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1. THANH PHAN
Mdi vién nang mmr.uvmmnmm
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wmmmimwmmummammwcmwm
patent blue V, 4R, mica-based titanium dioxide).
2. DANG BAO CHE

H‘H.ﬁﬁ Vién nang cimg sb 0, ndp hing bac, thin hing byc, cb in chit “BOSTON™, bén trong chira
béjt thude miu tring dén tring nga.
;&ulnma ™

1 COVID-19 mic 4 nhg dén trung binh & ngudi tnsimg thinh duong tink véi
dodn SARS-CoV-2 vil ¢b it nhét mdt yéu 1) nguy co lim bénh tién trién niing (Xem myc 4 phin Cich ding
Liéu dimg v mye 12 Dc tink dwpe lyc hoc cic thing tin vé lidu ding vi gioi han cia quin thé
tham gia thir nghi¢m lim sing).
4. CACH DUNG, LIEU DUNG
Lidu ding

Ngwiri truomg thinh:

- Lidu khuyén céo: Udng 800 mg molnupiravir (2 vién) mdi 12 gié trong 5 ngity.

= B an 1wdn vi hifu qua cla molnupiravir khi sir dung trong khodng thoi gian dii hon § ngdy chua duge xic

dﬂ(xﬂwﬂ Akmi Iy hpe)
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Néu quén mdt lidu molnupiravir trong vong 10 gid so véi thoi diém cln sir dyng thude, bénh nhin nén
wu.ﬁﬂﬁuﬁ;mwu&wcﬂubzmw "
10 giér, bénh nhin khéng nén udng lai lidu & quén ma cin udag lidu ké tiép theo lich

Néu quén mt lidu

trinh. Khong diing gip doi lidu d& bi Lpi liu &8 quén.
mmwmwmsmmw o,

- Khong duge sit dung molnupiravir ¢ dy phong trude hay sau phai nhidm.
Mﬂmd&hmm&mmm nhip vign do COVID-19, Do chua ghi I
uhmmmm&um dbi tegng bénh nhin niy. Cic bénh phin di duge sir dung
mmmmnwmwudpmw thude cho di ligu trinh didu tri,

Ngweri cao

Khéng cln hi¢u chinh litu molaupiravir & bénh nhin cao wdi (Xem myc 13 phin e tink dupe dong hoc).
Nguin b suy thin
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Tré em
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duimg b thé hode khing thike in.
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5. CHONG CHI D|NH
Bénh nhin qui min véi molnupiravir hay bit ki thinh phin ndo cis thube (Xem muc | phin Thanh phin).
6. CANH BAO VA THAN TRONG
C
DA ligu lim sing cia molnupiravir con han ché. Céc phan img ¢6 hai nghiém trong va khang mong mudn cé
thé xity ra khi sir dyng molnupiravir chua duge ghi nhin.
Dije timh dbi vii phisi vd thai
Dya trén nhimg phit hién tir cic nghién cir vé sinh sin & ddng vit, molnupiravir c thé gly hai cho bio thai
kh»wdm:hnphunﬁmlhllkmduodﬂh&lmmﬂn&ﬂm
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cho phu nit mang thai vd cho con bi, myc 12 phin D tink dioe lve hoc).

N!uoﬁchidnhl&-dqn’rm cin dinh gid ligu bénh nhin trong 43 tudi sinh sin cd khi
ndng mang thai hay khi bit diu didu trj. Khong chn xéc nhin tinh trang mang thai & nhimg bénh
nhin @3 trit san vinh vi hmmwdymuumwmmmuumu.

Ddi véri tht c cic bénh nhin khic, dinh gié xem bénh nhin c6 mang thai hay khdog dya trén ngy diu tién
ciia ki kinh nguyét cudi & nhimg ngwin ¢6 chu k¥ kinh nguyét déu diin, dang sir dung bién phap trinh thai
phi hop, théag nhit vi hidu qua hay di thir thai dm tinh. Nén thir thai néu bénh nhin o6 chu kj kinh nguyét
khéng déu, khong chic chin vé ngdy diu tién cita ky kinh nguydt cudi cing hodc khong sit dung bién phip
trinh thai phi hop, hiéu qud.

D tink dii vii xaong vi sun

Khéng duge sir dung cho bénh nhin dudi 18 tudi vi thudc c6 thé anh huomg dén su phit trién ciia xwong va sun.
e tinh trén xwomg vi sun di dge quan sét thily & chudt sau khi sit dyng lidu lai (xem myc 14 phin Di
lign tién idm siing). D an toan v hidu qua cia molnupiravie chira duge xic dinh & quin thé bénh nhin nh
(Xem myc 4 phin Cich ding vd lidu dimg).

Khi sir dyng thude cho phy nit trong dg mdi sinh sdn

Trute khi bit diu didu trj bng molnupiravir, cdn dinh gid bénh nhin trong 40 tdi sinh s4n c6 mang thai hay
khéng, néu thude duge chi dinh lim sing (Xem muc 6 phin Cink bio).

Tu viin cho nhimg phy nd trong 85 tudi sinh sin sir dung bién phap trinh thai phi hop v hidu qud, c6 thé &p
liﬂlshu‘l!ﬂl?ﬂdﬂlmﬂmlnﬂyuuhhwﬂhwﬁich(XMméphhfﬂ&bl
Khi st dung thuoc cho nam gidi trong &6 tui sinh sdn
mmmmmdmma&mmmmmdﬁwmmmuw
céc nghidn cinu trén ddng vit dinh gid ddy di kha anh huimg cia molnupiravir dén con cua ddng vit
gidng dyc sir dyng molnupiravir vin chira hoan thinh. Can fu viln cho nam gi¢i boat dgng tinh duc véi phy nit
6 khi nding sinh sin nén sir dyng mdt bién phép trinh thai phi hop v hidu qui trong thén gian didu trj v it
nhit 3 thing sau lidu molnupiravir cudi cing.
Ngny:uhnmdnmhihmlﬁnkiﬂbéumhwwwhchg:ﬂn;chﬂmlkdmc&
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MOLRAVIR 400 c6 chira tartrazine, patent blue V, poncean 4R c6 kha ning giy dj img.

Midi lidu 4 vién/ngdy cb chira dudi | mmol (23 mg) natri, vé co bin duge xem nhis “khfig chita narmi™

7. 807 DUNG THUOC CHO PHY NI MANG THAI VA CHO CON BO

Phy nir mang thai

Khéng c6 dit ligu vé viéc sir dung molnupiravir & phu nir mang thai. Céc nghién cira trén dong vilt cho thiy
déc tinh trén hé sinh sin (Xem muc 12 phin Djc tink dipc e hoc phin dit ligu an todn tién lim sing).

Khong duge sir dung cho phy nif mang thai. Phy nir cé khi ning mang thai cia sir dyng bifn phip trinh

thai hifu qui trong thirl gian didu tr vi trong 4 sau khi ditng lidu molnupiravir cubi cing.
Khi cic bign phip diéu tr) khing vi rit khic khong sdn c6, phy ni mang thai mic COVID- looenwoouén
trién COVID-19 njing 6 thé dwgc cin nhic sir dyng ‘sau khi duge thong tin ddy a0 vé aguy co,

dic biét o bnh nhin thai
mbﬁ:ﬁlﬂuqd::dﬁql?m

e e
Phy nif cho con bi

Khong c6 dir liéu vé sy c6 mjt cia molnupiravir hofic cdc chit chuyén hoa cia thube, N-hydroxycytidin
(NHC) trong sita mg. NHC duge phit hién trong huyét nrong cika chudt con dang bl me sir dung molnupiravie
(xem myc DA lidw dudn dily). Chara xic dinh duoe ligu moloupiravir c6 anh buimg dén tré bi me hay o6 inh
mdnmuqmmmmuymrmwwmuuwukmhduonwm

sir dyng molnupiravis, khing khuyén cio cho con b trong khi diéu trj véi molnupiravir vi trong vbng 4 ngiy
sau khi sir dyng liéu thudc cudi cing. Phy nit dang cho con bi ¢ thé xem xét vigc ngimg cho con bi v c6 thé

uumﬂmln*ummmm
o vi Igi ich vi dim bio bénh nhin déng ¥ voi lya chon

&*mmﬂ\ﬁhﬁmmqﬂm-mdﬁﬂm‘mlw-ﬂkhdmldn
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Dit lign

mm‘wmma::mmmmmuwmzzﬂwt trong nghién cira phit
trién trwdc vil sau khi sinh, chuyén héa NHC 43 duge phit hién trong twong cia chudt con dang
bii me.

Kha ning sinh san

Khdng c6 dnh huong dén khi ning sinh sin, khi ning giao phdi hojic sy phit trién phéi sém khi molnupiravir
dge sir dung cho chudt cbng cii hodc chudt cng dye & mirc phoi nhifm NHC tumg mg khoing 2 vi 6 lin
0 v mirc phoi shiém NHC & nguén cho cho nguin (RHD: Recommended Human Dose).
8 ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Chura cb i thing tin vé dnh hudmg cia thube lén khi niing 1 xe vi vin hinh miy méc
9. TUONG TAC, TUONG KY THUOC
Tuomg tic cila thude
uumwm&m«umammmamuﬂmm Ciic nghién eiru omg tée thube
v molnupiravir trén lim sing chua duge thye hign. Molnupiravir b thiy phin thinh NHC trwéc khi duge
upuminuu.mm thu NHC vik chit chuyén hoa NHC-TP duoc thuc hién qua trung gian cia
ciing céc con duimg lién quan Mmmmuwmmcmw«uar-bmm
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twomg the v thube sir dung ddng thin.
Tuomg ky cis thube
Do khdng cb cic nghién cini vé tinh twong ky ciia thudc, khing tron Uin thubc niy véi cic thude khic.
10. TAC DUNG KHONG MONG MUON
Cie tic dung khdng mong muda di dwpe quan sit thity trong nghién cira lim sing ci molnupiravir dupe trinh
nmnq: Ty 1§ tic dyng khong mong mudn quan &t duoc trong cic thir nghidm Lim sing ndy
so sinh wyc tip voi ty 1§ wong chc thir nghiém lim sing cia mdt logi thude khic vi b
khong phin dnh ty 1§ quan sit duoc trong thyre t&. Cic the dyng khdng mong mudn khic lién quan dén
molnupiravir cd thé trdr nén rd ring khi sit dung rjng rdi hon
Nhin chung, hom 900 bénh nhin di duge ubng molnupiravir 800 mg x 2 lin/ngdy trong cic thir nghigm lim
sing. Dénh gié tinh an todn ciia molupiravir chi yéu dya trén phin tich tir che binh nhin khong nhip
vign mic COVID-19 duge theo ddi dén ngity 29 trong nghién ciru Giai dogn 3 (MOVe-OUT) (Xem Muyc 12.
Dugre Iy hoc, phin An todn vd hiéu qud lim sdng).
DO an todn cia molnupiravir dwpc dinh gid dva trén phin tich cia thir nghiém mi 40i Giai dogn 3 (MOVe-
OUT), trong 86 1411 bénh nhin khing nhip vién mic COVID-19 duge chon nghu nhién dé diéu tri bing
molnupiravir (N=710) hojc gia dupc (N=701) 16 da dén § ngiy. Cic bién cb bt lgn duge béo céo khi cic bénh
nhin dang tham gia nghidn cinu hodc trong vong 14 ngiy sau khi boan thinh/ngimg nghién cinu.
Viée ngimg nghién ciny do mdt bidn ¢ blt Igi xdy ra & 1% bénh nhin ding molsupiravir vi 3% bénh nhin
ding gid duge. Cic bidn o bit lgi nghiém trong xdy ra & 7% bénh nhin ding iravir vi 10% diing gid
dugx; che bidn ob bt Igi nghiém wong ahit co lién quan dén COVID-19. Céc bién b bt Igi din dén nir vong
mnozmu{cmmmwu|:huuh:m;¢h.#m
Cée the dyng khing thuémg gip nhit & nhom didu tri bing molnupiravir trong MOVe-OUT dugc
whdlhlymmlmz:n&na(‘lpdollnbelhtcbﬂﬂml
Béng 1 Cdc tdc dung khéng mong muon xdy ra 2 1% binh nhin ding molnupiravir rong MOVe-OUT*

Molaupiravir (N=710) Placebo (N=701)
Tiéu chiy ™% %
Bubn ndn 1% 1%
Chong mét 1% 1%
*Tin sudt cila céc téc dung khdng mong mubn dia trén tt ci cic bidn cb bit I duge nghién ciru vitn
cho 14 lién quan dén nghién cir.

Cidc bt thiedmg trong xét nghiém

Cic bit thuémg Clp 45 3 vik 4 duge lya chon trong xét nghi¢m vé héa boc (alanin aminotransferase, aspartate
mmum}ﬂuﬁmmaéuuﬁnﬁmnmﬁu
tmunm?nwuwwmwmmnow

1L QUA LIEU VA XU TRI

Chusa c6 trimg hop duge ghi nhin sit dyng qua lidu molnupiravir trén ngudi. Néu sit dyng thubc qué liéu cin
xir tri bling cdc bign phap hd tro chung, bao gdm theo ddi tink trang lim sing ciia bénh nhin. Thim phin méu
khing mang lai hiéu qud trong viéc dio thii NHC (N-hydroxycytidin).

1 PAC TINH DUQC LYC HOC

Nhém duge Iy: Thude khing vi rit the dung todn thin, khing vi rit truc tiép
m.\rc:mmpunh.i

Molnupiravir la tén thude duge chuyén hoa thinh chit noomg 1w rik yeytidin (NHC),
NHC phin bd vilo céc md vi duge phosphoryl hoa thinh dang ribobonucleosid tri (NHC-TP) cb
hogt tinh dugc lye. NHC-TP host 8ong theo co ché giy 1di hing loat cho vi riit. NHC-TP gin vio ARN cia vi
rit bing enzym ARN polymerase vi giy 15i trong hé gen cia vi rit diin dén irc ché qua trinh sao chép.

Hoat tinh khing vi rut

Trong thir nghiém nudi cdy té bdo, NHC co hoat tinh ching lai SARS-CoV-2 véri ndng db hiéu qua $0% (EC,)
trong khodng 0,67 dén 2,66 uM trén té bio A-549 vi véi ndng d§ trong khoang 0,32 dén 2,03 uM trén 1€
bao Vero E6. NHC c6 hoat tinh tiong tr trén cic bién thé SARS-CoV-2 B.1.1.7 (Alpha), B.1351 (Beta), P.1
lGlmml).leI&]?Z{mhlm*ﬁmﬁc,mhlﬁmﬂlj&lTl' 1,32 va 1.68 pM. Khing
mﬂﬂyﬂwcmmﬂ&h‘wrﬁm mmmm&vzmM
két hop NHC voi ab y nelfinavir,
sofosbuvir, hay tenofovir.

Tic dung duys luc hoc
M lién quan gilta NHC va NHC-TP ndi bio vési hiéu qui khing vi rist chira duox dinh gid trén lim sing.

4 N-hyd

Khing cb sy thay thé acid amin trong SARS-CoV-2 lién quan 8én khing NHC duge xéc dinh trong céc thir



nghiém lim sing giai dogn 2 danh gid khi ndng didu tri COVID-19 cia molnupiravir. Cde nghién ciu dinh gi
tinh khing chon loc véi NHC cla SARS-CoV-2 trong nudi cdy 1é bio chua duge hoan thinh.

ung thir nghifm MOVe-OUT giai
duge, ngiu nhién nghién
COVID-19 nhg dén trung

D i lem shng ndky dhgn trén i e 6 1433 il i =
dogn 3 (NCT04575597). Diiy 14 mét nghién ciru lm sing mib déi, o6 ddi chimg
cira khi néng diéu tri cia molnupiravir rén cic bénh nhin khing nhip vién
binh vi cd nguy co tién trién ning hodc nhip vién. - 4
deﬂnmmﬁm*uﬁnmmpanmmnﬁl_umiwmuwnwlﬂnﬁh
hon cic yéu 1 nguy co duge xic dinh trude bao gbm: 60 tudi i Ken, tiéu dwimg, béo phi (BMI=30 ke/m),
bénh thin man tinh, béch |y tim mach nghiém trong, bénh viém phdi tic nghén man tinh hodc ung thw dang
tién trién. Nghién cins bao gbm cic bénh nhin co triéu chimg. chua dugc tiém viic xin phing SARS-CoV-2
vik nhimg ngwin d& dwge xic nhin nhiém SARS-CoV-2 v cée tridu chimg khi phit trong vong 5 ngly. Cic
bénh nhin dwoe chon ngu nhidn 1:1 dé nhin 800 mg molnupiravir hofic gid dupc, uing hai lin mdi ngiy
trong $ ngay. .
Vi co bin, & tit i cie binh nhin duge ngiu nhién héa, 4§ tdi trung binh 1 43 wdi (pham vi 1ir: 18 dén 90
tudi); 17% bénh nhin trén 60 tudi va 3% tir 75 tubi trd 18n, 49% bénh nhin 1 nam gidi, 57% I4 ngudi da ring,
5% da den hojc nguti M§ gc Phi, 3% Chiu A, 50% gc Tiy Ban Nha hojc My La-tinh Phin lom
e-kmﬂhhﬁﬂumﬁnid:ﬁnﬁhﬁChﬁlMi-bth]vtd&liu{H%lclz%dlngky
& Chiu Phi, 6% diing ky & Blc M vi 3% ding ky ¢ Chiu nhmumphmm-uawa-.!
molnupiravir hodc gid duge trong vong 3 ngéy ké tir khi bit dlu cb riéu chimg cila COVID-19. Cie yéu
nguy co phé bidn nhit I béo phi (74%), trén 60 tudi (17%) v tidu duimg (16%). Trong sb 792 bénh nhin
{55% ting bénh nhin nghién ciru duge chon nglu nhién) c6 két qui xac dinh ching/ bign thé SARS-CoV-2
diu, 58% nhilm Delta (ching B.1.617.2 vi AY), 20% nhidm Mu (B.1621), 11% ohidm
Gamma (P.1), vi phin con Igi bj nhifm céc bién thé/ching khic. Nhin chung, cic dic diém nhin khiu hoc
vi tinh trang binh duge phin bd cin di giiza cie nhom didu trj.
Bing 2 cung cip két qua ciia diém két thic chinh (ty I¢ phdn trim bénh nhin nhip vifn hodc 1 vong trong
do bit ky nguyén nhin ndo). Két qui vé hidu qud dya trén nhom nguii truimg thinh chia
phong di 18 wdi o 1én vi o6 mit hofic nhidu yéu 16 nguy co duge xic dinh trude dbi
: bénh: trén 60 tdi, tiéu dwimg. béo phi (BMI230 kg/m*), bénh thin man tinh, bénh I tim
mach nghiém trong. bénh phéi thc nghin man tinh hoc ung thu dang tién trién. Di ligu wén mit sb
phin nhom bénh nhin €6 nguy co cao tién wridn thinh tnh trang ohifm COVID-19 nghiém trong theo
dinh nghia cia CDC' chua cb sdn.

£

Biing 2: Két qud vé higu qui & ngwdi lom nhiém COVID-19 khing nhip vién®
Malnupirasir Gl duye
N=709) (N=699) e e onid
0 (%) n (%) koo )
Tidt cd cde nguyén whin dlin dén nhip vign &8 didu mj tich cye > 24 gid hode ti vong trong 19 ngdy
48 (6,8%) I 68 (9,7%) ]-3.0-4 (-5.9%. -0,1%)

Tiit cd cdc nguyén mhin din dén vr vong rong 29 ngdy

1 0,1%) | 9(1.3%) I

*Vide xde dinh hi¢u qua chink dywa trén phdn tich giita ky the ké hoach ciia 762 bénh nhdn . Tai phin
tich githa kv, 7.3% bénh nhin ding molnupiravir phai nhdp vign hode ni vong trong 29 ngdy (28/385),
20 vii 14,1% bnh nhin duge didu tri bing gid dwpe (53/377). Chén Iéch ni ro didu chink 1d -6,8% véi
95% C1la (-11,3%, -2,4%) v 2-sided p-value=0,0024,

Muec gidm nguy cor twmg ddi didu chinh ciia molnupiravir so vt gid dwpe cho dt ed cde bénk nhdn dingre
Iiea chom mgau nhién ld 30% (C1 95% 1%.51%)

Cie phdn tich dge didu chink bei yéu 1 phin tdng theo thin gian khax phit trigu chimg COVID-19 (< 3
ngdy so voi >3 [4,5] ngdy)

(1) https://www.cde. govi 72019-ncovineed-extra-p jpeople-with-medical-conditions himi
Hinh 1: Két qui hifu qué trén cic phin nhém i nguin 1m khbng nhip vién véi COVID-19
~ Tt ci che binh nhin 43 dwge phin nghu nhién
Wikn®)  Tduane Gy
Molnupiravir  Placebo % (95% C1)
gl el - |
< 3ngly - 251% BB -10(52,12)
>3 gty -t DM 0364 48(90,07)
Tebi |
<60mii + %59 52512 -30(61,00)
> 60 b Poe 12118 16127 -24(-1086,58)
Gl tink
Nam e 23% 4355 19(465,28)
N [ 1639 DM 3607402
Béo Phi (BMI 2 30) 1
o 3 25% W57 37(469,405)
Foéng i 917 2192 05(71,62)
Dai thaa duong
o —— 117 1717 14(82101)
Khing - W62 518 -36(66,07)
Mie 8) COVID ban diu
N . 9% 2136 -24(59,10)
Via - 2011 0321 31¢81,18)
Dong phi bidn ahdt
200 (Gamma) p—— oy 947 -191(-326,-89)
21A, 211 21 (Delta) e 18277 n?w -24(1829)
21H (Mu) —— 675 1382  .79(.185,26)
Flic —_—— 547 M8 T8(244,74)
Tink tryng khing thé nén |
Duong tich [ 51% W46 23(1770)
Amuah e 9541 4520  51(88,-16)
_—r

30 -20 -10 0 10
Molnupiravir - Favor -+ Placebo

Khoing tin iy tuong (mg diyra trén phuong phip Miettinen & Nurminen.
Diin s dyr dinh didu trj I din s phin tich higu qui.

Cic miu huyét thanh ban diu duge danh gi bing xét nghigm Roche Elecsys anti-N dé kiém tra sis hién dién
ciia cic khing thé (IgM, 1gG va IgA) ehdng lai protein nucleocapsid cila SARS-CoV-2. Cac phit hién trong
mnmm*ﬂymmumu

Chura ¢ dit lidu diy di (xem myc 4 phin Lidu ding. cdck dimg 4 c6 thém thong tin vé sit dung & tré em).
13. DAC TINH DUGC PONG HOC

Molnupiravir I mt tién chat 5"-isobutyrat. duge thity phin thinh NHC trutc khi hip thu vao bé tudn hodn.
Piic tinh dwge ddng hoe ciia NHC trén bénh nhin khoe manh vi bénh nhin méc COVID-19 twong tir nhau,
Céc thong s6 duge djng hoc ciia NHC & trang thai dn dinh sau khi ubng 800 mg molnupiravir mdi 12 gier
dupe thé hign trong Bing 3.

nitps://vnras.com/darug/

Béng 3: Dwoe diug hoe cita NHC sau khi ubng $00 me molnupiravir méi 12 gii

Trung binh NHC (%CV)
AUC, . (ng=hrmL)* C_. (ng/ml) t Cuspe (ng/mL)*
8260 (41,0) 2970 (16,8) 31,1(124)

%6CV: HE b bién thién. -
* Céc gid trj thu dupe tir phin tich dupe 3ong hoc trén quin thé
1 Céc gid tri thu dupc tir mit nghién cinu giai dogn | trén cic bénh nhin khoe manh.

Hip thu

Sau khi ubng lidu 800 mg, 2 Hin/ngdy, thisi gian trung binh dat ndng 4§ dinh coa NHC (T_) 14 1.5 gidy
Phiin bé vi Chuyén hia

NHC khéng lién két vi protein huyét twong.

Thai erie

Thisi gian bin thii cia NHC xfp xi 3,3 git. Khong qui 3% lidu duge bai tiét dudi dang NHC trong mudc tidu
& nguin khoe manh.

Gidi tinh, ching e, di: .
Phiin tich duge djng hoc & cée nhom bénh nhin cho thiy tudi, gii tinh, ching tc khong nh huong ¢ ¥ nghia
trén djc tinh dwpe ddog cua NHC.

Bénh mhin nhi ]
Molnupiravir chua duge nghién cinu wén b¢nh nhin nhi.
Suy thin

Thii trir qua thin khng phii 1 con duimg thi trir chinh ciia NHC. Khong cin diéu chinh lidu & bnh nhin suy
thiin & it ci cic mirc 46 suy thiin. Trong mit phiin tich dwge djng hoc, suy thin nhe dén trung binh khing anh
hudmg c6 ¥ nghla trén djic tinh duge ddng hoc cia NHC. Djc tinh duge ddng hoc ciia molnupiravir vi NHC
khdng dupe dinh gis & bénh nhin cb 85 loc ciu thin eGFR < 30 mL/phit hodc bénh nhin dang duge thim
[&dﬂ!ﬂmip&m&;nﬂﬁq],

Suy pan

Djc tinh duge dng boc cia molmupiravir vi NHC chua duge dinh gis irén bénh nhin suy gan. Di ligu cin

lim sing chi ra ring thii iri qua gan khng phii 14 con dwimg thii trir NHC chinh, do 86 suy gan hiu ahu
khng dnh hudmg dén sy phoi vii NHC. Khong cin didu chinh lidu & bénh nhin suy gan (Xem myc 4
phin Liéu ding, cich ding).

14. DI LIEU TIEN LAM SANG

Dijc tinh chung

Bl tinh

3mwuh6immmdhs&u.umah&dmmn!wumw
quan sit thly & ché voi tidu > 17 mgkg/ngdy (gdp 0,4 lin mirc phoi nhim NHC ngudi & lidu khuyén
cho cho ngwbi (RHD)). Giam nbg 1 bao mén ngogi vi va tiéu clu sau 7 ngiy didu tj bing molnupiravir tién
wﬂnmmmﬁnhuyﬁhocndihmhm“uﬁyd!uﬂ.b@cdﬂhﬁvumﬁ&m
huyé hoc déu khing duge ghi nhin thiy trong mt nghién cinu vé ddc tinh kéo dii | thing & chuft lén
dén 2000 mg/kg/ngiy (gdp 19 lin mixc phoi nhifm NHC & lidu khuyén cio cho ngué) vi nghién cir ddc
tinh kéo dai 3 thing & chut véi liu lén dén 1000 mg/kg/ngiy (9.3 vi 15 lin mirc phoi nhidm NHC ¢ litu
khuyén cdo cho ngudi rong img trée ni vl nam).
Ddcllnhmlmﬂmhﬂﬂmwﬁ-:zﬂﬂyahmﬁvlwﬂumdmdhlmcm
vén sy gidm ciia xwong xdp 34 dupe quan sét thily & xwong dii vi xwong chity ciia chugt dang phit trién nhanh
ching trong mix nghién ciru dge tinh trong 3 @ lidu > 500 mg/kg/ngdy (54 lin mic phoi nhilm NHC &
lidu khuyén cdo cho nguiri). Khing c6 dic tinh dbi véi xuong holc syn mit nghién ciru vé djc tinh kéo
dai | thang & chudt dang phit trién nhanh chéng lén dén 500 mg/kg/ngiy (gap 4,2 va 7,8 lin mirc phoi nhidm
NHC & mirc lidu khuyén cdo cho ngeii & nil vi nam), & cho véi lidu trong 14 ngiy 1én dén 50 mg/kg/ngiy
(ghp 1.6 lin mirc phot shiém NHC & liéu khuyén cio cho nguin) hojc trong mit nghién ciru djc tinh kéo dii
| thing & chudt vén lidu lén dén 2000 mgkgngiy (ghp 19 lin mirc phoi nhifm NHC & lidu khuyén
cho cho nguin). Nguoi truimg thinh khing con sun ting tneomg trong xwong, do 86, cic phit hign vé
xuong vk sun khong co lién quan vér nguin trudmg thinh. Y nghla lim sing cia nhimg phit hién ndy ¢bi véi
béah nhi chua duge biét ro.
Ung the
Cic nghién ciru vé kha ndng giy ung th cila molnupiravir chira dwge thye hién.
D{t bién gen
Molnupiravir vi NHC duomg tinh trong xét nghiém dt bién nguoc cua vi khudn in-vitro (xét nghiém Ames)
i vi khing cd hogt hoa chuyén hoa Trong 2 md hinh giy dit bién gen riéng bigt wén ddng vit glim nhim
(thir nghigm gy 45t bién gen Pig-a vi thir nghi¢m gy 4t bién gen Big Blue® (cll Locus). Khdo nghigm dgng
viit ghm nhim chuyén gen), molnupirsvir khing giy ra ty I ot bién ting lén so vén 8ng vt ddi chimg tnsoe
diy khing duge didu tri vi do 86 khing ghy 86t bidn im wve. Molnupiravir m tinh véi cim (mg 1én thuong
nhim sic the trong xét nghigm vi nhin i vitro (c6 v khong co hoat héa chuyén hoa) v xét nghigm
vi nhin chudt chng in vive. Dya trén todn b dit ligu vé ddc tinh gen, molnupiravir dugc dy dodn co nguy co
gy d0c tinh gen hodc gy 40t bién gen thip khi sir dyng trén 1am sing.
Tén thuong kha ning sinh san
maummmmﬂmmmmﬂemgumhmmmmﬂam
1 L]

molnupiravir & chudt cong cdi hay chugt dye 1in gt & mive 4 phoi nhidm NHC xdp xi glp 2 dén
m“mﬂﬁﬂﬂ(‘owiﬁml' khuyén c4o cho ngudi (RHD).
Sy phit o

& odards

Trong mét nghién cini vé s phat trién phdi thai (EFD: embryole inupiravir dupc
diing dwimg udng cho chudt mang thai & lidu 0, 100, 250 hode S00 mg/kg/nghy ké tir ngy thai (GDs)
thir 6 dén 17. Molnupiravir ciing dwge diing dwémg udng cho chujt mang thai vén lidu lugng lén mnnz
kg/nghy tir ngdy mang thai thir 6 déa 17 trong mit nghién cin EFD so b. Dic tinh phat trién bao gbm
phdi sau khi lim 18, dj it mit, thin vi xwong trc, vi cic bién thé xuong swim & mirc 1000 mg/kg/ngiy (gp 8
lin mirc phoi nhigm NHC ¢ ngwdi & RHD) v gidm trong heong co thé thai ohi vit chim qui trinh hoa xuong
o lidu =500 2.9 lin mirc phoi nhidm NHC cia nguin & RHD). Khing b dbc tinh
phit trién & mirc lidu 250 mg/kg/ngay (ghp 0.8 lin mirc nguii phai nhidm NHC & lidu khuyén cio cho nguin).
Bic tinh dbi vii djng vit me bao gdm gidm tidu thy thirc in vi gidm trong lugng co thé, din dén
viée cd thé dong vit tir vong som o Tiéu 1000 mg/kg/ngdy vi gim sy ting trong hromg co thé o lidu 500
mgkg/ngdy.

Trong mdt nghién cin sy phit trién phdi thai (EFD) & thé, tho me dwge cho udng moloupiravir lidu 0, 125,
400 vi 750 mg/kg/ngay tir ngiy thai thir 7 dén 19. Ddc tinh trén sy phit trién chi la giim trong hwong thai nhi
o libu 750 mg/kg/ngiy (ghp 18 lin néng 46 phoi nhidm NHC & nguii khi diing lidu khuyén cdo cho nguii).
Khing c6 djc tinh trén sy phit trién xudt hién & lidu 400 mg/kg/ngly (ghp 7 lin nbog 40 phoi nhidm NHC o
nguin khi dhing liéu khuyen cio cho nguti). Ddc tinh trén tho me bao gdm gidm tiéu thy thirc in, giém sy ting
cn vi ra phin bt thuimg o lidu 750 mg/kg/ngiy.

15. QUY CACH BONG GOI

Vi AVAL Hop 01 vi x 10 vién nang cimg kém b huimg din sir dung thube

VIAVAL Hop 02 vi x 10 vién nang cimg kém o hudmg ddin so dung thube.

ViAVAL Hip 05 vi x 10 vién nang cimg kém 1 hudmg din sir dung thudc.

16. PIEU KIEN BAO QUAN

Noi kho, duini 30°C, trinh dnh sing.

17. HAN DUNG

6 thang ké tir ngiy sin xult

18. TIEU CHUAN CHAT LUQNG

Tiéu chulin co sér.

TEN, DJA CHI CUA €O SO SAN XUAT THUOC

Co 56 sin xuit:

CONG TY CO PHAN DUQC PHAM BOSTON VIET NAM.

Dia chi: $6 43, Duimg s6 8, KCN Viét Nam - Singapore, phomg Binh Hoa,
thanh pho Thain An, tinh Binh Duong, Viét Nam.

Dién thogi: 02743 769 606 Fax: 02743 769 601

Email: boston(@bostonpharma com va.
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