoi rcché
gi&i han RNA dan dé&n suy thodi RNA. Thudc
cling &c ché inosin monophosphat
dehydrogenase dan dén viéc ngan chan qua
trinh téng hop guanosin ty nhién. Chat
chuyén héa Ribavirin triphosphat lién két
v@ivitrilién két nucleotid cia enzym mRNA
polymerase dan dén cac virion sdn xuat bj
16i va gidm sy sao chép cla virus. Ngoai ra,
Ribavirin cé thé két hop & dau 5' cia mRNA
virus va phd v®& cdu truc sau dich ma3.
Ribavirin bat chudc chat nén nodi sinh cla
inosin monophosphat dehydrogenase,
inosin-5-monophosphat va chiém vij tri lién
k&t chat nén dan dén su can kiét guanosin
triphosphat (GTP) va (rc ché& s nhan 1&n cla
bé genvirus. Hon nita, thuéchoatdéng nhu
moétchatgiy détbién @ motsd loaivirus.

Ribavirin d3 hoat déng nhu mét chat khang
virus nham chéng lai virus hop bao hé hap
(RSV), SARS-CoV va MERS-CoV. Khi COVID-
19 bung phat, phan tich in silico da goi y
Ribavirin 13 mét thudc diéu tri tiém nang.
Trong mdt nghién ctru in vitro trén cac té
bao Vero E6 bi nhiém COVID-19, Ribavirin
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da thé hién hoat tinh khang virus véi EC,, |a
109.50 puM va CC,, > 400 uM [14]. Mic du
chua cé nghién clru lam sang nao xac dinh
lgiich chaRibavirin d6ivdi COVID-19 nhung
c6 mot nghién clru da thyc hién trén bénh
vién 3 Chines - noi Ribavirin duogc ké don
qua duong tinh mach trong 3-12 ngay cung
v@i céc loai thudc khac. Khdng cé truong
hop tlr vong trong s6 80 trudng hop, 21
bénh nhan (23.75%) c6 thdi gian nam vién
trung binh la 8 ngay va nhirng nguoi khac
van nam vién sau 12 ngay [17]. Hau hét cac
nghién ctu trudc day vé SARS CoV va MERS
CoV dé xuat Ribavirin nhuw mot liéu phap bo
sung dong thdi duoc NHC cta Trung Quéc
chi dinh cho COVID-19 két hop vd&i
Lopinavir/Ritonavirhodacinterferon[18].

2.1.7. Nafamostatva Camostat
Nafamostat mesylat va Camostat mesylat la

chat (rc ché serin protease téng hop. O giai
doan dau cla nhiém virus SARS-CoV-2,
Nafamostat cé thé (c ché su dung hop
mang qua trung gian S. Thudc nay duoc st
dung trong diéu tri viém tuy cip va dong
mau ndi mach da dwoc chirng minh la hitu
ich trong giai doan dau cla nhiém virus
SARS-CoV-2. Nafamostat ngan chan sy xam
nhap t€ bao cla virus bang cach tc ché
enzym xuyén mang protease serine 2
(TMPRSS2) va ngan chan sy dung hgp mang
quatrunggianproteins.

M6t nhédm nguoi Dic da gidi thiéu
Nafamostat nhu mot chat (e ché lay nhiém
SARS-CoV-2. Nghién clru da chng minh
rang Nafmostat hiéu qua hon Camostat dé
nganchan sy hgp nhatmangvaxamnhapté
bao vat chid. Trong mot phan tich so sanh,
hiéu qua cliathuéckhdngvirusCOVID-19d3
duwoc xac dinh trong té bao phéi cda ngudi.
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Két qua cho thdy Nafamostat la loai thudc
manh nhat d& ngan chdn s xdm nhap cla
virus. Hon nita, mot bdo cdo trén ba bénh
nhan viém phdi COVID-19 cho thay viéc sl
dung Nafamostat c6 thé cai thién cac triéu
chirng 1dm sang. Liéu déng mau ndi mach
lan téa (DIC) (0.06 - 0.2 mg/kg/gi®) duoc st
dung cho nhirng bénh nhan nay [19]. Tuy
nhién, cac bién cd cé hai nhu chdy mau can
duwgcxem xétsau khislrdungthudcnay.

2.1.8. Lopinavir/Ritonavir
Lopinavir 1a mot chat &c ché protease da

duwoc phé duyét dé chéng lai virus suy giam
mién dich & nguoi (HIV-1), thuong duoc
dung k&t hop vdi Ritonavir. Ritonavir la mot
chat &rc ché cytochrom P450 3A va lam tang
thoi gian ban thai trong huyét tuong cla
Lopinavir. Cac chat (rc ché protease nay bat
chudc lién két peptid binh thudong va gan
V@i cac tui lién két chat nén cla cic enzym
virus nhu cystein gidng papain proteinase
(PLpro) va proteinase giong 3C (3CLpro).
Bing cach &rc ché hoat dong cla enzym,
thudc ngan chdn su phan gidi protein cla
tién chat Gag polyprotein. Pay la nguyén
nhan gay ra sy hinh thanh cac phan ti virus
chuwatrudngthanhvakhonglay nhiém.

Cac nghién ctru va thir nghiém in vitro trudc
day trén coronavirus (SARS va MERS) d3 thé
hién Lopinavir/Ritonavir manglailgiich |am
sang ca khi sir dung don 1& hoac két hop vai
cac tac nhan khac nhuw ribavirin, cortico-
steroid, ... Thudc cé thé 1am gidm tai luvong
virus, ty 18 t&r vong va hdi chirng suy ho hap.
Dang chu vy, EC,, trong 6ng nghiém cla
Lopinavir nam trong khoang 4,0-10,7 pg/mL
doi véi SARS-CoV va trong khoang 5.0-7.0
ug/mL d6i véi MERS-CoV [20]. M6t nhom
cac nha nghién cru da tién hanh thir nghiém
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trén 199 bénh nhan COVID-19 & hai nhdm
gébm: nhém 1 - Lopinavir/ Ritonavir cung vdi
cham séc tiéu chuan va nhém 2 - chdm séc
tiéu chuan don thuan (bao gdm b6 sung oxy,
théng khi, liéu phap khang sinhva ho tro van
mach néu can). Bénh nhan duogc dung 400
mg Lopinavir va 100 mg Ritonavir hailan mot
ngay trong téi da 14 ngay. Khoang 45% va
40% bénh nhan dugc phat hién céd RNA virus
duong tinh vao ngay th& 14 va 28. Do do,
diéu tri bang Lopinavir/Ritonavir khéng cé
lgi ich ngoai viéc cham séc tiéu chuan. Hon
ntta, nhdm duoc diéu tri gadp phai cac tac
dung phu thuong gap & duong tiéu hda bao
gébm: budn ndn, ndn va tiéu chdy mac du céc
tadc dung ngoai y mudn duoc bdo cdo téng
thé 13 48.4% & nhédm Lopinavir/Ritonavir va
49.5% & nhom cham séc tiéu chuan [20].
Mot nghién ctru khactrén 86 bénh nhan chia
thanh 3 nhém gém: i) 34 bénh nhan dung
Lopinavir/Ritonavir (200 mg/50 mg) hai lan
moi ngay; ii) 35 bénh nhan dung Umifenovir
100 mg ba lAn mdi ngay; iii) 17 bénh nhan
khéng dung thudc khang virus. Cac nhom
khéng nhan duoc sy khac biét dang ké vé ty
|& cdi thién. M&c du thiéu su khac biét cd y
nghia thédng k&, nhdm Lopinavir/Ritonavir
giam sd lwong t& vong va it phai nam trong
phong cham séc dac biét hon. Dua trén
nhirng phat hién nay, mot sé nha nghién clru
dé xuat s dung Lopinavir/Ritonavir sém
hontrong quétrinh diéutri.

2.1.9. Nelfinavir

Nelfinavir la mot chat (rc ché protease cla
virus va duoc FDA phé duyét la chat (rc ché
protease HIV-1vao nam 1997. Protease HIV
cé vaitrd trong phan cat cac polyprotein cla
virus dé 1ap rap cac protein virus chua
trwdng thanh thanh cac virion lay nhiém.
Nelfinavir chiém vi tri hoat ddng cha enzym
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protease ngdn chdn qua trinh phan cat
polyprotein dan dén viéc hinh thanh cac hat
virus chuwa trwdng thanh khong lay nhiém.
Trong cac nghién cttu in silico mé hinh héa
protease chinh clia SARS-CoV-2 d3 gidi
thiéu Nelfinavir 1a &ng clr vién tiém nang
nhatvdiailuclién két caonhat.

Hon nira, cac nghién ctru vé SARS-CoV cho
thay rang Nelfinavir d3 (c ché manh sy
nhan1én cha SARS-CoV va lam gidm dang ké
khang nguyén cda virus. Nelfinavir cling rat
an toan vdi tac dung phu la tiéu chay nhe &
15-20% bénh nhan. Do dd, mét nghién clru
in vitro da danh gid hiéu qua cta thuéc déi
v@i SARS-CoV-2. Cic phat hién cho thay
Nelfinavir cé thé (rc ché hiéu qua sy nhén
|én cha SARS-CoV-2 trong 6ng nghiém.
Nghién ctru nay da céng bé hiéu qua cla
Nelfinavir trénvirus nhw sau: EC,,=1.13 uM
va EC,, = 1.76 uM [21]. K&t qua cho thay
Nelfinavir c6 tiém nang d3 duoc ching
minh trén |am sang. Mot nghién clru trong
&ng nghiém cho thay rang Nelfinavir [a mot
chat &rc ché manh sy hop nhat mang té bao
glycoprotein khi virus ting dét bién. Vi vay,
nghién clru d3 dé nghi danh gia tiém nang
cta Nelfinavir trong viéc ngan chdn sy lay
lan chavirus khicactriéuching dautiéncda
SARS-CoV-2 xuat hién @ bénhnhan.

2.1.10. Molnupiravir

Molnupiravir la mét tién chat cé hoat tinh
khang virus chéng lai SARS-CoV-2. Trong co
thé, thudc dwgc chuyén héa thanh N'-
hydroxycytidin (NHC) tuong tw cytidin
nucleosid. NHC phan bd vao cac té bao va
duoc phosphoryl héa dé tao thanh
ribonucleosid triphosphat cé hoat tinh dwoc
Iy (NHC-TP). Sy k&t hop NHC-TP (nhuw NHC-
monophosphat [NHC-MP]) vao RNA cua
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SARS-CoV-2 nh& RNA polymerase cla virus
(nsp12) gay ra l6i trong bd gen virus dan dén
trcché&quatrinhsaochépRNA clavirus.

Ngay 23/12/2021, FDA d3 cap phép sirdung
khan cip (EUA) cho Merck's Molnupiravir
dé diédu tribénh COVID-19 tlr nhe dén trung
binh & ngudildn (> 18 tudi do Molnupiravir
c6 thé dnh huwdng dén sy phat trién cla
Xxuong va sun) va nhirng ngudi cé nguy co
cao tién trién ndng COVID-19. Molnupiravir
str dung diéu tri cang sdm cang tot sau khi
chan doan COVID-19vatrongvong5 ngay ké
trkhibatdaucétriéuchirng[22].

D{¥ liéu chinh ho trg EUA nay cho Molnupiravir
la tir th&r nghiém MOVe-OUT (phase 3) - thir
nghiém I1am sang ngau nhién, mu d6i, cé doi
chirng véi gid duoc, nghién ciru hiéu qua
diéu tri Molnupiravir cho nhitng bénh nhan
COVID-19 tir nhe dén trung binh cé nguy co
cao tién trién nang va/hodc nhap vién. Két
quachinhduocxacdinhtrongthlr nghiémla
ty |& phan tram sé ngudi phainhap vién hodc
tlr vong do bat ky nguyén nhan nao trong 29
ngay theo d&i. Trong s6 709 bénh nhan duoc
dung Molnupiravir, 6.8% phai nhap vién
hoac tlr vong trong khoang thai gian nay so
v3i 9.7% trong s6 699 bénh nhan dung gia
duogc. MOt bénh nhan trong nhdém
Molnupiravir t&r vong trong thoi gian theo
ddi so v&i 9 bénh nhan nhém gid duoc. Cac
tdc dung phu quan sat duoc trong th
nghiém bao gbm tiéu chay, buén ndén va
chongmat.

2.1.11. Nirmatrelvir/Ritonavir

Ngay 22/12/2021, FDA d3 cadp phép sir dung
khan cdp thubc diéu tri COVID-19 dudng
uéng dau tién - Paxlovid clia Pfizer (vién nén
phdi hop Nirmatrelvir va Ritonavir) dé diéu
tri COVID-19 nhe dén trung binh. Chi dinh

Journal of Science - Hong Bang International University

nay dugc ap dung cho nguoi lén va tré em
tlr 12 tudi trd |én, cdn nang toi thiéu 40 kg,
cé két qud xét nghiém duwong tinh véi SARS-
CoV-2 va ngudi bénh cé nguy co cao tién
triénndng COVID-19.

Dt lieu chinh hd trg EUA nay déi v&i
Paxlovid |a tir EPIC-HR, mot thir nghiém |am
sang ngau nhién, mu doi, cé ddi chirng vdi
gia duwoc. Pay la nghién ciu s dung
Paxlovid dé diéu tri cho nhitng ngudi
trudng thanh coé triéu chirng khéng nhap
viénvdichan doan nhiém SARS-CoV-2 trong
phong thi nghiém. Bénh nhan la nguoi I&n
tlr 18 tudi trd |én véi yéu t6 nguy co duoc
xac dinh trwdc dé tién trién thanh bénh
nanghodctr60tuditrédlénbatkétinhtrang
bénh man tinh d3 xac dinh trudc. Tat ca cac
bénh nhan chuwa dwoc ching nglra COVID-
19 va trudc dé chuwa bi nhiém COVID-19.
Tiéu chi chinh duoc do luwong trong thi
nghiém 1a ty |é bénh nhan nhip vién do
COVID-19 hodc t&r vong do bat ky nguyén
nhan nao trong 28 ngay theo ddi. Paxlovid
gidm 88% ty |é nhap vién lién quan dén
COVID-19 hodc tlr vong do bat ky nguyén
nhan nao so v&i gia dugc trong vong 5 ngay
ké tr khi khéi phat triéu chirng va nhitng
ngudi khong dugc didu tri bang khéng thé
don dong tri liéu COVID-19. Trong nghién
ctru nay, 1.039 bénh nhan da duoc dung
Paxlovid va 1.046 bénh nhan dung gia duorc,
tylénhapviénvatlrvongtrong 28 ngaytheo
ddi & nhém Paxlovid la 0,8% so v&i 6% &
nhomgid duoc. Tinhantoanvahiéuquacda
Paxlovid trong diéu tri COVID-19 van con
tiéptucdwocdanhgia.

Paxlovid bao gdm Nirmatrelvir (chat cd kha
nang &rc ché mot protein cdia SARS-CoV-2,
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ngan su nhan Ién cda virus) va Ritonavir
lam cham sy phan hdy cha Nirmatrelvir
giup thu6c ton tai trong co thé l1au hon &
néng dd cao hon. Paxlovid chi duwgc ban
theo don nén bat dau diéu tri cang sém
cang t6ét sau khicé chdn dodn COVID-19 va
trong vong 5 ngay ké tir khi kh&i phat triéu
chirng. Cac tdc dung phu cé thé xay ra cla
Paxlovid bao gém suy gidam vi giac, tiéu
chdy, huyétap caovadaunhircco. Paxlovid
cé tuong tac thudc dang ké vai mot sé loai
thuéc néu dung déng thoi. S dung
Paxlovid & nhi*tng ngudi bi nhiém HIV-1
khéong kiém sodt hodc chuwa duoc chan
dodn c6é thé dan dén khang thudc.
Ritonavir cé thé gdy tén thuong gan, vi vy
can than trong khi dung Paxlovid cho
nhitngbénhnhancébénhgantirtrudc, bat
thudngmenganhoacviémgan[23].

Bang 1.Thudc diéu tri COVID-19 do FDA phé duyét

Ngay 18/01/2022, Pfizer da chia sé két qua
tlr nhiéu nghién ctru in vitro chirng minh
rang Paxlovid cé thé chéng lai bién thé
Omicron. Tdm lai, cac nghién cttu in vitro
nay cho thay rang Paxlovid cé kha ndng duy
trindng dé trong huyéttwong cao gap nhiéu
lan so véi luvgng can thiét dé ngin chan
Omicrontaitaotrongtébao.

2.2. Phé duyét thudc khang virus va ho tro
diéu tri COVID-19

Dé&n thoi diém hién tai, FDA da cap phép st
dung khan cap (EUA) cho cac thudc dé diéu
tri COVID-19 va cac tinh trang nghiém trong
do COVID-19 géy ra (Bang 1) [24]. Nhiéu
thuéc khang virus cling 3 dwgc phé duyét
chidinh trong diéu tri COVID-19 & Viét Nam
tham khdao tir ngudn théng tin phé duyét
ctaFDA-Hoaky.

Ngay phat
STT hanh EUA Loai thudc Chi dinh diéu tri
dau tién
Diéu tri bénh nhi nhap vién cé nghi ngd hodc ¢
- két qua xac dinh duong tinh véi COVID-19 can
1 | 01/05/2020 | Remdesivir | . \' 3 5 kg dén dudi 40 kg hodc dudi 12 tud
nang it nhat 3.5 kg.
Diéu tri COVID-19 & ngudi Idn va bénh nhi tir 2
Baricitinib tudi trd l1én n?am vién can oxy b6 sung, thd may
2 19/11/2020 . khéng xam |an hodc xam lan hay phai st dung
(Olumiant) o , . Ny n
phuong phap “oxy héa qua mang ngoai co thé
(ECMO).
REGEN-COV
3 21/11/2020 | (Casirivimabva | Diéu tri COVID-19 nhe dén trung binh & ngui
Imdevimab) |&n va bénh nhi (tir 12 tudi trd 1én cin nang it
nhat 40 kg) cé két qud duwong tinh vdi xét
4 09/02/2021 B‘amlaniv?mab nghiém virus SARS-CoV-2 truc tiép va bénh
va Etesevimab | nhan cd nguy co cao tién trién ning COVID-19
bao gbm ca nhap vién hodc tir vong.
5 26/05/2021 Sotrovimab
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Dé diéu tri COVID-19 & nguwdi I&dn va bénh nhi
nam vién (tlr 2 tudi tré 1&8n) dang diéu tri bang
corticosteroid toan than va can oxy bé sung,
thd may khong xam 1an hodc xam 1an hodc phai
st dung phuwong phap “oxy héa qua mang
ngodi co’ thé” (ECMO).

Actemra

6 24/06/2021 (Tocilizumab)

S dung khan cap nhu mét bién phap dy phong

Evusheld , o x 2 Ls . 3
. 08/12/2021 | (Tixagevimab va tru’oic' p,h0'| ‘nhlfem de ‘phongﬂgu? ?OV[D-l? o
Cilgavimab) nguoilédnva tré em (tlr 12 tudi trd' 1én can nang
it nhat 40 kg).

Piéu trj COVID-19 nhe dén trung binh & nguoi
- |&n va bénh nhi (tir 12 tudi trd 1én can nang it
Paxlovid nhat 40 kg) cé két qua duwong tinh v&i xét
8 22/12/2021 (NerriT;:;e\ll\i/rI; ve nghiém virus SARS-CoV-2 tryc tiép va bénh
nhan cé nguy co cao tién trién ndng COVID-19

bao gdbm ca nhép vién hodc tlr vong.
Lagevrio Diéu tri bénh COVID-19 tr nhe dén trung binh

9 | 23/12/2021 & ngudi lon co két qud duong tinh véi xét

nghiém virus SARS-CoV-2 tryc ti€p va nhitng
nguoi ¢ nguy co cao tién trién ndng COVID-19
bao gdbm ca nhap vién hodc tlr vong, va nhirng
ngudi ma cac lya chon diéu tri COVID-19 thay
thé dwoc FDA cho phép khéng thé tiép can hodc
khéng phu hop vé mat |am sang.

(Molnupiravir’)

10 11/02/2022 Bebtelovimab

3.KETLUAN
Sy xudt hién cla cac loai virus mai trong

su6t hai thap ky qua va sy bung phat dai
dich d3 doihoinhu cauvé nhiéu nghién ctru
chuyén sau trong thoi gian ngan. Thuéc
khdng virus c6 thé dugc phat trién théng
qua cac chién luvgc khac nhau. Dau tién,
tryc tiép phat trién tir loai thubc dac tri
virus mai dua trén thong tin vé hé gen va
bénh ly. V& mat ly thuyét, nhirng loai thudc
nay séthé hiénticdung huéng muctidu tot
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nhung quy trinh nghién cru cé thé kéo dai
vainamvakhongphuhgptrongtreonghop
daidichbungphatnhanh.Ngoaira,sangloc
co s& dit liéu dé tim cidc phan tlr tiém nang
cétdc dung didutrinham gidithiéu cac irng
clr vién tot cho céc nghién clru chuyén sau.
Cudicung, srdung cacthudckhangvirus cé
san dang luvu hanh trén thi trwdong. Pay |a
phuwong phap nhanh nhat véi tinh an toan,
tac dung phu, lidu lvong, ddc diém chuyén
héa, ...dddwgcnghiéncitruvanadmrd.
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A review of potential coronavirus disease (COVID-19)

treatmentdrugs

ABSTRACT

Pham Canh Em

The outbreak of COVID-19 was recognized in December 2019 in China and as of October 5th,
the pandemic had swept through 216 countries, thus posing an unprecedented threat to the
world's health and economy. The new virus shared 79% and 50% genomic similarities with
severe acute respiratory syndrome coronavirus (SARS-CoV) and the Middle East respiratory
syndrome coronavirus (MERS-CoV), respectively. The long-term solution with significant
benefits is the use of drugs to treat COVID-19 and its dangerous variants. Therefore, several
drugs have been investigated for their efficacy and safety in the treatment of COVID-19;
most of them are undergoing clinical trials. This article summarizes clinical investigations of
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potential therapeutic drugs used in COVID-19 therapy. This can help many individuals,

researchers, or health workers in applying these principles for the diagnosis, prevention,
management, and treatment of the current pandemic.

Keywords: COVID-19, SARS-CoV-2, anti-virus drug, clinical trial

Received: 03/05/2022
Revised: 15/05/2022
Accepted for publication: 16/05/2022

ISSN: 2615 - 9686 Journal of Science - Hong Bang International University



