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Khuyén cho:

- Thubc ndy chi dimg theo don thude
. Poc kF hudmg diln sir dung (rnde khi dimg
L £} xa Em Lay (reé cm

. Théng béo ngay cho bic a7 hode dirge 57 nhimg tde dung khéng mang mudin pép phai
ki sir dyng thude

. THANH PHAN CONG THUC THUOC

Thinh phiin duge chit:
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Thinh ]:rT'ﬁn th duwpe: Loclose anhydrous, Notd lawyl sullil, Natn Croscamellose, Magnesi skeac
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2, DANG BAO CHE

Vién nén dai, mau trﬁng Ny dén viing nhat, canh vé thimh vién lnh lin

3, CHI BINH

Phing ngira ddt quy vi the mach & bénh nhin rung nhi khing do bénh van tim (NVAF), vii mit
hay nhifu yéo 16 npuy co nhir xay ia com dit quy trrde dé hojc con thiéu méu cye bé thodng qua
(TIA), bénh nhdin = 75 tudi, cao huyét 4p, déi thio dirimg, suy tim (NYHA Class > 1)

Phing ngia huyEt khii tinh mgeh (VTE) & bénh ahin da tréi qua phiu thudt thay thé khdp héng
hodic khép gii.

Bidu trj huyét khéi finh mpeh siu (Deep Vein Thrombosis - DVT)

Pidu tri thuyén tic phoi (Pulmonary Embolism - PE).

Gidm nguy co huyét khdi fink mach sfu (DVT) va thuyén tic phdi (PE) t4i phdt sau khi didu trj

ban v

4, CACH DUNG, LIEU DUNG

Cich dang:

Diing bing duimg utng

Mén ndng vai nude, cing hode khing cing thire &n.

Vi bénh nhin khing thé nuét i vién nén, e thé nghidn nét vi khudy vao nudc, 5% dextrose
hodic trén vii mude 1ho xay nhuyén va ding ngay qua ddng ubng

Litu dimg:

Phong ngiva dof quy vé tie mach hé thing & bénie nkdn rung nhi khing do binh van tim (NVAF)

Lidu kbuyén ngh la 5 mg (1 vién) x 2 [n/ngiy.

Liu khuyvén nghi 1 2,5 mg {ndm vién) x 2 lin/ ngdy & nhimg binh nhin cb [t nhat hai trong 58 cée
dae didm sau:
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s DBénh nhin trén 80 i,

o Cdn nfng <00 g

o Creatinin huyét thanh > 1,5 mg/dL
Ligu phip nén disge !J'ép tue Hiu dai.
Dién irj hnyér ki mgels s (DVT), didn frf fhupd tiie migch (PE) va phing ngien o pldt
DVFT vt PE
Liéu khuyén nghi didu trj cdp tinh huyét khéi fnh mach siu (DVT) v thuyén the mach (PE) 14 10mg
(2 vign) x 2 liningay trong 7 ngéy va lidu tifp theo 1o Smg (1 vién) x 2 lin/ngdy. Didu tr it nhdt 3
thing theo hudng diin cia v (& va nén dim vio cde véu téh nguy cor nhir (phin thuldt gin ddy, chin
thiremg, bt ding).
Phong ngira tai phit DVT va PE vi lidu khuyén aghi 14 2,5mg (niva vién) x 2 lin/ngdy sau khi hofin
thinh & thing véi lidu diéu uj.
Bieing 1: Lidw Kheyén nghi
I

Litu dimg thube Liu tbi da trong ngay
10 mg (2 vién) x 2 lnfnudy
trong 7 ngdy diu tién
Sau dd 14 Smg (1 vién) x 2
lan/ngiy

Phomg ngira thi phat DVT .

2 X 115 1 vidn 2
hodc PE sau khi hodn it 6 g Y, v
thiing viri lidu didu e

20 mg

Bidutri DVT va PE
10 mg

lin/ngiy o

Negadi gicy
VTEp v VTFt - khéng cin diéu chinh lidu
NVAF —khdng ciin diéu chinh liéu, triy khi ddp tmg tiéu chi gidm ligu.
Suy thin
Phang ngira huyét khii tinh mach (VTE) & bénh nhin phiu thuit thay thé khip ghi holic khdp
hiing, difu tr] DVT hodle didu tr] PE v ngin ngi tai phit DVT va PE, khong «in difu chinh liéo.
Phing agira it quy vi tic mach & bénh nhin rung nhi (NVAF), creatinin huyét twong = 1,5
mg/dL, = 80 tudl hodic cin ndng < 60 ki gidm litu la cin thiét (xem phin chi dinh bén tén).
{J beah nhiin suy thin ndng ( 40 thanh thii creatinin 15-29 mL/phi):
- APXANDO dupc sit dung mit cich thin wong trong phong ngim huyét khéi finh mach
(VTE) & béuh nhén phiu thudt thay thé khip pdi hole khép hing.
- Phong ngirs djt quy vi tic mach & bénh nhin rung nhi (NVAF) nén sir dung lidu thip hon
14 2,5mg x 2 Kn/ngdy.
Khéng cb dit ligy 1m sing & bénh nhin e d§ thanh thii creatinin < 15 mi/phat hofic bénh nhin
dang loe méu. Do 46 apixaban khing duge khuyén khich siv dyung,
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SHy ST
Apixaban duge ching chi dinh vii bénh nhin bi bénh gan lién quan d&n 8l logn dng mdu va lién
quan den chiy mibu.
Khéng duoe khuyén céo & bénh nhin suy gan niing.
Sir dyng thin trong v&i bénh nhiln suy gan nhe hojie trung bink (Child Pugh A hofie B). Khiing edin
diéy ehinh lién véi bénh nhin suy gan nhe hodc trung hinh.
Viri binh nhén o6 men gan ting, ALT/AST > 2 x ULN hofic ting 56 bilirubin = 1,5 x ULN da dhrge
logi trir trong nghién etru 1Am sing.
Mén sir dyng APXANDO mil cach thian trgng vi thye hién xét nghiém chire ning gan tnede khi si
dung thue,
Cdn ning co thi
VTEp va VTEL - khong cdn ¢idu chinh lidu
NVAF —khng céin didu chinh iéw, trir khi Adp dmg tidu chi giam lido,
il
Ehéng cin di¢u chinh lidu
Bént nhén diwe il dit bing dng thing trong binh (NVAF)
Co thit tiép tuc st dyng APXANDO

Binls nhiin dang ﬂ.@u iri loan maip trang bénh (NVAF)

Co thit tiép tye sir dyung APXANDO

Ddi véi bénh nhin trde 46 lhing sty dung thude ching ding, loai triv huyét khéi bing ce phiu thujt
can thigp, trude khi ding thude didu tri nén duge xem xét phit hop vii cde hudng din 48 dugo thiét
I3p

Vi bénh nhin bit diu didu i bing APXANDO, nén ding Smg x 2 lanfugdy it ahil 2,5 ngay trude
khi diéu tri loan nhip 48 dim bdo ring 0 khéng ding.

Néu cln didu uj gidm nhip tim trude khi diing APXANDO thi nén st dung ligu nap |0mg {2 vién),
tigp theo 14 Smg (1 vién) x 2 lin/ ngdy. Sau d6 giim liéu ngp 14 Smg, tiép theo I 2,5mg (nim vién) x
2 Vn/ ngiy trunde khi diéu tr logn nhip tim.

EX3i i thit cd cdc bénh nhin dang ditu tj bing phwong phip gidm nhip tim, co xéc nhin phuong
phip tnsde khi sit dung AFXANDO, Cée quyét dinh vé vige biil diu va thoi gian didu i phii Wén
theo cée nguyén the duge duge khuyén cdo vé didu trj ching dng mau & bénh nhin dang didu
hﬁlg plmtrng phép tim m;::h.

Cé ft kinh nghiém voi apixaban vi ligu khuyén cao méu ttj cho bénh nhén NVAF khi sir dyng phi
hegp véi thude ehing két tip tiéu cdu & binh nhin ACS hofic PC1
Tré em
Chura xde djnh dugre tinh an tedn vi hign quéd cla apixaban & ivé em vit thanh thidu nién duwdi 18 tudi,
Quén dimg thudc
- Méu quén dimg 1 1ids thube, binh nhin chn ubng APXANDO ngay vi sau 46 tip tye ding 2 lin
il trwde do, Khédng cin udng gip doi lidu 41 quén,

Trang 323

ey | 1

—



https: Mrungtamthuoc. com/

[!Iluyén ddi:
'[_".'hu}nf:n didu e tir thudc chitmg ding miu dwimg tifm sang apixaban ( va ngugre lpi) cd thé durere thire
hign theo hudng diin. Nhumg cdc sén [_ﬂu*uu thudee iy khdog nén ding d.lq{rug Lher.

Cluvin @51 tie chat d6i khdne vitamin K (VKA sang Apfeaban
Ehi -::]m:.-én binh nhin didu trj i chiit di khimg vitamin K (VIEA) sang api, warfarin hay VEA khac
i duge ngimg didu i vi bt ddu che sirdyog APXANDO khichlsd INR A< 2

Chuyén doi tir Aptvaban sang VKA
Apixaban nén duge p tye ding chung véi VICA {t nhét 2 ngay, Theo di chi = INR dén ki > 2 thi
whng lidu VICA don voi lich trinh tidp theo,
5. BOT TUQNG BAC BIET
w Bénk nfdn cao fud
Tudi chng can cd thé 1im tAng ngay co xuft huyét
Ngodi ra, viée diing chung apixaban véi ASA & bénh nhin cao i nén due sit dung thiin trong
vi ed nguy co chiy mdu cao hon,
% Php nfr of fdral
Ehéng e dir lidu v vide sit dung apixaban ¢ phy nit mang thai. Ciéc nghigén cim nén ding vt
khdng chi ra tie hai tyge Gép hay gidn 6ép duh hudng ¢i voi de tob sinh san, Nhu mot bign phip
phing ngira, 10l hon 14 nén rnh s dyng apixaban trong thot ki mang tha.
& Cho con bit
Chura biét lidu apixaban hofic cdc chit chuyén héa cia né of duge bai tiét vao sita me hay khang,
Tuy nhidn edo nghién eiru trén dgng vt di chimg mink apixaban bai tél qua siv,
Khéng thé logi trir ri ro d0i vii wé dang bl, nén ciin nhiic gitt loi fch v mi ro, Khéng Khuyén
efio cho con bi trong khi diéu tr
& Khi ndng sinh sin
Cég nghifn el bd sung tén ding vit da cho thiy apixaban khdng dnh hidmg dén khi nfing sinh
=l
o Trdem
Tinh an todn vd higu qui trén bénh nhi chia dwge thiét lip.
Sy thin
Di Fidu Jm sing ehi ra ring ndng &6 apixoban trong hu?rél tuemg ting & hénh nhiin suy thin nfing
(d% thanh thii ereatinin 15-29 mL/phit) vide niy din dén inp nguy co chiy miuy,
Phéng ngita huyét khéi tinh mach (VTE) & bénh nhén phiu thudt thay thé khép gbi hojic khép
héng, didu trj DVT hofic didu trj PE vé ngin ngira téi phét DVT va PE, khéng cin didu chinh lidu,
Phéng ngira 46t quy vé tie mach & bénh nhin rang nhi (NVAF), creatinin huyét twong > 1,5
mg/dL, = 80 tudi hojic cln nfing < 60 kg gidm lidu 1 cén thiét (xem phin chi djnh bén tén).
3 bénh nhiin suy thin pfing ( 4 thanh thi creatinin 15-29 mLiphit) hodic dang lpe mdu khing
diroe khuyédn khich
& Suy gan
Khing dirge khuyén céo & bésh ahén suy gan ning
Khéing cin didu chink lidu & bénh nhin suy gan nhe (Child-Pugh class A hodic B)
Vi bénh nhin cé men gan ting, ALT/AST > 2 x ULN hoge thng sb biliruhin = 1,5 % ULN da
dirgre loai triv treng nphién i lm sang,
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Men s dung apixaban mdi céch thin trong vl thue hidgn xét nghigm chire nfing gan towde khi &0

dyng thudc,
% Binh nhin ung thw dang titn tridn
Béah nhiin ung tha dong tign trién cé nguy ¢ cao bj cd Im;.‘-."k[ khdi (inh mach Hin chiy méu, Khi
apixaban dugre xem xél @8 didu i1 DVT hofic PE & bénh nhin ung thi, cin dénh gid cio thin vé
lvi feh so v mii ro dge thire hign.
¢ Binh nhin PE khing i dinh vé huyét djng hofic bénh nhfn cfin tiéw huyét lddi hodie eit

phai

Apixuban khing duge khoyén cde thay thé cho heparin & bénh nhén thuyén tie phdi, Huvét dong
khiémg Go dinh hode ciin Gi2u huyél hay eit phii. Vi tinh an todn va hifo qua eta spixaban chira
dure thidt lfp trong nhimg tinh hu!.‘mg Km gdng nay.
% Trong lwyng co thi
Trgng lugug co thé thip < 60kg ting nguy co xuiit huydt
% Riénh nhin cb van tim gid
Tinh an toén v higu qua cia apixaban chra duge nghién el & nhiing bénh nhén o van tim gia,
cd hodie khing ed rong tim nhi. Do db, vide sit dung apixaban khing dwge khuyén khich trong
traring hop nay
% Binh nhin mic hii chirmg khing phospholid
Thufe chéng ding miu dwimg ubng the dung trye tiép (DOAC), bao phm apixaban, khing dugs
Ichuyen cio si dung cha bérh nhin miic hii chimg lchiing phospholipid ba ducmg tinh (APS). B
i bah nhin ed APS (dfie bidt 14 nhing ngidi duong tinh véi ba Min: dueng tinh véi thube ehiing
ding méa lupus, khing ardiclipin v khéng thé khing beta 2-glycoprotein I, didu trf véi DOAC
el lién quan dén vige tEng 1§ 1§ bién eb huyét khoi i phét so véi liéu phap di khing vitamin K.,
. CHONG CHI P]NH
- Qud min voi apixaban hode véi bit ki 14 duge ndo coa thude

- Chiy méu ding ké v& mit lim shog

- Bénh gan lign quan dén déng médu vi nguy co chiy mau lidgn quan dén [im sing

- Tin thuong hodic eb yéu 66 nguy oo lidn quan déo chay méau nlhl.r lodt dudmg tigu hoa, khéi
u ¢ tinh ¢d nguy cor chiy miu, chdn thuwomyg ndio hode cft sbng gin diy, phiiu thuit nfo
hogc mét, xudt huyét ndi so, nghi npér gifn tink mach thue quin, dj dang phinh ddng mach
hedic biit thirdmg chiy mau ndi 1y,

- Diéu tri dong thoi voi bét ky tdc nhan ching déng mdu ndo khic nhwr heparin, enoxaparin,
dulteparin... ngogi trir nhitng truémg hop ey thé ciia vige chuyén déi 1iéu phap ching déng
min 4 o dé edip.

. CANH BAO VA THAN TRONG KHI DUNG THUOC

7.0 Neguy eo xud Fuyés

Ciing gidng nhwr edc thude chéng déng mdu khie, bénh nhin diing apixaban phii doe theo dai

cn thin 48 theo dai dfiu higu chay mdu. Khuyén céo néo st dung thin wong trong ede tinh Irgng

Hing nguy co xudt huyit. Nén ngung sir dung thube khi tinh trang xudt huy@t xdy .

Miic dil 5t dung apixaban Khing yéu céu theo ddi thuong xuyén nhung xét nghigm Xa cb thé ki

fch trong cdc tinh hodng dsc bidt trong chi dinh lim sing
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Apixihan e6 the dung ddo npupe hogt ding véu 1 Xa.

7.2 Twomp fdc wit cde loal J'Flllm*:.t: :rh'ﬂn}; ifiing khic

Do tiing npuy eo chidy man nén r_'hfl-ng chi dinh didu tr1 LFI!PI!I.H. thai v bt ky thufie -;:hfm;_l; dimg ndo
khzc.

Sir dung -LTfmg theivh apixaban vii thube Elﬂng ket tip i e b Hing nguy co chiy mau.

Ciin Lrong néu bénh nhin duge didy i ddng thid vol thude e ehé @i hﬁp thu serotonin cd chon
lpe (SSRI} hofiec servtonin, thude (e ché 14 hip thu norepinephrine (SNRI) holic edc sin pl:sﬁm
thude ching viém khong steroid (MSAID), bao gdm scid scetylsalioylic.

Sau phiu thudl, cde chil chéng két 1ip tifu cdo khie khing duye khuyén cdo dime ddng thai véi
apixaban

4 nhimg bénh nhin bj rung nhi vi ede tinh trang clin dién 1§ khing tidu clu don hojic kép, cin
dénh gid cdn thin v& led feh tiém niing chiing lai nhitng i ro tdm ting nén duoe thire hidn tarde
Ichi két hop lidu phép niy véi apixaban.

Trong mdt nghién et lim sing tén benh nhin rung ok, sir dung ddng thid ASA lim tang nguy
cor chéy miu ning khi diing apixaban tir 1,8% m8i ndn 1én 3,4% mdi ndim v tng nguy co chiy
miu khi dting warfarin tir 2,7% wdi nim 1én 4,6% mdi nam, O wong nghién ciu ldm sing nay, o
gitri han (2.1%) sir dung ddng thid ligu phip kiving iéu cliu kép,

Mt nghién clu Him sing thy dwot bnh nhidn rung nbf v&i ACS / PCI vl thid gian didu 1rj theo ké
hogeh vér ehiit e ché P2Y12, cf holic khing cd ASA va thube ching dong mdu duimg uing trong
6 thing. St dung dbng théd vii ASA lam ting nguy cor ISTI wiing hode CRNM & nhimng dii tugng
difu trj apixaban tir 16,4% mi ndm 1én 33,1% mdi nim

Nhimg bénh nhiin san hii cliimpg myeh vanh khdng rung ohT kém che bénh tim, nhitng npedd dif
nhin ASA hodic két hop ASA va clopidogrel mdt 17 1E déng k& tang nguy co chiy mau do [STH
duge bdo cdo doi vai apixaban (5,13% mdi ndm) so vii gid duge (2,04%) mdi nim.

7.3 Phdu thudt va ede thii tue xdm Idn

APXANDO cin dvoe neumg sir dung it nhiit 48 gids trrde khi tién hinh phiiu thuit hofe thi thuit
xfim lin e6 nguy co iy xuiit huyét cao.

APXANDO cln dwge ngumg sir dung t nhét 24 gid trude khi tién hanh phiiu thudt hojic thi thudt
wiim 1in c6 nguy co gdy xudt huyét thip. Cie philu thuge hojie thi thudt d6 bao gbm cd cdc biga
phip can thi¢p dir kifn phdt sinh xudt huydt khing dédng lké, khdng nghim trong & noi xuft huydt
hotie dE kifm sodl.

APXANDO clu duge bt diu ding lal sau khi philn thufit hode che thil thudt xdm lin khie cing
st cang tht mién 1 tinh twang 13m sang cho phép va df cdm méiu duge thich ding

Béi véi nhimg bénh nhin dang cit 4t qua éng thing dé didy o rung nhi, khong cln phéi gidn
dogn dimg thude

7.4 Ngwng ifide tam thii

Netimg sir dung thude ching ding mdéu bao gdm apixaban 48 véi ebe trudng hop chity mdu tich
eye, phiin thudt nr chon hodie thit thufit xfm lén bnh nhén ting nguy eo huyét khéi. Nén trink
nhimg dot didu tr] chdm tr€ vi néu chéing ddng mén biéing apixaban phai tam thid npimg thude v
bt ki Iy do gi, nén bit du lai ligu phip cing sém cng tit

7.5 Gy t6 hode chye do iy song ngedl mang cing

Trang /23
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Khi tifn hauh giy té thin kinh (giy 18 thy sbng ngoli ming cng holic choe db thy sdng neodi
miing edng), bénh nhin duge ditu tri b.?ling chiit v:.h{iug ddng mhu aé phing ngim bicn chirng tie
mach do huyél khoi ed nguy co bi khii 1 miu ngodi ming cimg hofic tiy sng, tinh wang ndy co
thié dfin ditn lig 1A dai bofic vinh vidn,
Nguy co ey nhitng bidn ed mhy b thé tang 1o do vige dit dug din i ngodi mang cimg san phiv
thuit hode ding dong thin vi che e khéde co anh lurérng dén qué trinh déng nub. li‘.'ug thing
trong ming eimg hode trong ndi thy mae phii duge thdo bo it bt 24 pice s khi dimg lign
Apxando cudd ching. Lidu nén ding Apxando 1idp theo sau khi o dog Ubng (€ ahil 5 gid, Nguy
cor ciingg o thé thng 1én do chin thuong hodie nhidu ln choe do ngodi ming eimg hofic ejt sdng,
Theo dai bénh nhin thudmg xuyén ve cfie ddu hifa v tridu chimg cla suy gidm than kinh {wvi dy,
1& hofe }'éu chéin, hode rdi logn chire ning rigi hoje bang quang). Neéu lén Churing thiédin kinh duge
phi nbdn, chifin dodn va dieu tr khin clp 4 cin thiét. Trude khi can thiép thin kinh, bie sF pén cin |5
nhiic gitta loi lch tidam niing 50 vl nguy co & bénh nhin khing dong hoge bénh nhin duge didu irj J;
dy phing huyét khéi chong déng.
7.6 Bénh nhdn phdu thudt gdy ceemg hing
Chun duge nghidn el trong cde nghién efrn lim sdnp & bénh nhin trdi qua phiu thufit gay xwong
hing 44 ddnh gid higu qua va an todn & nhimg bénh nhin nay. Do dé, khng duge khuy#n cén
trong trudmg hop ndy.
7.7 Théng tin vé td diroe
APXANDO cd chira lactose. Bénh nhin co cde vin 62 v& di truyén hidp giip vé tnh trang khong
duniz nap galactose, thiéu hyt lactase hay kém hép thu glucose — galactose khing nén ding thubic
niy
7.8 Ank hudng dén khd ndng ldi xe vé s dung midy mde
Khéng ob hode dnh hudmg khing ding ké dén kha niing 14 xe v sir dung miy mébe.
8. TAC DUNG KHONG MONG MUGON:
D lidw an todn
Tinh an todn efn apixaban di duge diéu tra trong 7 nghién etra lém sing giai dogn 11T bao phm hom
\ 21.000 bénh phén, hon 5,000 bénh nhin trong cic nghién ciu VTEp, hon 11.000 bénh nhin trong
cdic nghién ciu NVAF v hom 4.000 bénh nhiin trong nghién ciru v& diéu tri VTE cho tdng thii gian
phoi nhifm trung bink lin lugt 1 20 ngiy, 1,7 ndm va 221 ngly
C&c phin g phy thudmg o 1 xudt huyét, chay mdu, chiy médn cam va tu mau,
Trong cée nghidn ciu vé VTEp, thog cing 11% béah nhin duge diéu tri bng apixaban 2,5 mg x 2
in/ngiy gip phin dng phy lidn quan dén chiy miu voi apixaban vi enoxaparin 13 10%.
Trong cde nghiGn cfm NVAF, ty 18 chung cia cdc phin img o6 hyd lign quon dén chiy miu véi
apixoban vl warlarin 14 24,3%. Nghién cire apixaban vii acetylsalicylic acid 1a 9.6%.
Trong nghién efru apixaban véi warfurin 1§ 1§ xuft huyét duémg tiéu héa ehinh do ISTH (bao ghm OI
trén, Gl duwdi va chay mau trye trdng) voi apixaban 1a 0,76% /nim. Ty 1§ chiy méu ngi nhiin ién do
ISTH viti apixaban la 0,18% { nim.
Trong nghién etu v& VTEL ty 1§ chung cla cie phin (g o6 hyi Tién quan dén chiy mdu vii apixaban
vi cnoxapann 14 15,6% v apixaban voi gia duge 18 13,5%,
Bing danh séich cie phin tng bét loi bén dudi dupe quy ude:

- Réit ph biéa (= 1/10)
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Phih biga (= 1/100 dén < 1/10)
- Khong phé bién (= 111,000 dén < 1/100)
- Hiém (= 110,000 dén < L£1.000)
Rt hidm (< 1/10.000)
- Khng co dif lidu
Beng 2: Cde phdn ikng phy

Co quan hi tllﬁng YIEp NVAF YVTEL

Réi loga b thiing bach huyét v mio

Thigu méiu Phi bién Phé bidn Phé bidn

Giam ticu clu Khiing phi bién Khisng phi bién hing phi hién

Réi loan he thong midn dich

Qué mén, dj ting phi, | . . .

shie phin v8 Hiém Khémg phé bién Khéng phd bién

Mg Khiing phi kién Khéng phi hidn Khéing phd bién

Phi mach Khong ¢o dit ligu Khéng e dii li¢u Khing co dit liju

Ri Togn hé thiin kinh

Xufit huyét nio Khang et dit ligu Khéng phé bién Hiém

Xuft huyét mit (bao | .. ; )
Hiém Phé hién K hé hidn

gom két mac) g

Rt loan mach méu

Xudt huyér, ty mau Phi hidn Phi bidn Phil hién

Ha huyél dp Khong phéd bidn Phi bién Khiing phi hidn

i =

::““:; huyét trong & Khéng e6 dit liéu Khing phé bién Khin ¢6 dit liéu

Co quan hi thiing VTEp NYAF YTEL

Réi logn hé hép. long ng;l.n: Vi Irung thit

Cliy méu cam | Khiing phé hign Phé bifa Phé bidn

Ho ra miu Hiém Khing phi bién Khéng phi bifa

l}é‘f‘ huyét disong. 1o Khéng e dir lidy Hidm Hidm

Co quan hi thing VTEp NVAF VTFt
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1téi logn tiéu haa

Buda nfn Phi bién Phi bitn Phib hidn

ii,:f[ huyét durime tiéu Khong phé bién Phd bién Ph bién
Xultbuybtdo i | Khosgosdiliu | Khiog pld bits Khéng phi bidn
¥udit huyét miéng Khing co dir ligu Ehéng phd bién Phé bién

Xudt huvée trire trang | Khéng phid bién Khéng phi bidn Khéng phi bién
Chéy méu lgi Hitm Phid bién Phé bién

l‘f’ huySt sen phie | o oo dit i Hidm Khing co di lidy
R& logn gan mit

Chite nfing gan  bét

thrbmg, AST thng, - = = 3
kiém miu phosphatase | Khding phi bin Khitng phi bidn K héing phii hién
thog, bilivubin  mdu

ting

Gamma-

glitamyltransferase | Khdng phé biga Pk bidn Phi bidn

ting

Alanine

aminotransfernse Khing phi bién Khong phd bién Piid bién

ting

Rdi loan da vi mé dudi da

Phit ban da Khong eb dif ligu Khiing phi bidn Phi bién

Rung tée Hiém Khéing phé hitn Khing phd hifa
Héng ban da dang Khiing cb di ligu Rt hidm Khiing cb dir ligu
R logn co xuong vi md lidn két

Xudt huyét co Hifm Hifm Khdng phit bién
Réi logn thiin vi tiée niéu

Tigu miu Khéng pho bién Phé hién Phi hién

Ce quan hit thing VTEp NVAF VTEt
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Hé thing sinh sdm v rdi logn il

Nt IIH}fé[. dm dgo bér
thuwbmg, bing hu;rél.

Khéng phé bitn Phis bidn Phi bién

Ciie tbi loan chung

Xudit huyét Khingedditlién | Khong phd bidn Khong phb bidn

‘Chiin thwong, ngh dic

Truvén i Phé bidn Phi hidn | P1é bién

Biing huyét sau cée thi
thu@it (tp nuiu vt
thuong, xudt huyet vét | Khing phd bidn Khng phi bign Khéng phé bido
thuong, xuiit huyél tai
chi]

Biing huyct do chin Khéng c6 dit ligu Khomg phb bidn Khéng phd bién

turony

Thudt ng “xuiit huyét nfio” bao pim tét ed ede trrdmg heys xudt huyét ndi so hofic ndi tly (e 13 dét
quy xudt huyét bolic tiéu nfio hofic dwdi ming clmg)

Vige sir dyng apixaban e th ting nguy eo chiy mdu dn hofie chiy min qui mire kit &5 & mé hofic
cor quan ndo, cb thé din dén thidu méin sau xuft huyé, Cie ddu higu, trigu chimg va mire d6 nghiém
trong 52 khic nhan thy cor dia vi rmre 43,

9, QUALIEU

Sir dyng qui lidu apixaban ¢ thé lm ting rii ro chily méu. Trong trudmg hop 6 bin chimg xudt
huyi:'.[_ phii ngung thude va diéu tra ngudn chiy mau. Bt diiu xir Iy vi dy nhur phiu thugt ciim méu,
truyén huyél trong tuoi dong lgnb holic sir dung mt chit ddo npuge ddi vol cle chit de ché yéu 1
Xa nén dwere xem xet.

Trong nghién e lim shng epixaban ding dubmg uéng & ngwii khée manh véi lidu 1€n dén S0mg
mdi ngay trong tir 3-7 ngdy bay 25mg x 2 lin/ngdy trong 7 ngdy khéng cd phin img phy lién quan vé
mijt [dm =ing,

() nhitmg ngwdi khde manh, sir dung than hoat tinh 2-6 giér sau khi udng médt lidu apixaban 20myg &
it AUC Bin ot 14 S0% vé 27% khiing o tde ddng dén Conx. Théi gian bdn hity trung binh cling
gifm tir 13,4 gidr xudng 5,3 il va 4,9 pidy khi st dung than hoat tinh tr 2-6 gidr. Do d, sir dung than
hoat tinh co thé hitu ich trong vige didu tri qua liéu apixaban hofic v tinh nudt phii,

Déi véi cie tinh hubng ciin dio nguge khing dong do chiy miu khdng kiém soit duge hoiie de doa
tinh mgng edn ddo nguge téc nhan fre ché Xa. Quan 1§ chill of didc phic byp prothrombin (PCC) hode
yéu 1 VTa i th hop cling o6 the xem xét,

Anh hindng ctia PCC 4 y&u th 1&n durgre Ire hoe cin apixaban 98 dwoe nghién eio & ching doi lrgng
khée manh. Sau khi ding liéu apixaban dén trang thii 6n dinh, dign thé thrombin ndi sinh (ETP) trd
i mire trurdie apixaban 4 gity sau khi 58t diu truyén PCC 30 phi. Tuy nhién, kking 6 linh nghigm
Ifim sdng A& nghn chiin chay mdu khi sir dung cac sin phdm PCC 4 véu th & nhimg ngodi 38 dirge
diéu trj apixaban. Binh hromg lai véu o tdi 18 hop Ve cé the dige efin nhie iy thude vao tinh trgng
vl mire o chay mau,

Cén ¢ sy vin ciia chuyén gia trong triring hop chdy mau niéu.
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Thém tach mau lm gidm AUC cin apixaban xudng 14% & nhimg bénh nhén bj béah thin piai doan
cobi (ESRD) khi ding mét lidu duy nhét ciia apixaban Smg (2 vién) bing dutng udng, Do dé, chay
thin nhin o cd thé 14 mit phuong phip hign qua d& ol qua Fiéu apixaban,

10, PIIC LUC HOC

Nhém duge 19: Chilt chiing déng méu, chit ire ché trye tidp véu t6 Xa

ATC: BOIAFD2

Apixaban [& mit ehit de ehé manh, dutmg wbng, c6 tinh chiit 420 nproe vit co tah chon loe cao A
vii yiu 1 Xa. N6 klidog yéu céu antitheembin 11 cho hoat déng cheng huyét khidi, Apixaban e ché
hoat dong cia yéu t& Xa wr do lién k&t véi ope mau dbng va prothrombinase. Apixaban khéng cd tic
dyng trire tiep lén s kit dip tidu cio nhimg gidn tidp e ché sy leét Wp tidu cdu do theombin gay ra
théng qua the ché yéu 1 Xa, apixuban ngin can tgo thrombin, ngin edn sw phit trién huyét khii. Cée
nghién cin tién lim sang vé apixaban wén ce mb hinh ding var dé climg minh tnh higu qua ching
huyet khii trong vife npiin ngie huyvét khdi ddng mach v tinh mach,

Liig dwng dioe [V

Uc ché FXa apixaban kéo dii cde xét nghifm dong méu nhur thoi gian prothrombin (F1), INR va
thivi gian thromboplastin tdt phén duge kich hoat (aPTT). Tuy nhién, nhifng thay ¢di trong cdc xél
nghigm déng méu néy & lidy diéu j 13 nhe, o6 mic 4 thay d8i eno vi khéng hitu ich trong viée then
diii tée dyung ching déng méu cia apixaban.

Apixaban cling thé hign hogt tnh chéng Fxa bing cdch giam hoat tinh ot enzym Factor Xa. Xét
nghi¢m Rotachrom Heparin, hoat 8dng chéng Fxa thé hién méi quan bé tuyén tinh chit ché trye tidp
vl apixaban,

Bing dudi diy cho thiy mire d§ inh hwémg & wang thii 6n dinh duge dy dodn vi hoat dng ching
yéu th Xa. O nhimg bénh nhin rung nhi khing do van tim ding apixaban dé ngfin ngira 43t quy v
thuyén tic mm:h, It gud chio ﬂ];.ﬁ\' mire dao ding 1 dinh dén ddy thiip hon 1,7 ln. O béah nhin ding
apixaban dé didu trj DVT va PE hofie phéng ngiva DVT vai PE tii phat, két qua chimg minh sir dao
ding it hen 2,2 Vn & mire tir dinh dén iy,

Bdng 3: Die dodn phoi nhiém cia apixaban w0 hogl ding chong yéu 16 Xa

T a Apix Apix Apix. Anti- | Apix. Anti-
Cmax (ng/mL) | Cmin (ng/mL) | Factor Xa | Factor Xa
activity max | activily min
(IL'mL) (IUfmL)
Trung binh (5th, 95th %)

Nedin ngira 461 quy va tic mgch NVAF

23 mg x 2
, 123 {62, 221 79 [34, 162] 1.8(1,0.33 1.2 051,24
5 mg x 2 Hn/ngly | 171 91, 321] 103 [41, 230] 2.6 (1,4, 4.8] 1,5 [0,61, 3.4]
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:’Lpll | Apix Apix. Anfi- | Apix. Anti- | Apix
Cmax (ng/mL) | Cmin (ng/mL) Faetor Xn | Factor X8 | Cmax {ng/ml)
activity max | activity min
(I mlL) (I ml)
.f‘-:'!él;d iy ..D ¥, PE wi ngdn ﬂ‘l_c:'lllé'i_fn‘.'j-'.l' phh! EPT PE 2 - =
2.5 x 2 liningdy | 67 [30, 153] 32 [11,%0] 1,0 [046, 2,5] 0,49 [0,17, 1.4]
Smy x 2 lanfnghy | 132 {59, 302) 63 [22, 177} 21 [0,91, 5.2] 1,0 [0,33,2.9]
10mg X 2
/gy 251 [111, 572} 120 [41, 335]) 4, 2[1.8, 10.4] 1,9 [0,64, 5.8]
g guict Idn sdmg an todn
Nodn ngdea 0t gicy wi e maeh ¢ béah nfidi rune b kg do ve tim (INVAE)

Tﬁn,g 56 23.799 bénh nhin duge chpn ngau nhién trong nghién eu ARISTOTLE apixzaban so i
warfarin vi nghign eim AVERROES apicaban so véi ASA 11,927, Nphifn edru dirge chirmg minh
tinh hifu qua va tinh an toén cla spixsban & phing ngira it quy va thuyén tic mach & binh nhin
rung nhi khéng do van tim va nhiéu yén & rii ro nhr:

- Bdt quy trude do hode com thidu méu thodng qua

- Tudiz 75

- Cao huyét ip

- Ticu dudng

= Suy tim b trifu chimg (NYHA Class > 11)
Nohidn cin ARISTOTLE
Trong nghién ey ARISTOTLE, thng sb 18.201 bénh nhin dugre chon ngfu nhida ¢ didu wi mi déi
v&i apixaban Smg x 2 Kin/ngdy hodc 2,5mg x 2 ln/ngay khodng INR mue tifu 2,0-3,0 bénh nhin 43
tiép xie vl hogt chdl nghién el trong héd gian trung binh 12 20 théng. Tudi trung binh 14 69,1,
CHADS2 13 2,1 difm va 18,9% bénh nhédn d3 tmg bj it quy hodc TIA.
Trong nghin el apixaban dat dupe od sy vurot el tron tiéu chi chinh cba vige phiing ngia &t quy
{xu&t hu}lét hodic thitu méu oy b))

Bdng 4: Két qua higu qui & binh nhiin ring nhi trong nghign cin ARISTOTLE

APXANDO2S | Warfarin _
MN=9,120 N=0.0%1 EYRORLE G trf
! : (95% CI) P
n (Yalyear) M (Ye/venr)
Bt quy hofic thuyén e
mach 212 {1.27) 265 (1.60) 079 (066, 0.95) LOo1114
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APNANDIO 2.5 Warfarin
Hazard Ratin
N=9,120 MN=t.0H1 G irj p
(95% CT)
n (Yfyear) N (elyear)
Dijt quy,
Thigu min cyc bd .
hofic khéng xbc 162 {0.97) 175 (1.05) 0.92 (0.74, 1.13) .
djnh
Xuft hyér 40 (0.24) 78 (0.47) (.51 (0,35, 0.75) -
Thuyén I mach 15 (0.09) L7 (0.10) 0.87 (044, 1.75) -

B vii nhiing bénh nhiin duve chon ngfiu nhién dang warfarin, 9 1& trung bink (i pian trong pham
vi didu trj (TTR) (TNR 2-3) 13 66%
Céc diém cudi cia chiy miu 1om v Uil ¢ cde nguyén nhiin gy Wr vong déu duge kidm tra trong mét
thir nghigm, Sy vuot trhi ding ké v mit thing ké cing dat dwoe Véi vide cai thign INR, loi feh quan
sit duge clia apixaban so vii warfarin lién quan dén tht c cde nguyen nhiin gy 1 vong gldm di,

Bimg 5: Tiéu ehi phy & bénh nhin rung nhi ivong nghién ciru ARISTOTLE

Apixaban Warfarin Hazard Ratio | Gl trjp

N=U,088 N=9052 (95% CI)

o [ Yolyear) N (%/year)
K&t qua chay miu
Chinh 327(2.13) 462 (3.09) 0,69 (0.60, 0.8¢) [ <0.0001]
Tir vong 10 {0,086} 37(0.24) (.27 (0,13, 0.53)
Ni sy 52 (0.33) 125 (0.82) 0.51 (0.30,

0.057)

Chinh+CRNM | 613 (4.07) 877 (6.01) : (.68 (0.61, 0.75) | < 00001
Tt ca 2356 (18.1) | 3060 (25.8) 0,71 (0.68, 0.75) | <0.0001
Ciic digm khac
Tid vong do mei [ 603 (3.52) 469 (3.94) 0.89 (0.80, 1.00) | 0.0463
nguyén nhin
Mhii mdn cor tim | 90 (0.53) 102 {0.61) 0.88 (0.66, 1.17)

e ISTH: Chay mdin lén dwoe xéc dinh theo Higp héi Quée 18 v& Huvét khéi va cim miu
Ty 1& ngimg thude thng thé do phin fmg cé hai 13 1,89 461 vii apixaban va 2,6% d6i véi warfarin
trong nghién ciu ARISTOTLE,
Két qué cho thiy higu qua didu ) cho cie phin nhém duge chi dinh bao pdm diém CHADSZ, tubi,
trong lhugmg cor thé, gi¢i tnh, tinh trang chtrc niing thin, dit quy trude 4o, TIA, vi binh tidu duibmg
phit hop v hidu gua dida tri cho todn b din sb trong thir nghigm.
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T¥ 1€ chay miu ditmg tiéu hda chinh do 1STH (baa pom Gl tén, GI dudd vé chiy méu tnee tring) L
0,76% / niim v&i upixaban vi 0.86% / ndim v&i warfarin

Nghién cdu AVERROES

Trong nghién ciu AVERROES, tong s 5.598 bénh nhin duye cie nhi nghién ciu coi 14 khong phili
heyp v VEA di duge ngdu nhién diéu trj v&i apixaban Sme x 2 lin/ogdy hode 2,5me x 2 lan/ngdy
hogic ASA. ASA duge dua ra v lidu 8 Img x nfgiy (64%) 162mg x lin/ngay (26,9%) 243mg x
I&n.-"ng&}r (0,0%). Bénh nhin dugc L"lép xic viri hoat chit nghién ciru trong thin gan tung binh 14 14
thing, Tudi trung binh 14 69,9, didm CHADSZ2 trung binh 14 2,0 vi 13,6% bénh nhin 4 timg bj dt
quy vii TTA

Ly do phid bién cho su khiing phit hop voi VES trong nghién ciu bao ghm khéing dat dugye chi sb
INE yEu cdu (42,6%), bénh nhén tir chéi didu trf véi VEA (37.4%) diém CHADS2 = | v bdc &
lkhéng klmy&n efio VEA (21,3%), bénh nhin khdng tufin th didu tr (15.0%) vii khé liép cdin bénh
nhén thay doi lidu (11,7%)

Nghién ciru AVERROES durpe dimg sim dya trén khuyén nghj eda Uy ban gidm sit dit ligu die 1ip
do héng chimg 1o rang v& vigc giim dit quy v thuyén tie b thdng voi hd su an (win oo thé chip
nhiin duge.

1% 1¢ ngimg thude do phin dng b bai 1 1,5% dbi voi apixaban v 1,3% ddi voi ASA trong nghién
citu AVERROES

Trong nghién cim, apixaban dat dwoe sy vupt trli of ¥ nghia thﬁng k& ctia vife phing ngim dit quy
(xcudt huyét, thidy mdu epe bh hofic khiing xde djnh) hofie thuyén the mach so vai ASA

Biing 6 Cde két quat chinh vé higu qud o bEmh nhén rung nhi trong nghién cion AVERROES

Apixaban ASA
Hazard ratio
N=2.807 N=271 p-vahie
(95% C1)
n (% /vear) n {¥alyear)
i
o -;!ug i 31 {1.62) 113 (3.63) 0.45 (0.32, 0.62) | < 0,0001
thuyén the mach
Pt quy
Thitu méu cuc b
hofic khing xbc | 43 (1.37) 97 (3.11) 044 (0.31, 0.63)
dinh
Xuft huyér 6 (0.19) 9 (0.28) 0.67 (0.24, 1.88)
Thuyén the mach | 2 (0.06) 13 (0.41) 0.15 (0.03, 0.68)
Bt quy, thuyén
the . Ml
s 132 (4.21) 197 (6.35) 0.00 (0.53, 0.83) | .003
hode chét mach
man
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Apixnban ASA
Hyzard rutio
N =21807 N=2791 p-value
| (95% CT)

n (Yalyear) n {%lyear)
Nhdi muco tim | 24 (0.76) 2808y | 086050, 1.48)
Chét mach mau | 84 (2.65) 96 (3.03) 087 (065, 1.17)
Chét do  moi _ o

111 @351 140 (4.42) 0.79 (0.62, 1.02) | 0.068
nguyén nhiin

Khing cb sy khic biét ¢d ¥ nghia tlﬁng ké v ti 18 xudt huyét [dn gifta apixban va ASA (xem béng
bin dundi)
Being 7: Bién o chdy meu & binh nhdn rung #h¥ trong nphién eiu AVERROES

Apixban 2,5 | ASA Hazard Ratio | Gidtrip
N=2,798 | N=2,780 | (95% CI)
n (%ivear) | o (%efyear)
Chinh 45(1.41) | 29(0.92) 1.54 {:}._?é, 2.45) | 00716
T vong 3 (0.16) 5(0.168) -
N sp | 11(034) | 11(0.35) .
Clhinh + CERNM 140 ( 4.46) | 101 (3.24) | L.38(L.07,1.78) | 0.0144
Thit cé 325 (10.85) | 250(8.32) | 1.30(1.10, 1.53) | 0.0017
NVAF veii ACS hagie PCI

AUGUSTUS mét thir nghiém thiét ke giai thira 2 nhan 2, ngu nhién c6 di chimg thu nhin 4614
bhénh nhfin mic bénh NVAF c6 ACS (43%) hojic tréi qua PCI (56%). Tit cd bénh nhin duge dig i
nén vai chdt te chd P2Y12 (Clopidogrel 90,3%1) duge quy dinh theo tiéu chutin chém sbc tai dia
phurong

Bénh nhin dupe chon ngdu nhién s 14 nghy sau ACS hofic PCI véi apixaban Smg x 2 lénfnghj.-'
hodic 2,5mg x 2 lin/ngdy 4,2% sit dung lidu thip hon hodc VKA vi ASA (81 mg x lan/ngiy) hoje gid
dhrgre, Tuhi trung binh 14 69,9, 94% bénh nhin duge chon nefu chitn 6 diém CHA2DS2-VASc> 2
v 47% cb diém HAS-BLED > 3. Di véi bénh nhin dwoe phin ngiu nhidn voi VICA, 3 1§ thoi gian
trong pham vi diéu trj (TTR) (INR 2-3) 14 56% v&i 32% thai gian thép hon TTR vi 12% teén TTR.
Muc tiéu chinh cda AUGUSTUS L4 dédnh gig d§ an todn, v&itiéu chi ehinh chay méu ISTH ning hofie
CRNM. So sinh apixaban so vl VKA, diém cudi an todn chinh cin ISTH chinh hosic CRNM chiy
mdhu & thing thir 6 xdy ra 241 (10,5%) va 332 (14,.7%) béah nhin & nhom apixaban vi & nhim VEA
tuong img (HR = 069, KTC 95%; 0,58, 0,82, p <0,0001.

Trong 5o sanh ASA win gid duge, diém cubi an todn chinh ciia ISTH chinh hoje CRNM chiy mdéu &
thing thir & lin ligpt %Ay ra & 367 (16,1%) va 204 (9,0%) binh nhén tong nhém ASA vi o nhom gia
e (HR = 1,88, 95% KTC: 1,58, 2,23 p < 0,0001)

Cu thé, & nhitng bénh nhin duce didu 1 apixaban, chiy miu niing bofic CRNM xdy ra & 157 (13,7%)
vt B4 (7.4%) binh nhén & nhém ASA va nhém gid duge. O nhimg bénh nhin duge didu tri bing
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VEA, xuiit huy#t ning hofic CRNM xdy ra & 208 (18,5%) va 122 (10,8%) bénh nhin trong nham
ASA va nhom gid dungre.
Cée hitu gud didu tri khde dvoe dinh gid B mye (8o pliv eda nghién efo, vin ede 1 chi g hgp
Trong so sanh gitta apixaban vl YEA, didm cudi tir vong hofc t4l nhip vién Lfrng hgp xéy ma & 541
(23.5%) vt 632 {27 4%) bénh nhin treng nhom apiaxaban va VEA. Diem cudi tong hop cia (i vong
bodic thidu mén eye b sy kién (d6t quy, nhii mén co tim, Em:.r-f't khii tromg stent hode tdi thing mach
khdin -_:-‘5_[_1] xay ra o 170 (7,4%) va 182 (7,9%) bénh nhiin trong nhom apixaban va VEA
Trong so sdnh ASA v gia duge, didgm culi tit vong hode i nhip vién iy ra & 604 (26,2%) v 569
(24,7%) bénh nhin trong nhém ASA vi gia dirge. Didm cudi tir vong holie thidu miu cue bl (dbt quy,
nhii mdu e tim, huydt khai trong stent hofic thi théng mach khiin cfip xiy ra & 163 (7,1%) va 189
(8,22} bénh nhiin trong nhdém ASA vi gid duoe \‘%
¥
.

Bénh nhidn deng didu tef loan nhip '
EMANATE, mot nghién cir da trung thm, df thu nhan 1500 bénh nhéin el timg uiing thufic ehéng y »
dimg miu hodc didu e e dudi 48 gidr v duge 1n ljch didtu i logn nhjp trong binh NVAF, B&nh 7
nhfin & chon ngu nhién | : 1 vi apixaban hodk heparin hofic VKA dé phing ngia cdc bicn od
tim mach. Giam nhip tim bing dién hofic thube 1a duge tién hinh sau it nhit § ngiy sir dung lidu
apixaban Smg x 2 lin‘ngly hodc 2,5mg x lin/ngdy & nhimg béoh nhin cdn gidm lide, hejc ftnhdt 2
gitr sau lidu t3i 10mg hodie lidu ti Smg ndu tnrde 44 42 duge yéu ciu pidm vhip tim. Trong nhim
apixaban, 342 bénh nhiin nhin duge lidu t4i (331 bénh nhén sir dyng lidu 10mg va 11 bénh nhiin sir
dung ligu Smg)

Khéng cd dit quy (0%) trong nhdom apixaban (n = 753) va & (0,80%) ddt quy xdy ra & nhom heparin
hoge VKA (n = 747; RR 0,00, KTC 9524 0,00, 0,64). Tir vong do wpi nguyén nbidn xiy va & 2 bnh
nhén (0,27%) & nhém apixaban vi 1 bnh nhin (0,13%) trong nhom heparin hoje VEA. Khing ob
bién eb thuyén the mach nda duge béo cdn,

Ciic bifn cb chay mau ndng va chdy may CRNM lin Jwgt xdy m & 3 (0,41%) v 11 (1,50%) bénh
nhén trong apixaban so voi 6 (0.83%0) va 13 (1,80%) béih nhiin trong nhdm heparin hojie VEA.
Mghién ciru ndy cho thily higu qud vi df an todn cé thé 50 sénh giva apixaban vi heparin hofic VKA
trong qué trinh didu trj tim mach.

Diéu rri DVT, PE it ngiin ngiva idi phdr DVT v PE

Nghién efru lim sang (AMPLIFY: apixaban so véi enoxaparin / warfarin, AMPLIFY-EXT: apixaban
g0 vir gid o) dupe thiét ké d¢ chimg minh higu qui v 4§ an tedn olia apixaban trong diéu tr DVT
v PE vit li¢u phip ngin ngira téi phit DVT v PE sau 6 dén 12 thing didu trj. C4 hai nghién el déu
14 thir nghigm ngdu nkicn, nhém song song, mu dai, da quie gin trong hénh nhin DVT vA PE cb trign
chimg. Tit cd clie it Hidu v an todn va hifu qua d8 duge phin tich bid mét dy ban dje lip

Nohién cifu AMPLIFY

Trong nghién eiru AMPLIFY, ting s6 5.395 bénh nhéin duge chyn nghu nhiéa st dung litn apixaban
Ithme x 2 /gy trong 7 ngdy. ngdy tiép theo ding Smg x 2 linfagdy ubng trong 6 thing holic
enoxaparin Img / kg x 2 Bn/npdy tim diéi da it nhit 5 ngiy (cho dén khi INR > ) vii warlarin
(khodng INR myc tiéu 2,0-3,0) bilng duimg ubng trong 6 thing. Tudi trung binh 13 56,9 wdi vi §9,8%
bénh nhfin nglun nhifn ¢d bién cé VTE khing rd nguyén nhin,

Pii vii nhimg bénh nhin duge phdn nglu nhién ding warlarin, ty 1§ phin tfim thid gian trung binh
trong pham vi digo t (INR 2,0-3,0) 12 60,9, Apixaban cho thiy gifm tridu chimg @i phét hedc b
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voig [in quan dén VTE & cic miie 48 khic nhau cia TTR wung tim. Nguy co twong dii déi voi
apixabin 0 Wil cnoNAparin { warfarin 14 0,79 (KTC 95%, 0,39, 1,61).

Trong nghién cir, apixaban duge chitng mink 13 khéing thua kém enoxaparin / warfarin & difm cubi
ngdn ngia @i phat DV, PE

Béng 8: Két qud higu qud trong nghién cin AMPLIFY

Apixaban Enoxaparin/Warfarin | Relntive risk

N =2,609 N =12,635 (95% CI)

n (Va) n {“!-"'u}l
VTE hodic tir vong lién | 59(23) ‘u’l {2,7) 0,84 (0,600, 1,15)
quan dén VTE
DNT 20(0,7) 35(12)
PE 27 (1,0} 23(0.9)
Tir vong lién quan dén | 12 (0.4) 15(0.,6)
VIE
VTE hedlc i vong do | 84 (3,2) 104 (4.0 0,82 (061, 1,08
mai nguyén nhin
VTE halic tir vong lién | 61 (2,3} T1(2.9 0.80 (0,57, 1,11)
quan 3 tim mach
VTE, tr vong lién | 73 (2,8) 118 (4,5) 0.62 (0,47, HEE}
quan d&n VTE hoic
chiy miu nhigu

o Khing thua kém so vii enoxaparin / warlarin (p-value <0.0001)
Hiu qué apisaban trong didu tri VTE ban dfu 14 gitng nhou gitm nhitng bénh nhin didu i PE. [Rii
ro twomg ddi 0.9, KTC 95% (0,3, l_ﬁ}] hofie DVT [Kai ro !u'ﬂug aei 0,8; KTC 95% (0,5, 1,3)]. Higu
qué gifra cfc nhém nhé bao gdm wdi te, gitd tinhy, chi sé BMI, chire néing thin, mite 40 cla chi sb
PE, vi trl huyéit khéi DVT vib s dyng beparin dubmg tiém trude 46 noi chung 13 gidng nhau,
Trong nghién cim apixaban virgt trdi v mat thing ké so voi enoxaparin / warlarin [Rii ro twong dbi
0,31, khodng tin cdy 95% (0,17, 0,55), p < (,0001]
Biing U: Bién cd chiy méu trong nghién ciuy AMPLIFY

Apixaban Enoxaparin/warfarin | Nguy co twong dii
N=2,676 N=2,689 (95% CT)
n (%) n (%)
Mghitm trong 15 (0.6) 49 (1.8%) 0.31(0.17,055 |
Mghiém trong + CRNM | 115 (4,3) 261 (9.7) 0,44 (0,36, 0,55)
Khing nghiém trong | 313 (11.7) 505 (18.8) 0,62 (0,34, 0,70)
Téng cing 402 (15.0) 676 (25.1) 0,59 (0,53, 0,66)
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Chéy mau [om vi chay mao CRNM o bt ledr wi i gidi phﬁu o ndi chung :]1:5[1 hon & nhém apixaban
so viri nham enoxaparin / waorfarin. K hufél tiéu hia ndng do [STH diy kién sy ra & 6 [0, 2%) bénl
nhén didu trj apixaban vi 17 {0,6%) bénh nhiin didu trj enoxaparin / warfarin.

Nehidn eiru AMPLIFY-EXT

Trong nghién ciu AMPLIFY-EXT, tnp s 2.482 bénh nhiin duoe chon nefu nhién 88 ditu twi véi
apixaban 2,5mg x 2 lin/npdy, hoge pid due trong 12 thing ssu khi hodn thinh & déa 12 thing diing
thudc déng mibu. Tromg s8 niy, 836 béah nldin (33,7%) 48 tham gia nghién oo AMPLIFY trude khi
tham gia AMPLIFY-EXT. Tudi trung bink |4 56,7 tudi v& 91,7% béah nhiin ngiu nhién ¢d cic bitn
cd VTE khéng rd nguyén nhin,

Trong nghién e, o hai lidu spixban déu vagl (i vi miit thing ké so vai gis duge,

Bang 10; K&t que higu guc trong nghitn e AMPLIFY - EXT

il 8- P

iy

Apixabkin. | Apieban | Gib duge Rﬁ‘[;‘;;r‘g’; o
2,5 mg 50 mg (N-829) Apix 2,5 mg vs| Apix 50 mg
(N=840) | (N=813) gid duye vs gidt dwge
VIE tii phit
hofie ti vong do 0,24 019
: 19(23 1417 77
moi  nguyén G e e (0,15, 0,40) (0,11, 0,33)
nhiin
DN'T 6 {0,7) 70,9 53 (6,4)
PE 7(0.8) 4(05) |13 (1,6)
VIE tii phit
hofe b vong 0,19 0,20
¢ | 140, : :
B cui din| oo ) e (0,11, 0,33) (0,11, 0,34)
VTE
| VIR W pe 019 (0,11
hofic tir vong | 14 (L7) 14(1.7) 73 (8,8) 0,19(0,11,033) | ' (11,
lién quan dén PE .
DVT khing giy 0,11 0,15
60,7 8(1.0 53 (6,4
tir vong (7 (L) FHE (0,05, 0,26) (0,07, 0,32)
PE khong giy trr .27 (0,09,
- 8 (1,0) 4(0,3) 15 (1,8) 0,51(022-121) | oo
T veng lién 045 (0,12,
quan dén vTE | 202 3 {0,4) 7(08) 028006.137) | %),
Gid tr| p < 0,0001

Higu qud cia apixaban trong vige ngin ngim tdi phat VIE duge duy td tén cée phin nhom bao gom
tubi tic, gidri tinh, BMI, va chire niing thin

Tiéu chi an todn chinh 14 sy Kifn chdy mdu trong théi gian didu trj. Trong nghién cim, ty 1€ miiic bénh
chiy mén déi vai cd hai lidu apixaban khong khéic bigt v& mt thong 1@ so véi gia duge. Khing cb
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ngzhia thing ké vé airkhide bigt va ty 1& xuifie byt nding v CRIM, nhe, vi (il cd cfe troivng hop ehiy

il gitra apixabon 2,5 mg % 2 lnfosdy v abdm didu td gia dugpe
Betne [3: Bitn of chdy mdu tronp nehién cim AMPLIFY - EXT

Apixaban 2,5 Apixaban 5,0 Gid dwoe Riii ro Giromg déi
(95% CI)
2,5 my 5.0 mg (N =816) Apix 2,5mg | Apix 5,0mg
(N =840) (N=811) va gifl dwoe | vs gid diree
bighism 2(0.2) 1¢01) 4 (0.5) ke g
Lrphg (0,09, 2,643 | (0.03,2.24)
CENM
nghiém 37 (3.2) 35 (4.3) 22 (2.7) ; ﬁlg'if i g g:i'ﬁ;ﬂ
trong (0.69,2.10) | (0.96,2.73)
Khiing 16 0
nghiém 75 (8.9) 98 (12.1) 5% (7.0) gll' i ] 1;‘72 3
trong (091 1L.73) | (1.25,231)
. 1324 I.65
04 (11.2 1 .
Téng cing (11.2) 121 (14.9) T4 (9.0) i, 1655 | b 198

Kudt huydt tiéu hoa ning do ISTH duge di dodn xdy ta & 1 (0,1%) béoh nhin didu tr apixaban viéi
lifu Smy x 2 lin/gly, khong vo bénh nhin dimg lidu 2,5me x 1in/ ngiy va 1 (0.1%6) bénh nhin duge
didu tr] biing gid dune,
Nphidn citui o ré em
Co quan Duge phidm Chiu Au 48 heifin gid két qua nghidn ofu cia apixaban & tré em. Xem phén §
dé hidt thém thong tin vé sir dyng cho tré em
11 TUONG TAC THUOC
Apixaban 16 co chilt clia o CYPIAS vh P-gp. Chit Ge chd CYP3IAS vi P-gp lim ting ndng &b cla
apixaban trong méu giy ng nguy co chiy méw. Chit cim fmg CYP3A4 vi P-gp lim gidm ndng dé
ciia zpixaban trong mdu gy (ing nguy co dit quy v cde bitn b hl.irél khéi tic migch khic.
& Chdt lic ché P-gp v C¥P3A4
Ding chung apixaban viri ketoconazole (400 mg x |dn/ngdy), mit chiit e ché manh ci CYPIA4
va P-gp, dén dén AUIC tring hinh cia apixaban tfing 2 ldn vi Cmax ting 1.6 léins. Vide sir dung
apixban chung i cic thube e ché mgnh CYP3A4 vh P-gp nhur (ketoconazole, ilmeonazole,
variconazole, posaconazole) va cde chilt Ge ché protease HIV (ritonavir] khing duge khuyén cdo.
Clarithromycin, amiodarone, dittinzem, fluconazole, naproxen, quinidine, verapamil dy kién s&
ldm ting ndng d apixaban trong huyét tuomg & muire 86 thip, Khiing cin chinh lifu apixaban khi
ding chung vin cdc thudie nay.
& Chit cim ing P-go v CYPiAd
Diing elumg apixaben voi rifampicin, mit chit edm tmg manh etia CYPIA4 vi P-gp, dfin dén gidm
khaorng 54% AUC va 42 % Cmax cia apixban. Vige sir dung ding thi apixaban véi ede chilt
cim img CYP3IA4 va P-gp nlur {pheayioin, carbamazepine, phenobarbital hode St John'n Worl)
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ciing cé the diin dén gidm niing b apixban trong huylt twong, Khdng cdn chinb lidu ki didu
ey nhin nén sic dung thiin wong, phong ngim ddt quy va thuyén e mach
& Thude ching ding mdu vd chédng kit iip tidu e
Do ting nguy co chiy méu, nén vige ditu tr] dong thei apixban vii cie thube chdng két @p tidu
céin dwge ching chi djnk ngosl tnr edic trtmg bgp ey thé alur vide chuvén ddi ligu phip chéng
dang mén, khi UFH duge dime vai Lidu lugng ofin thié & duy trd tinh trmng mir éng théng tinh
mach hode trong qua trinh ciit ba E'mp, thing lrong i Irj rung 1hi,
Bau khi eir dung két hirp enoxaparin (10mg ligw duy nhit) véi apixban {Smg lid duy nkit) miit tic
dung phu teén hoat ddng t.'h:flng yéu 10 Xa da duye quan sdt.
Tuomg the duge ding hoc hode duge lye hpo khéing rd ring khi apixaban duge ding chung vai
ASA 325mg x lin‘ughy
Apixaban diing chung v&i clopidogrel 75mg x lin‘ngdy hodie clopidogrel 75mg va ASA 162mg
trong che nghién eiu & giai doan [ khidng cho thiy ting thid gian chiy méu,
(6 [t kinh nghiém vé viée dimg ddng théi wéi cie chit e ché ké tip tidu cdu khée nhur (thy thé
GPIIh ./ 1Ma, thube ddi khiing dipyridamole, dextran hofie sulfinpyruzonce) hodie thude Lim tan huyét
khoi. Vi céc tde nhin nhu viy lam ting npuy co chay mdu, Khéng khuyén Khich st dung dong
thri cic sin phfim ndy voi apixaban
% Tuong e vii chc thube kbdc
Trong cc nghién el apixaban in vitro cho thy, apisaban khiing e tie dung e ché hogt dang ciin
CYPIAZ, CYP2AG, CYP2B6, CYP2CE, CYP2CY, CYPIDG, CYPIA4 /5, hofie CYP2C1Y, cling nhu
khimg the dung cdm (mg trén hoat diing cia CYPLAZ, CYP2IR6, hofic CYP3A4 /5 d& dugpe quan il
thily. Do di, apixaban dwge cho 14 khing lm thay d8i d§ thanh thii chuyén héa cia cic thude ding
chung duge chuyén ha bdi cie enzym nay. Apixaban khdng phai 13 mit chit Ge ché ding ké P-gp
Trong cde nghién i duge thye hign irén cde d6i twong khde manh, apixaban khéng lam thay déi
dang ké dirge d8ng hoe dipoxin, naproxen hofie atenalol.
Digoxin
Diing chung apixaban (20 mg x Ho/ngdy) vA digoxin (0,25 mg x in/ngay), mot chfit ndn P-gp khing
dnh hurimg dén digoxin AUC hedic Cmax, Do dd apixaban khong (e ché vin chuyén co chilt quatrung
gian P-gp
Naproxen
Sir dung lidu duy nhit apixaban (10mg) vé naproxen (500mg) mjt NSAID thwimg dupe sit dpng
khiing c6 bit ki anh huémg nio dén AUC hodic Cmax ciia naproxen.
Atenolal
Ding chung mat lign apixaban (10mg) v& atenolol (100mg), mit logi thude chen beta phi bidn, khing
lam thay ddi dwge ding hoe cia atenolol
12. DAC TINH DUQC LUC HOC:
Mhém duge I: Thube ching huyét khdi, thude e ché véu 16 Xe trpe tiép.
Ma ATC: BOIAFO2.

Cu ¢hé hoat djng
Apixaban 14 mjt chit durge sit dyng biing dwong ubng, c6 tée dyng ire ché vii hoat tinh manh, &6 thé
Iam &30 nguoe mit edch trpe ti:‘:p v cé tinh chon lge cao doi v tdc dung ctia }'éu th Xa. Apixaban
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khiing véu e Antithrombin 11 d6i vii bt digngz I.Lhi:II-HE huyél khii. Apixaban fe chié hogt dgnp cia
:.rf:u 66 3a by do vit lién két v6i sue min ding v Mrothrombinnse.

Apixaban khing oo te dyng tnre tiép 180 s két thp Giéu clu, nhumg Apixaban cb tie dyng gifin tidp
ldm e chié sy kEt ip tiéu cliu do Thrombin gy m. Déing céch tie chi yéu t6 Xa, Apixaban ngin chiin
viée 1o ra Thrombin vi ngan chin qui trinh plat triégn hoyét khii. Cde nghign oo tikn [Bm shng vé
Apixaban trén md hinh déng vit 48 chimg minh higu qui chbng huvét ki trong phong ngire huydt
lhéi ding mach va tinh mach & ligu duy trl syr ddng mibu etin Apixaban,

The dung dwye lue hpe

Tée dung dircre Iige hoe elin Apixaban phin inh co ché tée dyng (e ché FXa). Vi ed te dung de ché
[FXa, Apixaban kéo dai cde xét nghidm ddng méu nhur Thév gian Prothrombin (P}, INR va Thid gian
Thrombaplastin Puoe Kich Hoat Mat philn (aPTT). Nhitng thay &8 quan sit duoe trong cée xét
nglhiém ddng mdu nay ¢ lidu didu te dir kidn 13 ahé vh eb mire 43 thay dbi cao, Ching khing dupe
khuyen cio duge ding dé ddnh gia tic dung diroe hre hoe cia Apixaban.,

Trong thir nghigm tgo Thrombin, Apixaban lim gidm kha ning cia Thrombin ndi sinh, diy la mit
bién phdp pidp 130 ra Thrombin tong huyét fuong nguwii.

Apixaban cling thé hién hogt tinh chéng FXa bing clich lim gidm hoat tinh cha enzym Factor Xa
trong nhidu b dung cy ching FXa, tay nhién k&t qua khic nhau gifta efic bd dyng cu niy. DI Tidu 1y
cdie nghién cin 1dm sdng chi b sin &8 véi b xét nghiém tae sfe 1 Rotachrom® Heparin.

Hoat dfng ching FXa thé hidn mdi quan hi luyén tinh chiit che trye tifp vi ndng 3§ Apixaban trong
huyét tuong bénh nhéin, Apixaban dat gia trj thi da tgi thid diém ndng 49 dinh trong huyét tweng. Méi
quan hé gilia nn:l:n_g dp Apixaban trong Im:ﬁél tuomg va hogt tinh fhi‘ang FXa la gﬁn nhir tuyen tinh trén
mit pham vi Fiéu réing caa Apixaban,

Miic di vige didu tr) h%'ng Apixaban khéng véu cfiu thee dai phoi nhidm thwtme xuyén, xét nghidm
dinh hepng khing yéu t8 Xn df higu chudn c thé him fch trong cde tinh hudng npogi 1§ khi kin thir
i phot nhifm Apixaban ¢é thé gitp dua m cae quydt dinh [im séng, vi dy, khi qua litu va phidu thugt
khin cdp.

13, PAC TINH DUGC BONG HQC

Hﬁp i

Sinh kha dyng tuyét ddi ctia apixaban khodng 50% dbi vai lidn 10mg. Thire &n khéng 1m anh huwdng
dén sinh kha dung cta apixaban. Apixaban duge hip tho nhanh v Cone xuldt hign 3 dén 4 gids sau
khi dilng thube, O ligu = 25mg, sy bip thu el apixaban bi by ché boi te d§ hoa tan nén sinh kha
dung gifim xubng.

Sau khi diing dudmg ubng 10 mg apixaban (2 vién spixaban Smg nghidn nit) khuiy vio 30ml nude,
nﬁng di thude trong méu 14 trong e ol ndng 6 thude trong mdu Khi ding 2 vica apixaban Smg
nguyén vidn

Sau khi ditng dwémg ubng 10 me apixaban (2 vién apixaban Smg nghiln ndt) cling v 30g mrée tio
xay nhuydn, Cos vd AUC gidm trong tmg 18 20% vd 16% so i khi ding 2 vién apixaban Smg
nguyén viéa,

Sau khi ddng 1 vién apmabau Smb. ng.lun:n nat ¢ho phin tdn lrl.:luj, GlmL D3W va dua vio gua m{l
ﬁng théng mii: dy diy, ning 4 thube trong méu 14 twong Uy nhu ndng d3 thude trong méu trong cde
thir nghiém lim sdng khdc cb lidn quan déa cde déi wwong khie menh ding dubng whng véi lidu
Smp.

Pldn bi
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Ty & gn kit protein huyét wong & ngosi khesing 87%. Thé tich plin b (Vss) B khodng 21 Lt
Chuyén hda vi Thai trie
Ehoting 25% duge thid i & dang cde chét chuyén héa, Apixaban dwpe chuvén héa chi yéu fusa
CYP3A4 vit mdt phin nhi qua CYP1A2, 2C8, 2C9, 2C19 vi 232, O-demethy! hoa va hydroxyl héa
& phc 3-oxopiperidiny! 14 nhitng vi tri chinh cfia qud trinh bién ddi sinh hoc. Apixaban dang chira
chuyén hoa 14 thinh phin chinh lign quan dén thube trong huydt trong & ngudd i khidng of ohit
chuyén héa co hoat tinh ndo duye tm thiy trong méw
Apixaban dige thii trir qua nude tiéa vi phin, Bai 68t qua thin chiém khodng 27% thng @ thanh
theti. B it gquas st v vudit by Gép gdp phiin lnai bé apixaban gua phin.
Apixaban ef thng 46 thanh thai xép xi 5.30/ai% v théd gian bin thai bifo kidn khoang 12 aidy s ki
Iié-ng.
Apixaban li co chit etin che protein vin chuyén: P-gp v protein khdng ung thy vi
Tudi
Bénh nhin cao tudi (trén 65 mﬁi] (] nfing i hu}'ét firomg eao hom so whi béah nhéin ted tudi, v B
tr} AUC trung binh cao hon khodng 32% vi khéng cb sy khic biét vé Cmax

Gidi tinh: Tiép xfic vi apixaban & nit cao hon 18% so véi nam

Suy thin
Khng e6 tée ding cia suy gidm elwre niing thin déi véi ndng di dinh cia apixaban, C6 mét sy gia
tiing trong apixaban phoi nhifm Wwong quan vii gldm chire ning thin, duge dénh gid thing qua 4
thanh théi creatinin do duye. O nhitng bénh nhin nhe (d6 thanh thai creatinin 51-80 mbfphiit) trung
binh (48 thanh thii creatinin 30-50 mbl/piit) va nfing (46 thanh thil ereatinin 15-29 ml/phit) suy théin,
ndng o apixaban trong huyét wong AUC 2ng 16, 29 vi 44% Grong dng 5o voi nhimg ngudi o6 df
thanh thii coeatinin bink thudng. Suy thin kKhéng o6 anh hidng 6 ring dén méi quem hé gifta néng
dé apixaban trong huyét twong va hoat tinh ching Fxa. O nhitng d3i tugng bj bénh thin piai dogn
cubi (ESRD) AUC cia apixaban tiing 1én 36% khi ding lifu duy nhilt apixaban Smg duge ding ngay
sau khi chay thiin nhiin tgo, so véi lidu duge thity & nhitng ngudd binh thudme. Thim tich méu, bit
déu hai gitr sau khi ding mét lidu duy nhit apixaban Smg, AUC gidm 14% weeng (g voi 33 thanh
thii lpc mdu 18 ml/phiit. V1 vdy chay thin nhin tae o6 khi ndng 14 mot phuong phap hitu higu aé
kikm sodt qud lidu apixaban

uy gan
Trong mét nghidn el so sinh 8 88 frong bi suy gan nhe, Child — Pugh A dat difm 5 (0 = 6) v didm
6 (n=2) v& 8 ddi tuong bi suy gan trung bink, Child - Pugh B dat diém 7 (0= 6) v& didm § (n = 2)
dén 16 ddi chimg di twong khoe manh, duge dong hoe va duge lue hoe lidu duy nhit cis apixaban
Smg khing bi thay 481 & déi trong suy gan. Nhimg thay ddi trong hoat ddng etia Anti-Factor Xa vi
INR ¢6 the so sinh githa cde a5 turgig of nide d§ suy gan nhe dén suy gan vim v ngudi khde manh,
Cin ning co thé
So vii phoi nhigm apixaban & nhimg dbi nrong e6 trong lugng co thé tir 65 dén 85 kg, tong hrgng
co the > 120 kg o6 lién quan dén phot nhidm thip hon khofing 30% vii trong lugng oo thé < S0kg ¢4
mire 4§ phoi nhicm cao hon khodng 30%
14. DO LIEU TIEN LAM SANG
D ligu tidn i sing cho thiy khing cé nguy co dic biét nio 451 vii con ngwdi dia teén ede nghién
e thiing thudng v duge 1 an todn, duge Bip lui doc tinh liéu lugng, dge tinh & truyén kha ning
giiy ung thu, kkha niing sinh sin v3 phdt trién phéi thai ciing nhu die tinh & tré vi thinh niga,
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Céic the dung chinh dige quan sét trong cac nghin ol doce tinh ligw 1§p loi 1k nhimg tic dung phy
lién quan dén the dyng duge lpe hoe cln apixaban v& eie thing sd méau, Trong cde nghidn edu vé diie
tinh, it hode khong co sy gin ting xu hoong chay miia duge tm thity. Tuy nhién, vi dién iy ch thé
do &6 nhay cla ddng vil nghitn o Bm sdng so vl npwd, Két qud niy 58 dvoc difn giai mit cich
thiin trong khi ngoai suy cho ngu,
Trong sta chud, t5 1 st me o huyét trong cao (Cmax khodng 8, AUC khioang 30), ¢6 the do hogt
ding vin chuyén vao sit,
15. QUY CACH DONG GOI

Hip 3 vi Al - PVC /! Al - Al vl 10 vién nén
- Hjp 6 vi Al=PVC/ Al - Al vi 10 vign nén

- Hip 10 vi Al=PVC /Al = Al vi 10 vién nén

16. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC

- Pitu kign bio quin: Bdo quan noi Ikhi rdo, trinh dnh sang, nhidt 4 dudi 30°C, B thude ra
kidi im nhin va tim tay ciia tré em.

- Han dimg: 36 (hing ké tir npay sin xodt,
= Tidw chudin ehdi hrgng: TCCS.

17, TEN, BIA CHI CUA CO S0 SAN XUAT VA CU S0 DANG KY

- Cogi san xudt: CONG TY CO PHAN DUQC VA VAT TU Y TE BINH THUAN
192 Nguyén Hai, Phurimg Phi Trinh, TP. Phan Thiét, Tinh Binh Thugn

- Cosi ding kf: CONG TY TNHH THUONG MAL DUQC PHAM MINH TiN
925 Lily Ban Bich, Phutmg Tén Thanh, Quin Tan Phi, TP, HS Chi Minh,
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