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M3i vitn ndn bae phim chira:

Theénh phin dieere chdl: Apixaban ............. 25 mg

Thhindy ;_J.frc'?rr fd éleore: Anhydrous lactose, microcrysialling cellulose (Avicel pH 102},
croscarmellose sodium (Ac-Di-5ol), sodium Lauryl sulphate (Stepanol}, magnesium stearate,
(LIGAMP-2-V-YEG), Opadry [I White (32ZK580000) (Thanh phin:  HPMC
2910/ Hypromellose 40,000%; Lactose monohydrate 28,000%; Titanium dioxide 24,000%;
Triacetin 8,000%).

2. DANG BAO CHE ‘
Vién nén bao phim

M ta: Vién nén bao phim méu tring dén trfing ng, hinh teon, hai mit 161, ¢6 khic chii 'A39' &
mit mit vi chit "H' & mat com lgi.

3. CHI PINH

Phéng ngirm bién ed thuyén tie huyét khéi finh mach (Venous Thromboembolic Events - VTE)
i bénh nhan trdmg thanh d3 tedi qua phiu thudt thay thé khép hing hoge khim gbi theo ehuomg
trinh,

Phéng ngira djt quy va thuyen tic mach todn thin & bénh nhin tnedmg thénh bi rung nhi khéng
do bénh van tim (NVAF), ¢ mét hodic nhidu yéu to nguy co, nhir trndie 46 da bj 46t quy hode
con thifu méu nfio cye b thodng qua (TIA); tudi = 75; ting huyét ap; dai théo duimg; suy tim
co triéu chimg (MY HA d 1l trdr [én theo phin logi cia Higp hii tim maeh New York - NYHA).
Bidu trj huyét khbi tioh mach séu (DVT) v thuyén the phéi (PE), vi phong ngia téi phit huydt I
khéi trah mach sdu v thuyén the phii & ngdi 1ém (xem phiin Canh bdo va thin trong khi ding |
thude cho bénh nhén thuyén e ph:"ii cdl ]m}rél dﬁng khﬁng &n djnh).

4. LIEU DUNG, CACH DUNG

Litu ding

Phéng ngita bién €6 thuyén wic huyét ki tinh mach (VTEp); phéu thudt thay thé kheip hang
hode khip g theo chirang trink

Liéu apixaban khuyén nghj 14 2,5 mg duémg uing ngdy 2 lin. Liéu diu tién nén ding 12 dén
24 pidr sau phiu thudgt,

Bdic 5T c6 thé xem xét cdc byi fch tiém ndng cia ding thutc khdng déng sém hon 4 dy phing
bién eff thuyen thc huyét khdi tinh mach cling nhu rii ro bj xudt huyét san phiu thugt khi quyét
dinh vé thiri gian cho dimg thude trong khung thid gian niy,

OF Bénh nhibn trii qua phdi thugt thay thé khap hing

Théri gian didu trj khuyén nghi 14 32 déa 38 ngay,

(T hénh nhdn trdi i phéu thude thay ihé khdm gffi
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Thivi gian diéu tri khuyén nghi 13 10 dén 14 ngéy.

Phdng ngtra ddt guy v Hogsén tiic mach todn then o bénkh midn bi rung nhi khing do bénh
v Hm (NFAF]

Liéu apixaban khuyén nghi 14 5 mg dutmg udng ngdy 2 lin.

Cidm Héu dimg

Lidu diing apixaban duge Ir.hu:.-én nghi & 2,5 mp duidmg u&ng ngiy hai lin & binh nhin b rung
nhf khing do b&nh van tim va ob il ihét hai trong nhitmg dac didm s dity: tudii = 80, trong
ligng co thé < 60 kg, hodc creatinin huyét thanh = 1,5 meddL (133 micromal/L).

Biéu tri nén duge duy tri 1w dai.

Diéy fri fnqyét kRl tinh mach sdu (DVT), @iéw iri dhivén ide phdi (PE) va pldng ngia tei phet
bt ki finh mach sy (OVT) vir thvén tic phii (PE) (FTE)

Lidu ditng apixaban duge khuyén nghi 02 digu i huyét khii tinh mach siu edp tinh va didu tr
thuyén thc phﬁi 14 10 mg dirdmg udng, ngay hai lin trong 7 ngay dau tién, sau do 13 5 mp dudmg
ubng nedy hal Hn. Theo cde hudng ddn v khoa hién hanh, thai gian didu trj nghn (¢ nhét 3
théng) nén duge dya trén ehe yéu t nguy co tam thisd (vi dw: méi philu thudt, bi ehin thuomg,
khdng eir ding duge).

Lidu ditng apixaban duoc khuyen nghi 48 phing ngira tii phit huyé khdi tinh mach sfu va
thuyén tic phii 14 2,5 mg dudmg ubng, ngdy hai lin. Khi chi dinh phong ngim t4i phat huyét
khéi finh mach siu vi thuyén the phii, lidu ding 2,5 mg ngdy hai 1n nén duge bit diu sau khi
hodn tit 6 théng diéu trj vdi apixaban 5§ mg ngly hai lin hafic véi thude khing dang khie, nhy
chi dinh trong Bing 1 dudi diy (xem phin Ddc tinh diege e hoe).

Ché ) liéu Lién diing til da hing ngay
Biéu tej huyet khoi nh mach | 10 mg ngay hai lin tong 7| - B "
stin (DVT) hode thuy@n tic | ngdy diu tidn
phﬁj{FE} sau do 1a 5 me ngay hai lin | 10 mg
Ngaﬁ ngira tai phat huyét
khdi finh mach siiu (DVT)
vivhofic thuvén tic phEli (PE) | 2,5 mg ngiy hai lén img
sau khi hodn tit 6 thing ditu
trj DVT hodic PE

Thani gian didu tr Whng cdng nén duge cd nhin hda san khi dinh gid cin thin lgi ich diéu trj so
virl nguy eo xuit huyét (xem phiin Canh bdo v thin trong khi ditng thirdic).

Néu quén ding 1 liéu thude, bénh nhin efn wng apixaban ngay va sau &6 tidp e ding ngay
2 lin nihur triede 6,

Viéc ::hr:_-,rén dicu tr Lir thube khing déng dudmng tiém sang apixaban (va ngurge i) cb thé durgre
thure hidn viio hic si dung licu ké ti{f‘p theo lich trinh didu i (xem phin Tweng tde, frane ky
cita thudc), Khing nén ding ddng thid cde thude niy.

Chuyén tik diéu tri bitng thudc kheng vitamin K (Vilamin K Antagonist - VEA) sang apixaban
Khi nhu;.rén bénh nhin tir didu t dbi khéng vitamin K (VKA) sang apixaban, nén ngung
warfarin hay thube déi khang vitamin K khéc v bit diu cho ding apixaban khi chi s& binh
thudrng hida qmﬁl.: té (INR) L4 <2,

Chuyén tir apixalan sang diéu tri Eﬂ:ng thude d&i klhdng vitaniin K
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Khi chiuyén bénh nhin tir apixaban sang diéu ] biing thude ddi khdng vitamin K, nén tidp tue
dimg Apixaban frong it nhiit 2 ngay sau khi bit diu diéu irj bﬁng thude déi khing vitamin K.
Sau 2 ngdy dimg dbng thivi apixaban vid thude dbi khing vitamin K, nén xde dinh INR trusbe
khi sir dyung liéu apixaban ké 1iép theo ljch dimng. Nén tigp tye dimg ddng thii apixaban v
digu 1r thudc dbi khéng vitamin K cho dén khi INR = 2.

Suy thin

Pbi véi bénh nhin bi suy thin nhe hodic trung binh, Khuyén cio nhu sau:

- Pé phimg ngira VTE trong philu thudt thay the khép hing hodic khip gdi theo chuong
trinh (VTEp). dé diéu trj DVT, diéu trj PE vi phing ngia DVT va PE tai phit (VTE),
khing chin di€u chinh Ligu dimg (xem pl:é.u Bic tink duee ding fipc).

- Pé phong nizira dot quy va thuyén tie mgch todn thin & bénh nhin bj NVAF va crealinin
huyét thanh > 1,5 mg/dL (133 micromol/L) va cd tudi = 80 hodic cin ndng = 60 kg, ciin
gidm lidu dimg theo md ti & trén. Trong trutmg hop khing ob cac tidu chi gidm lidy
dimg khdc (tudi, cin njng), khong cin diéu chinh Léu dimg (eem phiin Hde ink derge
didnme hoc).

() bénh nhiin suy thin ndng (dd thanh thii ereatinin 15-29 mL/phat), dp dyng cac khl.l:réu nghi
sau diy (xem phin Cénir bde v thdn trong khi dimg iimde va B tink degre dong hpe):

- Dé phbng ngim bién cd thuyén the huyét khdi tinh mgeh trong phiu thuit thay thé khip
hing hode khip géi theo chuong trinh (VTEp), 4& didu trj huyet khéi finh mpch siu
{DVT), didu tr| thuyén tic phdl vi phong ngim tai phit hu:,.rét khai 1inh mach sfu v
thuyén e phéi (VTE), apixaban phai duge sir dung thin trong;

- Dé phing ngira dijt quy va thuyén tic mach todn thin & bénh nhin bi rung nhi khing
do bénh van tim (NVAF), bénh nhin nén ding liéu thip hon cba apixaban 13 2,5 mg
ngay hai 1in.

Chata ¢ kinh nghiém 18m sang & céc bénh nhin cé d§ thanh thii creatinin < 15 mL/phit, hofc
& bénh nhin trdi qua loe may, do dé apixaban Khing duge khuyén céo (xem phiin Cinh beda vi
théin trong khi ding thude v Dde tinh diege ding hoc).

Sty gan

Chéng chi dinh dimg Apixaban ¢ bénh nhiin mic bénh gan c6 kém rdi logn ding méau vi nguy
xudit huyét o6 ¥ nghia lim sing (xem phiin Chéng chi djnh).

Thuéie ndy khiing duge khuyén cdo dimg cho bénh nhin suy gan ning (xem phin Cdnh beo v
thein trpng khi dimg thidie va Bdie tink diege ding Boe), Thude ndy nén duoe st dung thin trong
& bénh nhin suy gan nhe hojc trung binh (Child- Pugh A hodic B), Khéing phdi didu chinh lidu
& binh nhin suy gan nhe hode trung binh (xem phin Cinh bdo vir thin irong khi ding thude
vit Dde tinh digre diing hpe).

Nhimg bnh nhiin cd men gan abin aminotransferase (ALT) faspartat aminolransferase (AST)
ting > 2 x ULN (pidi hgn irén ¢ia mic binh thadmg) hofie bilirubin todn phén =1L5x ULN d3
direre logi ra trong cée thir nghigm lam shng. Do dé apixaban phai duge sir dyng thin trong &
nhém bénh nhén niy (xem phin Cenk béo v thin trong ki dimg thide vi Die tinh dipe déng
hpe). Trrtie khi bit diiu cho ding apixaban, nén tién hinh xét nghiém chire ning gan .

{Cdin mdnge oo rﬁf
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Phimg nbita bidn ¢ thu_':.-'nn tic huyét khdi tinh mach (VTEp) va didu te] huyét khii finh m.m:h
s, dicu trj thuyén tikc phﬁl vi ph[’mg ngira 18 phit ]Ju:.-ét khoi tinh mach séu va thuyén thc
phéi (VTEL) - Khing can diéu chinh liéu (xem phin Cdnf bdo vé thin irong Ehi ding thude va
Fidie {inh divge ddng hoe).

Rung nhi khéng do bénh van tim - Khéng clin didu chinh lidu, tri khi théa mlin tiéu chi giam
libu dimng (xem Gidm liéu diog & diu phin Lidw ding, edel dimg).

ittty
[héing cdn didu chinh liéu (xem phin Dde sinh diege ding hoc).

H § . m ]

Phing ngira bidn cb thuyén tic huyét khdi tinh mgch WTEp]I v difu trj huyét khéi tinh mach
s, ditu trj thuyén tic p]m va phimge ngia 1 phﬁl hu:rﬂ't khéi 1inh mach siu va thuyén thc
phii (VTEL) — Khéng cin didu chinh liu (xem phén Can bde v thin tromg khi ding thudic
vi D tinh dirpe ding hoc).

Rung nhi khong do bénh van tim - Khong cAn didu chinh lidy, trir khi théa min tidu chi gidm
lidu ding (xem Gidm lidu dimg & diu phiin Liéu dimg, cdch dimg).

Bénh nhdn b this fhud i dbi gua catherer (Rung nhi kiving do bgnh van ting

Fénh nldin ¢6 thé tip tue sir dyng apixaban trong khi lam thit thudt cft dét qua catheter (xem
ciic myc Chéng chi dink, Canh bdo vé thdn trong khi ding thude v Tiomge Fde, feomg ky ciia
thadc),

Bénh nhan der thire fién soc didn chuvén nhip feardioversion)
6 thé bl diu hode tiép tue ding apixaban cho banh nhin NVAF ¢dn phai sbc dign chuyén
nhip.

Wi bénh nhin tnude diy chua duge didu tri bing thudc khing déng, nén ciin nhiie loai trir cyuce
mdu ding rong tim nhi trai biing mét phwong phip e6 huimg din bang hinh dnh (v dy: sigu
&m tim qua thue quén (Transesophegeal Echocardiography - TEE) hofie ehyp efit lép dién todn
{Computed Tomographic - CT) trude khi thue hign séic dién chuyén nhip, theo cdc hudng din
y klioa 4 duoe thidt lp.,

Béi viri cdc bénh nhin bit diu didu trj bing apixaban, nén ding lidu 5 mg hai lin mit ngéy
trong it ohit 2,5 ngdy (5 ligu don) trude khi thue hién sbe dign chuyén nhip dé dim bao tde
dung chéing dong mau diy i (xem phin Dde tinh dirge Tue hoc). Nén gidm phéc do licu xuing
2,5 mg apixaban ding hai in mdt ngay trong it nhdt 2,5 ngdy (5 lidu don) néu bnh nhin dép
(mig céc ticu chi gitm lidu (xem cac muc Gidm liéu va Suy thin & teén),

Néu cln st din chuyén nhijp tride khi ding 5 lidu apixaban, nén dimg lidu tin cong 10 mg,
sau d6 14 5 mg hai lin mét ngdy. Phic db liéu nén dwge gidm xudng mit liéu tin cong 5 mg
sau 46 14 2,5 mg hai lin mdt ngdy néu bénh nhiin tha man tiéu chi dé gidm litu (xem phiin
Gidim lidn ditng vi Suy thin & trén). Nén ding lidu tén cong t6i thigu 2 gitr tewde khi sdc dién
:.:hu}rén nhip (xem phff“m Dic ol dheoe lire hoc).

Vi 1t ca bénh nhéin dwoe sbe dign chuyén nhip, phai xd¢ nhiin binh nhin da ding apixaban
theo toa thudc trude khi thye hién sée dién chuyén nhip. Khi m quyét dinh vé vige khai déu
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diéu tri va thin gian didu trj thi edn phai xem xét chc khuyén cdo lurdmg diin d o6 vi digu tr]
khing ddng & bénh nhin duoc sie dién chuyén nhjp.

Bénh nfin bi NVAF v héi elime winh cdp (ACS) vivhade can thidp vank gua di (PCH

C6 it kinh nahigm vé vige diéu ir bang apixaban & lién khoyén cao cho bénh nhin NYVAF khi
dimg két hop véi thude ehdng k&l 1ip 1iéu cdu khi chim mau & bénh nhiin by ACS vidhofie cd
trii qua PCL

fdnh nidn phi

Churn xéie dinh dirge tinh an todn va higu lyc cia apixaban & é em v thanh thiéu nién dudi 18
wii. Khong ¢ siin dif ligu,

Ciich diang
Ding dudmg uong.
Apixahan nén dwge nudt vai made, edng hode khiing cling thire dn.

Vi bénh nhén khing thé nudt ci vién nén, vién nén apixaban cd thé duge nghién ndi va khuily
vho nude, hojic dexirose 5% trong nude (DSW), hoje ninde to hodic trdn v tio xay nhuycn
vi ubng ngay (xem phan Ddc tinh dicoe ding hoc). Thay vio do, vién nén apixaban efing co
thé dugre nghién ndt va khudy vao 60 mL nude hode DSW va cho ding ngay qua dng thing
mili da déy (xem phin Pde tinh diepe ding hpe).

Vién nén apixaban dugpe nghiln ndt thi on dinh trong mue, DSW, nudic o, va tdo xay nhuyén
trong 161 da 4 gio,

5. CHONG CHI BINH

o  Qud mén véi hoat chit hodic bt ki td duwge nio duge 1iét ke trong phiin 6.1,

s Binh nhin dang bj xust huyf:t ding ké trén lim sdng,

« Bénh gan lién quan dén i logn déng mdu vit nguy co xudt huydt cé ¥ nghia lim sing
(em phﬁn e tinh dergre didng hoc).

o Tdn thuomg hodic & tinh trang duge coi 1 ob yvéu th nguy cor déing ke ghy xudt huvét
aghiém trong. Didu ndy c6 thé bao gdm loét dwimg tidu héa xdy m hién tai hojc gin
ddiy, s hién dign cia o de tinh ed nguy co xudt huyét cao, ton thweng ndo hoje et sfﬂ‘l#
gin ddy, phiu thugt ndo, et sng hoje mit gin ddy, xudt huyét nbi so gin diy, gifin
finh mach thire quén 48 biét holic nghi ngd, di dang ddng finh mach, phinh mach méu
hodic cde bt thutme mach mdu trong cdt sbng hodc ndi so nghibm wrong,

o Dimg déng thai véi bit ki thute khing déng khie, vi dy: heparin khing phin dogn
(UFH), heparin trong hogmg phin tir thip (enoxaparin, dalteparin...), cde din xuit chia
heparin (fondaparinu...), cic thutic khing déng duimg udng (warfarin, rivaroxaban,
dabigatran...) trlr céc trdmg hop chuyén dii thude khéng dbng cy the (xem phiin Lidu
dimng, cach dimg), khi UFH duge cho ding & ligu cén thiét d& mé tinh mach trung tim
hodic catheter dbng mach hode khi dimg UFH trong khi ldm thi thugit cit dit qua catheter
A& didu tri rung bl (xem phin Canh bde wi thin trong khi ding thude va Tieong tc,
fromg ky cria .rf:mfc}.

6 CANH BAO VA THAN TRONG KHI DUNG THUOC
Npuy cof xuiit hll}'ét

e A

=
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Chiding nhur nhimg loai thude khing dbag khic, bnh nbin ding apixeban ciin duge theo dai
can thin cie dfn hiéw xuft huyér, Nén sic dyng thude thiin rong trong céc tinh trang ¢ tang
nguy cor udt huyét, Cin ngimg ding apixaban néu xay ra xudt huyél nghiém trong (xem phin
Tide dymg Ehdng mong e clier thade vi Chiecd Iién vt cdek it fril).

Mgic diy didu 11 voi apixapan khong doi i phai theo doi thudmg xuyén ndag 48 thude trong
mau, xét nghifm dinh lugng tinh khing yiu 16 Xa (anti-Factor Xa) cb higu chufin ¢d thé hiru
ich trong nhimg tnrding hop dic bigt khi vige biét duge ndng do apixaban trong médu co i 5@
pilp ra e quyét dinh 1am sing, vi dy niwr qua 1idu va phiu thudt khiin clip (xem phin Hdc 1inh
dhrge fire hpe).

Twwng tie vivi cic thuie khic doh hwéng dén chim min

Dio nguy co xudit huyét ting 1&n, chéng chi dinh vige didu trj dbng thix véi bat ky thube khéng
dong khic (xem phin Ching chi dinh).

Vige sit dyng déng thiri apixaban véi thude khing tiéu cfu 1am ting nguy co xuft huyét (xem
phiin Tuomg the, tiremg ky eiia thudc).

Chn thin trong néu bénh nhin duge didu tr] ddng thi véi thube Ge ché t4i hip thu chon lpc
serotonin (selective serotonin reuptake inhibitor - SSRI) hofic thude tic ché tii hip thu
serofonin-norepinephrine (serotonin norepinephrine reuptake inhibitor - SNRI) hofc thuie
khing viém khong steroid (Non-Sternidal Anti-Inflammatory Drug - NSAID), bao gim acid
acelylsalicylic.

Sau phiiu thudt, khing khuyén edo dimg cae thudc tc ché két tip tiu clu khic ddng thid voi
apixaban (xem pllﬁn Theamyg tdc, hoong ky cria Hmrfr}.

(3 benh ahén bj rung nhi va nhiing tinh trang cin ligu phap khing tiéu cdu don holic kép, ciin
dénh gid thin trong cAc lgi fch tiém nding so véi nhimg nguy co o6 thé gdp trude khi két hop
ligu phip ndy vii apixaban.

Trong mdt thir nghiém im sing trén nhing bénh nhin bi rung nhi, vige sir dung déng thisi véi

Aspirin (ASA) ldm ting nguy co xudit huyét nghidm trong ciia spixaban tir 1,8% mit nim 1én
3.4% mit ndm vi ting nguy co xudt huyét coa warlarin tr 2,7% mdt ndm 1én 4,6% mdt niim,
Trong thit nghiém lim sing niy, vige sit dyng dong thiri voi lidu phip khing tiéu ciu kép 13
khéng nhiéu (2,1%).

Trong mit thir nghi¢m lim sing trén nhimg bénh nhin by rung nhi ¢6 ACS vi'hode cb i qua
PCL, dhuge didu i wai thwbe e ché P2Y 12, eddfkhdng cb ASA, va thudic r_'hi%ng dimg didmg
whng (apixaban hoje VKA) eng 6 thing. Sir dung dong third ASA lam ting nguy co chady méu
nghidm trong theo ISTH (Higp hdi Qubc 1 vé Huyét khéi vii Cm mdu) hojie CRNM (khing
nghiém trong cé ¥ nghia ldm sing) o nhimg bénh nhin dige didu trj bing apixaban tir
| &, 4% nam [én 33,1%umim.

Trong mét thir nghiém lim sing trén cée bénh nhin hiju hiji chimg mgch vinh cap nguy cor cao,
¢t dac diém |4 méic nhifu bénh kém theo lién quan dén tim vé khing lién quan dén tim, duge
cho ding Aspirin hode két hop Aspirin v clopidogre], d% cb bdo cdio vé sy pin ting ding ki
nguy e bi xudt hyél nghiém trong theo ISTH (Higp héi Qul:lm 1 vé I-Iu:.-'é't lchdii v Céim mién)
wiri apixaban (5,13% mdt nim) so vdi gid duge (2,04% mit ndm).

Diing cie thube Eim tan huydt khii dé dien tri djt quy, do thitu man eye b ciip tinh

-|———-.
b T
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(o réit it kinh nghiém vé viée ding ede thude 1am tan huyét khdi d& dicu trj it quy do thidu
midn ey bid ::Ep tinh & bénh nhédn di dimg apixaban.

Bénh nhiin b van tim ahin tao

Tinh an todn vit hiéu lye efa apixaben cha dupe nghién ci & bénh nhin b van tim nhiin tgo,
kém hodic khéng kém rung nhi. Da do, vike sit dung apixaban khéng dwge khuyén nghi trong
trrémg hop nay.

Béah nhidn ci hii chirng khang phospholipid

Ciéc thude chéng ding miu dwimg ufing tde dung trye tiép (Direct acting Oral Anticoagulant -
DOAC) bao gém apixaban khéng duge khuyén nghi cho bénh nhin ed tign sir huyét khii duge
chin doan 6 hii chitng khing phospholipid. Dic bigt doi vai bénh nhén cb b ba dwong tinh
(v ehc khing thé chéng ding mau lupus, khéng thé khing cardiolipin, va khing theé khing
beta 2-glycoprotein 1), diéu trj bing DOAC eb thé lign quan dén tang ty 18 xdy ra cic hién ¢
huyét khii tai phat so véi diing ligu phap dai khing vitamin K.

Phin thadt vi ede this thufit xim lin

Apixaban elin duge ngung sir dyng it nhit 48 gitr trudie khi tién hank phiu thudt theo chuong
trinh hodc thit thufit xém Hn o6 nguy co ghy xudt huyét trung binh hofic cao, Diéu dé bao gbm
cée can (higp ma xdc sufit xudt huyét ding k& vE mft 1am simg khing thé lopi tnir duge hoge
b npuy co xufit huyét khing thé chap nhin dugce.

Apixaban cin duge ngung ding it nhét 24 gitr trude khi tién hanh phiu thudt theo chrong
trinh hojc thi thudt xém 10 cé nguy eo gy xuft buyét thip. Ditu d6 bao ghm cée can thidp
mi dir kién phit sinh xuft huyét khing déng ké, khing nghiém trong & noi xudt huyét hoge
dE duge kitm sodt,

Néuw khoing thé trl hofin phiu thudt hotic thi thujt xim ln, ¢lin cin trong va luu ¥ dén nguy
cor gin ting xudt huyét. Nguy co xudt huyét ny ¢én duge cin nhic so véi tinh clp thiét cia
can thiép.

Apixaban cin duwe bit diu cho ding lgi cdng sém cing 66t sau this thujt xim l4n hofic tan
thigp phiu thudt midn 14 tinh trang 1im sing cho phép va di cim miu diy il (460 véi sbe dién
chuyén nhip, xem phin Liéu ding, cdch dimg).

Pyéi véi bénh nhén tedi qua thit thudt cit dot qua catheter dé didu trj rung nhi, khing cin nging
didu tr bing apixaban (xem phan Lida ding, cdeh dimg, Chong chi dinh vi Twomg e, fieng
ky ctha thude),

Ngung thude tam thiv

Viée ngung sir dyng thubc khang déng, bao ghm apixaban, vi dang cd woudit huydt, philu thudt
theo chuumg trinh, hode thit thudt xAm 1in 52 dit bénh nhiin vao mat tinh trang ting nguy o
huyét khii. Clin trinh ngung ding thudc trang e dang did trj vé néu phii tam ngung khang
ding véri apixaban vi bét ki 1¥ do ndo thi ein bdt ddu lai cng sém cang bt

Choe di hoje giy 12 tiy shng/ngodi mang cling

Khi tién hinh giy 1 truc nfio thy (giy 1@ thy singmgodi ming clng) hofic choe do Ly
song/npodi mang cimg, béah nhin dugc didu trf biing thudc khing dng 48 phing ngim cic
bidn ehimg thuyén tlic huyét khoi b nguy co bj khdi ty mbu ngodi ming clmg hojc tiy séing,
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tinh trang ndy oo thit ddn dén 1§ lau dai hode vinh vidn, Neuy co ciia nhimg bién cé néy cd
thé tiing 1én do vie dii eatheter khoang ngodi mang cimg sau phiu thudt hoje dang ddmg ther
viii cde thufic khac cb dnh hudmg dén dong mau. Catheter trong khoang ngodl mang cling hogie
khoang dudi nhén phii duge thio bo it nhdt 3 giér e khi dimg ligu apixaban déu tién. Nguy
cor dé e thé efing ting do choe db ngodi ming cimg hoge tiy sing ghy chén thuong hay choc
nhidu tin, Bénh nhén cfin duge gidm sdt thuimg xuyén 4é tim nhitg ddu higu hofic rigy chimg
thn thuemg thiin kinh (vi dy: t& hojic yitu chiln, roi logn ehire ning rudt hodc bing quang). Néu
ghi nhén tn thuong thin kinh, efn chin dodn vi didu trj khiin cdp. Trwde khi can thigp vio
truc nfio tiy, béc 5 cin xem xét loi ich tiém niing so vai nguy co & bgnh nhin dugc ding thudc
Khéng ddng hojic & bEnh nhéin 58 dupe ding thue khang dong dé dy phong huyét khibi.

Khéng 6 kinh nghigm lim sang v& vige ding apixaban véi vi¢c dit catheter khoang ngodi
miang cimg hofic khoang dudi nhén, Trong trutmg hop cd nhu céiv s the va dym trén nhimg
dic didm dwoe ddng hoe téng qudt cia apixaban, ciin mid khodng thei gien 20-30 gidr (tie 1
2 x thisi gian bén thi) gita libu apixaban cubi cing vi thii diem rit catheter, vi bo qua it nhit
mét lidu ding trude khi vt dng din hru, C6 thé cho ding lidu apixaban tiép theo it nhit 5 gio
sau khi it Sngz dfin . Qifing nhu 14t cd cfe thude khing ddng mii, oo it it kinh nghigm vé
ity 1& vilo trpe nio thy va do do nén cye ky eiin trong khi ditng apixaban trong truong hop
giy 1€ vio tryc niio Wy,

Cée bénh nhin thuyén tiie phii vivi huyiét ding khing On dinh hodc bgnh nhin ciin diéu
v fidn huyét ki hojc thii thudt logi bi huyet khili & phii

Khing nén ding apixaban thay cho heparin khing phin dogn & b§nh nhén bj thuyén tic phéi
cb hiyét dong khing &n dinh hodic 6 thé duge digu tri titu huryét khii hosic thi thudt loai bo
huyét khéi & phoi vi chura thiét Lip duge tink an todn va higu luc cba apixaban trong cic tinh
Tudng 1im sing ndy.

Binh nhiin bi ung thu dang dién ticn

Chua thidt 1§p dwge tinh higu he vl an todn cla apixaban trong didu trj huyét khbi tinh mach
sivu; didu 1 thuyén tic phii va phing ngita i phit huyét khii tinh mach sin v thuyén tie
phii (VTE®) & bénh nhin bi ung thur dang dién 1ién.

Binh nhin suy thin

Mgt it dir lidn 1ém sang cho thay néng dé apixaban trong hu}'él trong ting 1én & bénh nhin
suy thin néing (45 thanh thii creatinin | 5-29 mL/phtit) co the din dén nguy co it huyét tang
lén, D& phing ngira bién cb thuyén tie huydt khéi finh mach trong phiiu thudit theo chuong
trinh dé thay thé khép hang hogic khép gbi (VTEp), didu tri huyét khiii tinh mach siu (DVT),
didu tei thuyén tic phdi (PE) vi phing ngim tdi phit huyét khéi finh maeh sdu va thuyén tic
pilfl't (VTEL), ciin sir dung thiin trong apixaban & bénh nhiin suy thin ning (dd thanh thai
creatinin 15-29 mL/phit) (xem phin Liéw dimg, cdeh dimg va Bac tinh dupe ding hoc).

Bé phong ngirs dot quy va thuyén the mach todn than & bénh nhin bj rung nhi khing do bénh
van tim, bénh nhiin suy thén ning (4 thanh théai creatinin 15-29 mL/phit), va binh nhiin cd
creatinin huyét thanh = 1,5 mg/dL. (133 micromol/L) va ed wiii = 80 hodc trgng Tugng co thé
< 60 kg nén dimg lidu thip hon cia apixaban 14 2,5 mg ngy hai lin (xem phén Lida ding,
ceich ding),

i,

/hd
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K héng cd kinh nghigm lim sing & nhimg bénh nhiin co dg thanh hdi creatinin < 15 mL/phiit,
hodc & bénh nhin i qua lpe miu, do d6 apixaban khing dunge khuyén nghi (em phﬂn Lidu
diimg, ecieh ding va e sinh dige ding hoc).
Rénh nhéin cao tudi
Tudi cao ef thé lam dng nguy oo xudt buyét (xem phiin Bde rink duge ding foe).
Wgodi ra, nén thin rgng khi cho ding spixaban cing vai Aspirin & bénh nhén cao mdi vi
nguy cor xudt huyfe tiém thng cao hon.,
Cin niing cor thé
Trong hoong eo thé thip (<60 kg) co thé lam tang nguy co xuat huyet (xem phin e tink
dirgre ding hoe).
Bénh nhiin suy gan
Ching chi dinh dimg apixaban & bénh nhin mie bénh gan ¢6 kém rii loan déng médu va nguy
co xuft huyét b § nghia lim sing (xem phéin Chéng chi dink),
Khing nén dimg cho bénh nhin suy gan ning (xem phﬁn Eic tinh dirre ddng hoe).
Nén thiin trong khi ding eho bénh nhin suy gan nhe hoje trung binh {Child-Pugh A holc B)
(xem philn Lién dimg, cdeh dimg vi Dae tink dge ding hoc).
Bénh nhén ¢6 men gan ALT/AST ting > 2 x ULMN (gidi han trén cha mic binh thudmg) hode
bilirubin todn phin 2 1,5 % ULN df bi logi ra khoi cdc thir nghigm lam sing. Vi vy apixaban
nén duge siv dung thin trong cho nhom bénh nhiin ndy (xem phin Déc fink divge ding hoe),
Truwde khi bit dfa cho diing apixaban, nén tién hinh xét nghiém chire niing gan,
Tuomg tie voi cic thafe @e ché cia cd Cytochrom P450 3A4 (CYP3IA4) vi P-
glycoprotein (I™-gp)
Khong khiyén cdo ding apixaban cho bignh nhin dang dwge digu tri todn thin diing thii v
che thudc tre ché manh ciia cd CYP3IA4 vi P-gp, nhu thube khing nim nhom azol (vi dy,
ketoconazol, itraconazol, voriconazol va posaconazol) vA cée thube e ché enzym HIV
protease (vi dy, ritonavir). Cée thude ndy o6 thé lm ting nong dj apixaban trong méu lén gip
2 lin (xem phﬁn Twong ide, frong ky cia frude), hode nhitu hon trong trubdmg hop cd thém
che véu 8 1am ting ndng 6 apixaban tong méu (vi du, suy thin ning).
Tuong e vii cic thabe gly cim dng cia ei CYP3IAL vi P-gp
Ding déng thi apixaban viri cde thudc gy cém dmg manh CYP3A4 vi P-gp (vi dy,
rifampicin, phenytoin, carbamazepin, phenobarbital hoge St. John's Woit) cd thé khién ning
& apixaban trong méw gidam ~50%. Trong mt nghién cim lam sing & bénh nhiin rung nhi, di
quan sét thily higu e gidm v nguy co sufit huyét cao hon khi cho dimg déng thér apixaban
viri efic thude pdy cdm img manh clia cd CYP3IA4 vii P-gp so von khi chi cho dimg apixaban.
@ bénh nhéin dwge diéu trf todn thin dong thér véi ede chit ghy cam (mg manh clia ca CYPIA4
via P-gp, dp dung cic khuyén nghj sau diy (xem phﬁn Tirong ide, hramg ky cila thude):

- Dbi véi phéng ngira bién ob thuyén tic huyét khdi finh mach trong phiu thuft theo

chuemg trinh dé thay thé khép hang hodic khip gbi, phong ngita dit quy vi thuyén thic
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mach toan thin & bénh nhén bi rung nhi khiing do bénh van tim vi phong ngia tai phat
huyét khéi finh mach siu vA thuyén the phii, nén thin trong khi s dyng apixaban;
. P vii didu tri huyél khdi tinh mach sfu va diéu trj thuyén tic phii, khong nén sit
dung apixaban do tinh hig¢u lye oo thé bi anh hirémg,
Phin thudt giy xiweng khip hing
Apixaban chua duge nghién ciru trong che thir nghigm l&m sing trén cac bénh nhin tri qua
phiiu thudt diéw trj giy xuemg khop hing dé dénh pid tinh higu lye vi an todn & cde hinh nhin
niy. Do dib, khing khuyén céo ding chio cée bénh nhin ndy.
Cic chi si xét nghiém
Nt nghigm déng mau [vi dy, thivi gian prothrombin (FT}, INR, va thivi gian thromboplastin
hogt héa timg phin (aPTT)] bi dnh heémg nhuw du kifn bai oo ché hogt ding cla apixaban,
Mhitng thay d5i quan sét thiy trong che xét nghiém déng méu dy & lidu diéu tri 1 nhd vé ¢
44 bidn thién cao (xem phin Dée tink dipe lie hpe).
Thing tin vé ti duwpe
Thude ndy co chira lactose, Bénh nhin ci che viin ¢ di truyén hiém gdp vé tinh trang khing
dung nap galaclose, thiéu byt Lapp lactase hay kém hiip thu glucose-galactose khing nén dimg
thudie ndy,
Thude nay oo chin it hom 1 nunel note (23 mg) trén mbi vien thuie, nghia la v cor b "khing

chira natri”.
7. SU DUNG THUOC CHO PHU NU €O THAI VA CHO CON BU

Sir dung thube cho phu ni ¢6 thai

Khang et dif lign vé vige dimg apixaban trén phy nit mang thai. Ciie nghién ciru trén djng vit
khang cho thiy tie hai trre tiép hojic gidn tiép lién quan dén dfic tinh ddii i chire niing sinh
sdin, Apixaban khong duge khuyén cdo ding trong théi gian mang (hai,

Sir dung thude cho phy niv cho con bi

Vitc apixaban vi cdc chit chuyén hod clia né 6 tiét qua stia ngudi hay khong chim duge xic
dinh. Dit ligu sfin ed trén dng vit cho thiy apixaban co tift qua stta. Trong sa chut cong,
rihdn thiy ring G 50 thude trong siia so voi trong huyét twong me 14 cao (Cous xhp xi 8, AUC
!ﬂ:'firr xi 30), co thé do s vin Ghll]’él’l chu ding thude vio stta, Nguy co dbi v tré so sinh va
té nhd khding thé logi trir,

Cin quyét dinh ngung eho con bit hoje ngung/trinh dimg ligu phip apixaban.

Kh# niing sinh sin

Cde nghién et trén ddng vit dwge cho ding apixaban di cho ihiy khing o6 dnh hwimg dén
lkha néng sinh sin (xem phin OF [ign an tedn tién ldm sdng).

& ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Thube ndy khang dnh huimg hode dnh hudng khong déing ké dén kha ning lai xe vi vin hinh
mdy moe.

9, TUONG TAC, TUONG KY CUA THUOC
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Tweng tie ein thnic
Thutic ke ché cia CYPIA4 va P-gp

Apizxaban si dung dong thin voi ketoconazol (400 mg ngiy | lin), mt chit fre ché manh ol
el CYP3IA4 vt P-gp, diin dén vige ting gﬁp 2 lin AUC trung binh cia apixaban va 1,6 ln
Conee Irung binh eta apixaban.

K hding khu].rén cho ding Apixaban cho bnh nhin dang duge didu tri Wwan (hiin ddng thén vii
efic thube e ché manh eta cid CYPIA4 va P-gp, nhu thude khéng naim nhom azol (vi dy,
ketoconazol, itrmeonazol, vorconazol va pmﬂmna?ﬂ]} vi ede chiil (e ché enzym HIY protease
(v du, ritonavir) (sem phin Cémh befo va thdn rrong khi ding thudc).

Céic hoat chilt khng dwge xem L chiit (e ché mgnh ciia cd CYP3A4 va P-gp, (vidy, diltiazem,
naproxen, elarithromyein, amiodaron, verapamil, quinidin) dyr kién 52 lim ting ning d&
apixaban trong huy&t tiong & mic 45 thip hon. Khéng phai digu chinh lidu apixaban khi ding
dbng thii v cée thube khing phai 14 chit fe ché manh cla ¢i CYPIA4 va P-gp. Vi dy,
diltiazem (360 mg ngdy 1 lin) duoe xem 14 mdt chéit frc ché trung binh ciia CYPIAS vi ire
ché nhe ciia P-gp, diin dén tng 1,4 lin AUC trung binh v ting 1,3 1&n Coax clia apixaban.
Maproxen (300 mg, lidu don), mdt chiit trc ché cia P-gp nhung khéng fe ché CYPAA4, din
dén viée tang lén lugt 1,5 lin va 1,6 lan AUC trung bink vi Cys ciia apixaban, Clarithromycin
(500 mg, hai lin mot ngay) la chit te ché cta P-gp v chit ic ché manh clia CYPIA4, di lim
tting Min lugt 1,6 180 v 1,3 lin AUC trung binh vl Cae cla apixaban,

Thudie gy cam mg cia CYPIAL v P-gp

Apixaban diing dong thivi véi rifampin, mdt chiit gy cam ¢mg manh cia cd CYP3IA4 va P-
gp, diin dén giam lan lugt khodng 54% v 42% AUC trung binh vl Cye. clia apixaban. Ding
dimg thin apixaban véi céc chit giy cAm img manh khic clin CYP3A4 va P-gp (vi du,
phenytoin, carbamazepin, phenobarbital hofic St. John's Wort} ciing ¢6 thét dfin dén gidm ndng
A6 apixaban trang huyet tuemg. Khong chn didu chinh liéu dimg apixaban trong qua trinh didu
trj déng thir véi cée thude ndy, tuy nhign & bénh nhin duge difa tr tan thin dong thei v
chc chit ghy cdm (mg manh cia cd CYPIA4 vi P-gp, nén thin trong khi sir dyng apixaban dé
phong ngira bign ¢f thuyén tc huyét khili finh mach trong phiu thudt theo chuomg trinh dé
thay thé khép héng hode khdp gbi, d& phing nglm djt quy va thuyén the mach todn thin &
bénh nhin bi rung nhT khimg do bénh van tim va dé phong ngim tai phat huyée khéi finh mpch
siiu v thuyén tic phii,

IChéng nitn ding apixaban dé digu trj huyét khai tinh mach siu va thuyén tie phdi & bénh nhén
drge didu trj todn thiin ddng thai véi cac thude ghy cam img manh cia cd CYP3A4 va P-gp
i tinh higu lyc cb thé bj dnh hwéng (xem phiin Cdrk beo va thin trong khi ding thieie),
hittie khang ding, thude sre ché §El tdp tid edu, SSRISNRI vit ede NSAID

Do nguy co xuft huyét ting 1én, ching chi djnh diéu tr ding thivi véi bt k§ thube khing déng
khie ngogi tnr trong cde mrémg hop cy thé thay dii Tigu phip khing dong, khi dimg UFH &
lidu céin thiét 48 miv {inh mach trung tim hofe catheter ddng mpeh hode khi ding UFH trong
khi 14m thi thudt efit dit qua catheter d& digu 1 reng nhi (xem phéin Chéng chi dinh).

Sau khi diing két hop enoxaparin (40 mg lidu don) vivi apixaban (5 mg lifu don), I8 quan sit
thiy t4c ding hiép dbng trén hogt lye khing yéu 16 Xa.
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Khing b cae trong tée duge ddng hoc hode duge lue hoe khi apixaban duge ding d-ﬁug thi
vii Aspirin 325 mg ngdy 1 lan,

Avpixaban sir dyng dbng thisi véi clopidogrel (75 mg ngay 1 lin) hodic v két hop clopidogrel
75 mg vi Aspirin 162 mg ngiy mdt Kin, holic voi prasugrel (60 mg sau d6 13 10 mg ngay 1
1éin} trong nghién e Pha | khing cho thily tAng thivi gian chiy miu, hodc tEng sy e chit két
tp tidu céu oo lidn quan, so véi khi ding thude chong két tp tidu ciu ma khing cé apixaban,
Ting cic chi s trong xét nghiém dong méu (PT, INR vaal*I'T) L phi hop vl cic tae dyng
cia apixaban ding mit minh.

Naproxen (500 mg), mijt chéit e ché P-gp diin dén tang l&n lugt 1,5 lin va 1,6 lén AUC trung
binh vit Cmaxe cla apixaban. Két qué cic xét nghifm déng midu LEng twong dng duoe quan sit
iy & apixaban, Khong 6 thay dbi néo dige quan sét thiy vé te dyng clia naproxen 1én sy
két tip tidu clu do acid arachidonic gdy ra va khing co sy kéo dii vé mét 1im sing vé thii
ghan xudt huyet duge quan sat thily sau khi dimg ding thoi apixaban va naproxen.

Biit chip nhitng phat hign nay, vin cb thé c6 nhimg ngwid cé dip (mp duge lye 1 rang hon
khi edic thudc kivng tidn chu duoe dimg chung v6i apixaban, Nén thin trong khi dimg ding
thisi apixaban v SSRISNRI hoje NSAID (bac gom o acid acetylsalicylic) vi cdie thude ndy
thudmg i ting nguy co xult huyBt. Co bio ¢ho ting déng ké nguy co xulit huyét khi két hgp
ba thude apixaban, Aspirin va clopidogrel trong mit nghién ¢ lim sang & bénh nhiin cd hii
chimg mach vanh c.fup {xem phﬁn Camh bdo wi than trpng ki dimg rhde).

Khing nén ding ding thin céc thube lién quan dén tinh trang xuft luyét nghigm trong wii
apixaban, nhur: cée thude lm tan huyét khdi, thube ddi khang thy thé GPIb/I11a, thienopyridin
(vi du, clopidogrel), dipyridamol, dextran vi sulfinpyrazon.

Cde liéw phép ding ther khde

Khéng ef teng tie duge ding hoe hodic duge hye hoe eb ¥ nghia vé m3t 1im sing nao durge
quan sit thiy khi apixaban duge dimg déng thai véi atenolol hojie famotidin, Apixaban 10
mp ding ding thid vai atenolol 100 mg khéng giy tae dong o ¥ nghia lim sing nao irén
durgre ddng hoc cia apixaban, Sau khi ding hai thude efing nhau, AUC trung binh va Cpu cla
apixaban thilp hon 15% vi 18% so véi khi ding apixaban mdt minh, Apixaban 10 mg ding
chung v famotidin 40 mg khing giy dnh huimg dén AUC hay Copae it apixaban,

e dung cilq apixaban ddi vi cic thude khde

Nihién i v apixaban i vifre cho thiy khong cd tic dyung ire chié ndo dii vdi hoat déng cla
CYP1AZ, CYP2A6, CYP2ZB6, CYPZCE, CYP2CY, CYP2D6 hay CYPIA4 (ICs = 43 pM) va
o tde dung fic ché yéu 081 vi hoat dong cia CYP2ZC19(ICs = 20 pM) & ndng 4 cao hon
déng k& g0 vii nﬁng db dinh trong huyél turong quan sat duge trén bénh nhin. Apixaban khing
gily cém fing CYP1 A2, CYP2ZB6, CYP3A4/5 irnbng df 1én dén 20 uM. Do do, apixaban duge

dir kign s& khdng lam thay dii a0 (hanh thai qua chuyén hda cha cic thudc dimg ddng thivi
durgre chuyén hia biv cde enzym ndy. Apixaban khong phai I chit ire ché ddng ké cia P-gp.

€ nhifng nghién cim duge tién hinh wén 46i tugng khoe manh nbur mb & bén dudd, apizaban
khiing lim thay di duge ding hoe cia digoxin, naproxen hay atenolol mit cach co ¥ nghia,

eoxin
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Apixaban (20 mg ngay | lan) st dung dong thiv véi digoxin (0,25 mg ngdy | ]fm]. mil cor
chét cia P-gp, khéng dnh hidng dén AUC hay Cuas ciia digoxin, Do dé, apixaban khing tc
ché sy viin chuyén cor chiit gua trung gian P-gp.

Naproxen

Apixaban (10 mg) lity don sit dung déng thii voi naproxen (300 mg), mdt NSAID duge si
dyng phd bidn, khing co bal ki the dung nio dén AUC hay Chmx Cla naproxen.

Atenalof

Apisaban (10 mg) liéu dem sit dung dong thivi véi atenolol (100 mg), mat logi thude chen beta
phi bidn, khéng lam thay 461 duge ddng hoe cta atenolol.

Than hoat fink
Ding than hogt 1inh lam giam niing A0 apixaban (xem phin Qud Hén v edch xir tef).
Twong ky cia thude

Do khing o6 cie nghidn i vé tinh trong ky cia thude, khing txin lin thude ny véi cde
thude khie.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Tom til ve tinh an toan

Tinh an todn cile apixaban 8 dire nghién et trong 7 nghién cin 1im sing Pha 111 bao pbm
hom 21,000 bénh nhin: hom 5,000 bénh nhin teng ede nghién et phdng ngiva bién cb thuyén
tic huyét khéi tinh mgeh (VTEp), hon 11.000 bgnh nhin trong ede nghién eir rung nbi khéng
do bénh van tim vi hon 4.000 bgnh nhén trong céc nghién etn didu tri bién ob thuyén tie huyét
khéi tinh mach (VTED), véi thng théi gian ding thude trang binh twong éng 12 20 ngay, 1.7
nim vt 221 ngay (xem phin Dde tink dige liee hpe),

Cac tac dyng khéng mong mudn thubmg gip 14 xulit huyét, vé bim tim, chiy méu eam, vi ty
miu (xem Bang 2 d& bidt thong tin v tdc dyng khiing mong mudén vi tin suat theo chi dinh),
Trong cée nghign el phong ngira bidn cf thuyén (e huyét khoi finh mach (VTEp), tong cing
1% bénh nhin diéu i bing apixaban 2,5 mg ngay 2 1in bj the dyng khing mong muén. T§ 1§
miic chung cla cdc tic dung khing mong mubn lién quan dén xudt huyét khi ding apixaban I
10% trong nghién cim so sinh apixaban voi enoxaparin,

Trong céc nghién ciu rung nhi khong do béab van tim, ty 1§ mic chung ciia cée tic dyung khing
mong mudn Tign quan dén xudt huyét khi dimg apixaban 14 24,3% trong nghién e so sinh
apixaban vii warfarin va 9,6% trong nghién et so sfinh apixaban v&i acid acetylsalicylic.
Trong ngghién el so sanh apixaban voi warfarin tj 18 xudt huyée dubng tiéu hba nghiém trong
theo 1S TH (bao pom dwémg tiéu hoa trén, dutmg tiéu hoa dwdi, va wudt huyét trre wing) khi
ditng apixaban |4 0,76%mam. Ty I¢ xuit huyét ndi ahin nghiém trong thee 1STH khi ding
apixaban 13 0, 18%/ndm,

Tromg cic nghién et didu tr bién ed thuyén the huy&t khbi tinh mgeh (VTEL), tf 1§ mic chung
cii ede e dyng khing mong mudn 1ién guan dén xudt huyét khi ding apixaban 1 15,6% trong
nghién ciru so sdnh apixaban vai enoxaparin/warfarin vi 13,3% trong nghién ol so sanh
apixaban v gid duge (xem phiin £dc rink dirge five hpe).

Bang danh siich che tic dyng khing mong mudn

Béng 2 cho thiy cée the dyng khong mong mudn dupe xép theo phin logi bé co quan va tin
suat, st dung ede quy wéc zau diy: rilt thutmg gp (1/10%; thutmg gip (= 11100 dén < 1/10) it
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gip (1/1.000 den <1/100); higm ip (1/10.000 dén <1/1.000}; rit hicm glip (<1/10. 'I}I]'I]} chira
hiét (khing thé wde tinh i dit lidu cé sin) Win Iugt v phing ngiea bign b thuyén lErr: huy&l
khai finh mach (VTEp), rung nhi khibng do bénh van tim {(NVAF), va didu tri bién cd thuyén
{fie hu:.rn;:’r khéi inh mach (VTEL)

l-'hnn-_[; ngien biiin n e

Phing ngira dit

Pitu trj huvet

thayén tac  huyét | quy vi thuyén khii finh mach
khéi iinh mach & | the mach todn | sin (DVT) va
binh nhin truwdog | thin & bénh nhin | thuyén tie phisi
ithanh d3 trdi qua | trwdmg thanh b | (PE), vi phing
ENA Bl o0 i e ghicn philu thudt thay qthé rung E]hi khing | ngira tﬁip phiit
khép hing  hede | do bénh van tim, | DVT via PE
khip gbi  theo |¢d6 mt  hejc | (VIEL)
chwong trinh | nhigu yén i
(YTEp) nguy co ( NVAF)
i Togn e vir g boch hyyét '

Thidu mau Thuémg gip Thutmg gdp Thutmg gip
Gidm tiéu cau It gap It giip Thirbmg géip
Rai Togw hé mién dich
Qué min, phi do -d'g tmg vi | Hiém piip It gép it gip
sbe phin v§

Ngtra It giip it gt It gap*
R foan hé thdn kivh

Xudt huyét niio® Chua biét it gap Hiem giip
Rii togn mai

[ Muil by EL &7 mit {hﬂ-n gﬂm Hiém Eip Thubtmg gip It gip
xudit hu:,'v.‘rit két myc)

Rai lpan mach mdit il =y

Xudt huyet, ty mau Thirémg gap Thutmg gip Thuimg giip
Ha huyét ép (bao gom ha | [tgip Thutmg gip It gap
huryét dp do thi thugt) _

Muat huyét trong & bung Clura higt It giip Chua bict
Rivi doan hé hip, ngwe v trimg thal

Chiy miu eam it gap Thutmg gip Thiimg gip

“Ho ra mibu Higm gip fr pap [t gap
Xudt huyét dubmg bo hip | Chua bidt Hiém giip Hiém gip
Rt lngn tié tiéu ki :

Buin nén [ Thuimg gap Thutmg gip Thuémg giip
Xuit huyét tigu hda It pap Thudmg gip Thudmg gip
Xuit huyét do i Chira bict It gap It gap

Xuft huyét migng Clura bict it géip Thuong gép
Bhai tién phiin ¢6 méu it giip It gip It gap

Nuit huyet trre tedng, chay | Hiém gip Thubmng gip Thirémg gip
mau ehiin ting

| 3udt huyét sau mang bung | Chua bigt Hiém gap Chura bidt
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Xét nghiém chire nfing gan
bat thutmg, tAng aspartal
aminotransferase, tang
phosphatase  kidm  huyét,
ting bilivubin huyét
'Tﬁrig gamimi-

glutanyltransfernse

It gap

it wip

Tang alanin
aminotransferase

It gaip

Thismg gip

Therdmg gdip

It piip

Thirimg oéip

Rii }Dﬁﬂ e ver md daedi der

Phit ban da

Chua biét

It glip

Thuimg gip

Ruyng toc

Hiém giip

It giip

It gip

Hong ban da dang

;L'hlm biét

Rt hiém gap

Chum biét

Viégm mach nidu dubi da

Chum higt

Chira hiét

Chuea biét

R fogn e xuong va md lién kéf

Xudt huyet cor

Hiém gip

Higm gip

It gap

i logn thén va Hiét mign

Tigu 1ién ra mau

It gap

Thrdmg gap

Thurimg gip

Réii loar h§ siwh sdn v i

Xuft huyét dm dao bt
thuemi, xudit huyét tiét nigu
sinh duc

It g¥ip

It géip

Thwimg gip

Roi logn chung va tai noi si dyng thude

Chity méau tai noi ding (hube

Clhua biét

It glip

It giip

Kéi qud xér nghigmikiém ira

Xét nghidm miu dn ducmg
tinh

Chua biét

It gap

i'l Egap

Tén thercmg, nhiém doe va ede bién chimg do thi thug

-

Vet biim tim

Thurdmg géip

Thrimg gap

Thudmg gap

Nudit huyét san khi lam tha
thufit (bao ghm tw méu sau
ki lam thi thugs, xudt huyét
& vét thuong, ly miu noi
chim kim ldy mdu va xuiit
huyét noi dat dng thiing), vét
thweng  chiy dich, xuit
huyét & vét rach mé (bao
gbm i W miu & vét rach
md), xudt huyét do phiu
thuit

It giip

It gip

It giip

Xudt huyét do chin thwong

Chua biét

It giip

It gép

* Khong xufit hién tinh trang ngira lan ta trong CV185057 (phing ngim dai han bién oo thuyén

the huyét khii nh mach)
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*Thugt ngit “Xuft huyét ndio” bao bm (i ed ede xuft buyét ndi so hode trong eft sing (nghia
la dist quy do i hu:.féi hndic chc skt huﬁ:l nhiin béo sim, tiéu néio, trong nio thiit hode dudi
mang cimg).

Ding apixaban cé thé lién quan dén tng nguy co xudt huyét fin hofie xudt huyét nhin thdy dige
i Wit ki mé hay co quan nio, vi co thé dfin dén thidu mdu sau xudt huyét. Diu hidu, trigu
chimg va mirc 80 nghigm trpng 58 khée nhau thy theo vi tri v muoc d hodie quy mid xufil hu;..ré:
(cem philn Cenh bdo v thin trong ki dimg thude vi Dde tinh dicge e hpe).

Thing bio ngay cho bic s hoge dwge s ki gip ofc tic dung khdng mang muion whee frén
khi sir dung thuie hofic bio edo cde plin tmg cd hgi clia thude vi Trang tim Thing tin
thewite vi Theo dof phin fing cd ligi cria thuic (ADR) Quic Gia, Dia chi: 13 - 15 Lé Thinh
Timg — Hoin Kidm - Ha Npi. Dign thogi: 024.3.9335.618; Fax: 024.3.9335642; Email;

di.pecenierggmail.com,

11. QUA LIEU YA CACH XU TRi

O Vigt Nam hig¢n chua cd thude gidi dbe apixaban, Dimg qué liéu apixaban co thé diin dén
ngguy oo xufit huyét cao him, Trong trubng hep bi bién chimg xodt huyét, phii ngung dien tri
va didu tra ngudn xuft huyét, Tién hinh didu trj thich hop, vi dy, chm miu phiu thugt hay
truyén huyét twong wroi ding lanh nén duge xem xét,

Trong cée thir nghiém lim sing co déi ching, sir dyng apixaban duémg ubng trén dbi nromg
khéc mianh véi ligu ding téi da 50 mg mbi ngay tir 3 dén 7 nghy (25 mg ngay 2 lin trong 7
ngdy hodic 50 mg ngdy 1 Jin trong 3 ngiy) khing c6 tée ding bit lgi ¢b ¥ nghia lim sang.

{5 d8i twong khoe mpnh, sit dyng than hogt tinh Ie 2 va 6 gitr sau khi ubng mgt liéu 20 mg
ppixaban ldm gidm lin luet 50% vA 27% AUC trung binh cia apixaban va khing dnh hadng
dén Cougx. Thivi pian bén thai trung binh cia apixaban gidm tir 13,4 gidr khi apixabun duge
dimng mt minhxubng Hin lugt 5,3 gitrva 4,9 gidr khi ding than hoat tinh e 2 va 6 gic sau sic
dung apixaban, Do dé, sir dung than hogt tinh co thé b fch trong viée diéu tr qua liéu apixaban
hofe v tinh nudt apixaban,

N finh trang xudit huyét de doa dén tinh mang khiing thé kidm soét duoe biing céc bign phip
nét trén, cb thé xem xét sir dyng phire hop prothrombin dim dfe hofic yéu 1 Vila ti tdh hayp.
D thiy su dho ngirge cdc tic dung dupe hpe ela apixaban, nhr thé hitn béi cde thay dbi trong
xét nghiém sdn sinh thrombin & cudi qud trinh truyén v dat gid tri ban diu trong vong 4 gits
sau khi it ddu qud trinh lru:.rén PCC 4 J.rf:u b trong 30 phit & cie déi treme khoe mgnh, Tuy
nhién, khéng cé kinh nghiém 1ém sing vé viéc sir dung cée sin pham PCC 4-yéu td dé déo
nguge qua tlnh sufit huyét trén nhitng bénh nhin ding apixaban. Hign chua ¢ kinh nghig¢m
v vide sir dung yéu td Vila tai t6 hop teén nhiing hénh nhin ding apixaban. Cé the xem xét
vil didu chinh lgi lidu cho yéu tb VTTa té 16 hop thy thuic vio sy chi thign cta tinh frang xuit
hﬂ}ﬁél. Néu ¢6 chuyén gia vé déng mbu tgi cor sé, nén xem xét tham khiao ¥ kién ca ho trong
trwéng hop xudt huyét nghiém trong.

Thim tach méu lam gldm 14% AUC cia apixaban & cac doi tgmg méc bénh thin giai doan
cubli (ESRD), khi mft lidu don apixaban 5 mg duge cho ding qua dwrimg uing. Do dé, tham
tich méu nhidu khi ning khéng phai 1a mft céch higu qué dé kiém sodt qué lidu apixaban
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12. PAC TiNH DUQC LU'C HQC
Nhém dirge 1§ Thuie khing ding, thidie fe €hé trre Giép yéu 10 Xa

Mi ATC: BO1AFU2

Co chié the dung:

Apixaban 1a mit ehdt ding qua duémg uing i chit manh, true tiép, thufin nghjch vi cé tinh
chon loe eao tai vi tri the d8ng cla yeu 1o Xa, Apixaban khong doi hii phai co antithrombin 11
4é ed tic dung ching dong méau, Apixaban dc ché yéun t Xa ur do vi yéu téh Xa dif gin huyét
khiéi va hoat tinh etg prothrombinase. Apixaban khong co tde dong truc tigp 1&n két thp ticu
chiu nhumg gidn tidp ire ché két tip tiéu ciu khéi phat b thrombin, Péng cdch G ché yéu (b
Xa, apixaban ngfin cin si hinh thanh thrombin va sy phat trién cye mau déng. Céc nghién et
fifn lim séng ela apixaban trén md hinh dfng vit da ehimg minh higu fy ¢hdng dong méu
trong ngln ngira huyét khdi & ding mach va finh mach tpi nhimg lidu viin bao twdn sy cim madu,
Taie ding dwge hpe hye:

Tiéie ding duge e hoe cia apixaban phan anh e chié tde dyng cha nd (sur e ché yéu i Xa),
Do két qua et sy fre ché yéu i Xa, apixaban kéo dii thiv gian trong cic xét nghiém dong i
nhu thé gian prothrombin {Prothrombin Time - PT), INR vé thoi gian thromboplastin hoal hba
tim phiin (Activated Partial Thromboplastin Time - aPTT), Nhitmg thay d&i quan sit thily trong
chc xét nghidm dbng miu ndy & lidu trj ligu dy kién 1& nhd vi b df bién thién can, Khing
khuyén céo ding nhiing thay dbi ndy & dénh gid tic ddng duege lee hpe cia apixaban. Trong
xét nghifm san sinh thrombin, apixaban gidm thrombin ndi sinh liém tang, mét thude do sy
san sinh thrombin trong huyé wong & nguwii.

Apixaban cfing thé hign hoat tinh khing yéu tb Xa, bing chimg 13 vige gidm hopt tinh ciia
enzym yéu ity Xa trong nhidu b kit thwong mai khing yéu 1 Xa, tuy ohidn két qua gitr cac
b kil 14 khdc nhau. Chi c6 siin dit liéu tir thir nghigm lim sing cho phép dinh luyng tho min
Heparin Rotachrom®. Hogt tinh khing yéu 1 Xa ¢6 mdi tvong quan tuyén tinh chit ch& véi
néing A apixaban trong huyét tuong, dat gid irf cye dai tyi thii digm ning df apixaban trong
huyét tiromg dat dinh. Méi tuong quan gitta ndng 45 apixaban trong huyét tuomg va hoat tinh
khdng yéu th Xa ghn nhur 14 tayén tinh trén mit pham vi ring cia lidu dimg apixaban,

Bing 3 bén dudi trinh bay ndng db trong méu & trang thii on dinh di kién va hoat tinh khing
yéu th Xa dbi v tieng chi djnh, O bénh nhin ding apixaban dé phong ngira bin cb thuyén tic
huyét khiti finh mach sau phiu thugt thay thé khip héng hojic khép gbii, cic két qua cho thiy
mite d@ dao d@ng tir dinh dén ddy 1a dwéi 1,6 lan. O bénh nhin rung nhi khing do bénh van
tim ding apixaban d& phing naira dit quy va thuyén the mpch tedn thin, cde két qua cho thily
mire 46 dan dang tir dinh dén ddy 13 dwdi 1,7 Min. & bénh nhin ding apixaban dé diéu trj huyét
khiéi tinh mach siu va thuyén tic phii hode phing ngim i phit huyét khii inh mach sdu va
thuyén Lic phii, cde két qui cho thiy mirc df dao dgng tir dinh dén déy 18 dudi 2,2 liin.

Bing 3: Ning 4§ trong miin & trang thii on dinh dy kién va hogt tinh khing yeu th

Xa ciin Apixaban

Cans (ngimL) | Coto {ng/mL) Hogt tinh Hoat tinh

e apixaban | cis apixaban | Khing yéu 1l khding ytu ti
Xa thi da Xa thi thin
(TUfmLj) ciia (TU/mL:) ciia
apixaban apixaban

Trung vi (phan v thir 3, 93}

i
i ,\1_hﬂq
N

¥
ph
T

N
e

b
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Phong ngira bidn e thayén fic hyét khéi finh mach (VTE}: ,r;frt?n thudt thay thé ﬁ#ﬁfp g
hadie khip g0i thea chieamg frink =]
2.5 my ngay hai | 77 [41; 146 l 51 [23; 109) 1.3 [0,67:2,4] | 0,84 [0,37; 1,8]
lfin

Phang rgricd &0 guy vé Hiyén tiic mgch todm thdn: rung nhi khdig do bénh ven tim

(NVAF) b
2.5 mg npdy hai | 123 [69;221] 79 [34; 162] 1,8 [1,0; 3,3] 1,2 [0,51; 24]
lin*
5 mg ngay hai 171 [91; 321] 103 [41; 2307 2,6 [1.4; 4,8] 1,5 [0,61;3 4]
lin
“Didn trf et Ko fivi mach scu (DVT), diéu trf thuyén tic phai (PE) vét phing ngiv tdi
phdt DVT v PE (VTE)

2.5 mg npay hai | 67 [30; 153] 32 [11; 90] 1,0 [0,46;2,35] | 0AD[0,17; 1,4]
léin

Smgngdy hai | 132 [59;302] | 63 [22; 177] 2,10.91;52] | 1,0[033;29]
léin

10 me ngay hal | 251 [111;572] | 120 [41;335] | 4,2[1,8 10,8] | 1,9 [0,64; 58]
lin *

* Nhoém i wwong duge didu chinh lifu ding dia trén tigu chi gidm 2 wong 3 liéu trong nghién
ctu ARISTOTLE

Mic dii liéu phip didu trj véi apixapan khong dbi hoi phai thee disi thubmg xuyén nbng db
thudc trong miu, k& nghidm tnh dbi khing yéu té Xa e6 higu chufn co thé ¢ fch trong nhifng
trutmg hop diic bigt khi bit dige ning 46 apixaban trong méu oo th hi tre cho cie quyét dinh
{4m samg, vi du nhw qué lidu v philn thujt khin cip,

Hidu lue v an todn lim sing
Phong npti hién ef thyyén tie haper khoi (ink mach (VTER): Eh:i‘ru thudit thay thié khdp hing

foadie ket i theo ehremg trinh

Chuong trinkh thir nghiém lim séng cta apixaban duge thidt ké d chimg minh tinh hidu lye va
an todn cha apixaban trong phdng ngia bign eb thuyén tic huyét khii tinh mach trén nhiéu dbi
fugng bénh nhin trwdng thanh trai qua philu thugt thay the khop hang hotic khép ghi theo
ehuceng trinh, Téng sb 8.464 bénh nhin dwpe phin bé ngdu nhién vio hai nghién el theo chi,
mi 4, da quée gia so snh apixaban 2,5 mg dimg dutmg ubng ngdy bai Vin {4.236 bénh nhiin)
hodic enoxaparin 40 mg ngdy mot Hn (4,228 binh nhin). Bao gbm trong tong sf ndy 14 1,262
bénh nhin (618 trong nhdm apixaban) tir 75 tudi té 1én, 1.004 binh nhin (499 trong nhém
apixaban) cd trong hrgng cor (hét thép (< 60 kg), 1.495 bgnh nhiin (743 ong nhdm apixaban)
¢dh BMI > 33 kg/mé, vit 415 bénh nhiin (203 trong nhom apixaban) bj suy thiin trung binh.

MNghién el ADVANCE-3 bao afm 5.407 bénh nhin duge thay thé khérp hiing theo chuomg
trinh. vA nghién ey ADVANCE-2 bao ghm 3,057 béah nhin dwgc thay thé khop gbi theo
chirong trinh. Cée doi twgng ding apixaban 2,5 mg qua dutmg uéng ngdy 2 ln (po bid) hoje
enoxaparin 40 mg figm dudi da ngay 1 lin {sc od). Lifu apixaban diu tién duge cho ding 12
dén 24 ity sau philu thugt, trong khi enoxaparin duge béit et cho dimg 9 dén 15 gio trade phiu
\hudt, 4 apixaban vi cnoxaparin déu duge cho ding wong 32-38 ngdy trong nghién cin
ADVANCE-3 vé trong 10-14 ngay trong nghién cim ADYVANCE-2.

AT

X
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Dita trén bénh sir cda bénh nhin trong shim nghién ciu ADYANCE-3 vi ADVANCE-2 (8.464
bgah nhdn), 46% b (@ng huyét &p, 10% bi ting lipid mdu, 9% bj bénh tidu dudng, vi 8% bj
bénh ding mach vinh.

Apixaban cho théy cb mine gidm virgt tedi vt mit théng k& ¢ tigu chi dinh gid chinh 18 tiéu chi
u"ﬁ-nﬁ higp cia tht cd cae bitn eb thuyén the hu:.rél khdi tinh mach/tir vong do mei nguyén nhén,
vt @ tiéu chi ddnh gid bién cd thuyén tie huydt khii tinh mgeh nghigm trong 18 tiéu chi tong
horp ciia huj-'l.*:t khbi 1inb mach siu dogn g:'in, thuyén tike |:|1'u"r't khing gy tir vong, v 1 vong
lién quan dén bidn ¢d thuyén tic huyét khéi tinh mach, so vii enoxaparin trong cé phéiu thudit
thay thé khop hing hode khép gdi theo chuong irinh (xem Béng 4).

Bing 4; K&t qua v tinh hidu hee tiv cde nghidn eiu pha 111 then chiit
Hg]liﬂu

ol ADVANCE-3 (khip hing) ADVANCE-2 (khirp gbi) :
0
I"huwomg )
Itjrt:iru::“ Apixaban Enoxapari Apixaban | Enoxapari o
e Ty [ 25mgpo | 0400 mg S 25mgpo | n400 mg ; A
?f’é‘fjﬂf“;‘l Mine sy |spadita |SRHP: e |dearins |THMED i
Thist gian ngay 3 ngiy ngay 2 nggy
diéu trj
Téng bién co thuyén tiae huyet khoi tinh mach (U vong do mgi nguyén nhiin
sh lugmig
bién
ehidii 2711.94% | 7417 147/976 2431997
By 1,39% 1,86% 15,06% 24,37%
Ty & bién
ci < 00,0001 < ,000]
Nguy co
"‘HE”’]‘E."E' 0,36 0,62
(Relative | 5 99. 0,54) (0,515 0,74)
risk)
C195% ,
Eu‘:ﬂn ol thuyén 18c huyet khoi tinh mach nghiém trong
hrgmng
bién
e dbi 10/2,199 | 252,195 13/1.195 | 26/1.199
tugng 0,45% 1,14% 1,00% 2,17%
Ty 1 bién
eh 00107 0.0373
Nguy cor
&
:,::ﬁd“ ' 0,40 0,50
AlLveE
0,80 0.26: 0,97
risk) {0,15; 0,80} ( )
1 95%

Tidu ehi danh gid vé @0 an todn ddi voi xudt huyét nghiém trong, mit tiéu chi thng hop cia
xufit huyét nghiém trong va xudl huyét kbong nghiém trong b ¥ nghla lam sang (Clinically
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Relevant Non-Major - CRMM), vi tit c4 ede logi xudt huyét cho thity ty 18 twemg ty & cic bénh
nhifin dugee didu Wi véi apixaban 2,5 my so vii enoxaparin 40 mg (xem Bang 5). Tét cé che logi
xut huyét bao pim ca xudt huyét tai vi o philu thudt,

Bang 5: Két qui v xudt huyét tir nghitn e pha 111 then chit*

- ADVANCE-3 ADVANCE-2
Apixaban 2.5 | Enoxaparin Apixaban 2,5 | Enoxaparin
mepobid 354+ | 400 mgecod | mg po bid 12 + | 400 mg sc od
3 ngdy 35+ 3 ngady 2 ngay 12 + 2 npiy
f]’i';:'?’di’;‘:‘;’i‘;“ W 17267 n=2650  |uw=1.501 n=1.508
Thovi gian didu i o
Nghiém trong 22 {11,8%) |18 {0,7%) 9 (0,6%) 14 (0,9%)
Ti vong 0 . 0 I 0
Mghiém +
s frong 120 (4.8%) | 134(50%) | 53(3.5%) 72 (4,8%)
Téng cing I (ILT9%) | 334 (12,6%) | 104(6,9%) 126 (8,4%)
Thii gian dicu tef sate phiin thoit
Nghiém trong | 9 (0,3%) |11 (0,4%) 4 (0,3%) 9 (0,6%)
i vong 0 0 0 0
Eﬁ?}i‘{“ wong | 96 (3,6%) 5 @43%) |4 @7 | 560.7%)
Téng cing 261 (9,8%) 293 (11,0%) | 89 (5.9%) 103 (6,8%)

* Tét ed cic logi xudt huyét bao gt o xudt huyét tai vi tef phiia thudt
' Bao ghm cie bién of xfy ra sau lifu cnoxaparin diiu tién (trwde phile thudi)
? Bao gbm cic bién of xéy ra sau liéu apixaban du fién (sau phiu thit)

Ty 1 mie chung clia cie te dung khing mong mudn 1 xudt huyét, thidu mdu v tansaminase
bii thutmg (vi dy, ndng d& ALT) ¢ 1r sb thiip hon & nhimg bnh nhin ding apixaban so v
cnoxaparin trong cée nghidn i pha 11 va pha 111 trong phii thudt thay thé khop hing hofic
khirp gbi theo chwong trinh.

Trong nghién cira phiu thugt thay thé khp pbi trong subt thivi gian didu trf dy kién, & nhénh
apixaban chin dodn duoe 4 trimg hop thuyén the phii so véi khdng oo trudng hop ndo &
nhiinh enoxaparin. Khing eé edch gidi thich nio cho st truimg hop thiuyén tae phi cao hon
nay.

Phéme pgira 460 guy vér thivén tde mach todn thin & bért nhdn bi ring nhi khéing do binh van
tint (NVARS

Thng cong 23.799 bénh nhiin dugc chon ngiu nhidn wong chwomg irinh lim sing
(ARISTOTLE: apixaban so voi warfarin, AVERROES: apixaban so voi Aspirin) bao ghm
11.927 duge phéin bt ngfiu nhién ding apixaban. Chuomg trinh duge thiét ké dé chimg minh
tinh higu luc va an todn ciia apixaban dé phong ngir dit quy va thuyén tic mgch toda thin &
bénh nhin rung nhi khng do bénh van tim (NVAT) vi o6 thém mit hogic nhiéu yéu 16 nguy
ear, nhir:

s inuc di di bj dist quy hofic bj con (hidu méu ndo cyc b thofng qua (TIA)
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e suy tim co irigu ehimg ( 46 11 theo phiin logi cia Higp hi tim mgch New York < NYHA)

NGHIEN CUT ARISTOTLE

Trong nghién cim Aristotle tong cdng 18,201 bénh nhin duge chon ngéu nhign cho difu tri mi
divi voi apixaban 5 mg ngdy hai ln (hodic 2,5 mg ngdy hai lin & cic bénh nhiin chon loe [4.7%)],
xem philn Lidu dimg, edeh dimg) hofie warfarin (khodng INR mye tigu 2,0-3,0), béah nhin
dwere cho ding thude nghign el trong trung binh 20 thing, Tudi trung binh 14 69,1 ndm, diém
CHADS, trung binh 1a 2,1 vi 18,%% bénh nhin bj dit quy hofc TIA tnndc do.

Trong nghién ciu, spixaban dat dugc tinh wa vigl rd réng vé mit thiing ké & tidu chi dénh gia
chinh vé phong ngia dot quy (xudt huyét hode thidu mau cue bi) v thuyén tie mach todn thin
fxem Hing 6) so vii warfarin,

Bang 6; K&t qua v tinh higw lye trén bénh nhin rung nh trong nghién i ARISTOTLE

Apixaban | Wafarin Ty s nguy evr | Gid  trj
Ne= 0,120 N=9.081 {Hazard Ratio) | p
n (Ya/ndm) | n (%/ndim) | (C1 95%)
Bt quy hojc WAc mech todn | 212(1,27) |[265(1,60) | 0,79 (0,66; 0,95) | 0,0114
théin
Eagin quy
Thitu méau cpc be hoge | 162(0.97) | 175¢1,05) | 0,92 (0,74; 1,13)
khomg xac dinh
Mt huyét 40(0.24) | 78047 | (.51(0,35 0,79
Thc mach todn thén 15 (0,09} 17 (0,100 | 0,87 (0,44; 1,75)

Béi véi bénh nhin dige chon ngdu nhién ding warfarin, phin téim thai gian trong pham vi iri
ligu (TTR) (INR 2-3) trung vj |4 66%.

Apixaban cho thiy sw gidm ddt quy va thuyén tie mach todn thiln so vi warfarin qua che mike
TTR trung tim khéic nhaw; trong tir phin vi cao nhiit ciie TTR theo trung tdm, t¥ s nguy co
cho apixaban sovoi warfarin 14 0,73 (CI 95%, 0,38; 1,40).

Tiéu chi dénh gid phu quan trong 1 xuft huy€t nghiém trong vi tr vong de mgi nguyén nhin
4% duge thir nghiém bing chién luge thir aghigm theo thir bje dupe xée dinh trde dé kigm
st sai 56 logi 1 (type 1 error) tdng thé trong thir nghigm. Tinh w viét cd § nghia théng ké
ciing dat duge trong tiéu chi danh gia phu quan trong cda ca xudit huydt nghidm trong v i
vong do moi nguyén nhin (xem Bang 7). Khi INR duge theo doi 18t hon, apixaban di cho thiy
ld ¢ Joi hom warfann vi gidm dwge 1§ 1§ o vong do mgi nguyén nhén,

Bing 7: Tiéu chi ddnh gid phy & bfnh nhin rung nhi trong nghién cire ARISTOTLE

Apixaban | Wafarin | T9 s nguy e | Gid 1
N=0088 | N=9.052 | (Hazard Ratio) |p
n (Ye/ndm) | n(%/mim) | (C195%)

K&t qua xult huydy
Mghiém trong*

327 (2,13) | 462(3,09) | 0,69 (0,60;0,80) [ <0,0001
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Tir vong 10 (0,060 | 37 (0,24) B i

Npi 5¢ S2(033) | 122 (0,50}
" Naghidm trong + CRNM 613 (4,07) | 677(6.01) | 0,68 (0,61;0,75) | <0,0001
Tong cong 2356 (18.1) | 3060 (25,8) | 0,71 (0,68; 0,75) | <0,0001
[ Cdo tiéy chi danh gid khde ' .

Tir vong do moi nguyén nhan | 603 (3,52) | 669 (3,94) | 0,89 (0.80; 1,00) | 0,0465
Nhi méu oo tim 00(0,53) | 102(D,61) | 0,88 (0,66; 1,17)

* Yudt huyét nghiém trong duge e dinh theo tiu chi cia Higp hii Quic t& vé Bénh huyét
khihi i Caim mau (ISTH).

T% 1& npimg thubc ting thé do tac dyng khéing mong mubn li 1,8% dii voi apixaban va 2,6%
d6i véi warfarin trong nghién ciru ARISTOTLE.

Két qua vé tinh higu lyc cho cdc phin nhim duge xéc dinh e, bao gbm diém CHADS, 4§
tudd, trong Tuong co thit, gidd tinh, tinh trang chic ning thin, bj dft quy holic TIA tre db vit
ki hiénh tidu duimg 14 nhét quin véi két qua chinh vé tinh higu lye cho todn b nhém nghién
eimu trong thir nghigm.

T4 1¢ xudt huyét dutmg tiéu héa nghitm trong theo [STH (bao gom dutmg tiéu héa trén, dutng
lifu hia dudi, vh chiy méa trpe ting) 13 0,76%/ndm Jéi voi apixaban v 0,86%/nfm 46i wn
warfarin.

Két qud vé xuft huyét nghiém tegng cho cie phin nhém duge xéc dinh trrde, bao ghm diém
CHADS2, di tudi, trong luong co thé, gici tinh, tinh trang chire nfing thin, bj ddt quy hofe
TTA trdke d vil bi bénh tidu dudmg 18 nhit quin véi két qui che todn b nhom nghién el
trong thir nghigm.

NGHIEN CUU AVERROES

Trong nghién ciru AVERROES, tng ciing 5.598 bénh nhin duge cie nghién eifu vién cho 18
khdng thich hop véi thude d6i khang vitamin K duge chon ngdu nhign A didu 1 vai apixaban
5 ing ngdy hai lin (hode 2,5 mg nghy hai lin & ede bgnh nhin chen loe [6,4%], xem phéin Lidu
dimg, cdeh divg) hofic Aspirin, Aspirin duge cho ding ngay mit lin véi lidu 81 mp (64%),
162 (26,0%), 243 (2,1%), hojic 324 mg (6,6%) tiy quyét dinh ciia nghién eiu vién. Bénh nhin
ducre che dimg thude trong trung binh 14 thing, Tudi trung binh 14 69,9 ndm, diém CHADS,
trung binh 14 2,0 va 13,6% bénh nhin bj ddt quy hofc TIA trude di.

Ly do khing thich hyp véi ligu phap thudie dbi khang vitamin K thubng giip trong nghién cir
AVERROES hao ghm khéing thé/khdng co kha ndng dgt dirge cde gi trj TNR. wong pham vi
yéu clin (42,6%4), bénh nhin tir chii didu tr voi thudie ddi khing vitamin K (37,4%), diém
CHADS? = 1 v bac i khéng khuyén nghj diing thude ddi khang vitamin K (21,3%), khing
dym trén vige bénh nhiin tudn thi huéng din sit dyng thube ddi khang vitamin K (15,0%), v
khé khiin/khé khin dy dodn dupe khi lién Tac véi bénh nhin trong irudng hop thay di ligu
dimg khan cp (11,7%).

AVERROES dirge tigimg trudie die kién theo d& nghi cia Uy ban Gidm sit D@ ligu die 1dp do
ed biing chimg 8 ring vé vige giam 8t quy v thuyén tic mach todn thin vai dir liéu an toan

chiip nhin durgre.
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Ty 1& ngumg thude chung do téc dyung khng mong mudn 14 1,5% d6i véi apixaban vi 1,3% ddi
viii Agpirin trong nghién clm AVERROES,

Trong nghién cin, apixaban dat dwgc tinh vuvidt od ¥ nghia vé miit théng ké tréa két cuc chinh
vit phing ngira dit quy (do xudt buyet, thifu mdu epe b hofie khing ke dinh) hojie thuyén the
mach wan thin (xem Bing 8) so vi1 Aspirin,

Bing 8: K& qui vé tinh hign lye quan trong & binh nhin rung nhi (rong nghién i
AVERROES

Apixaban | Aspirin Ty s nguy cor | Gid e
N=2.807 | N=279 | (Hazavd Ratio) | p
0 (Ymam) | o (%/mim) | (C195%)
Dt quy hode the mgch toan | 51(1,62) | 113(3,63) | 0,45 (0,32;0,62) | <0,0001
{héin*
Bt quy =
Thifu méu cye bd hodc |43 (1,37) 97 (3,11) 0,44 (0,31; 0,63)
kkhing xéc dinh
Husit huyét 6 (0,1%) 9 (0,28) 0,67 (0,24; 1,88)
Thuyén tic mach toan thin | 2 (0,06) 13 (041} | 0,15 (0,03; 0,68)
Bt quy, thuyén the mach toan | 132 (4.21) | 197 (6,35) | 0,66 (0,53; 0,83) | 0,003
thin, nhii méu co tim (M)
hodic tir vong do tai bidn mach

o SE—

man®t
Nhi mau co tim 24 (0,76) | 28 (0,89) | 0,86 (0,50; 1,48)
| Tirvong dotai bién mech mau | 84 (2,65) | 96 (3,03) | 0,87 (0,65 1,17)
Tir vong do moi nguyén nhdn’ | 111 (3,51) | 140 (4,42) | 0,79 (0,62; 1,02) | 0,068

* Panth gid biing phuomg phap kim dinh win tyr duge thiét ké nhim kiém sodt sai léim logi 1
{type 1 error) todn b{ trong thir nghiém.
*Tiéu chi dénh gid phuy.

Khéng cb sy khic biét co ¢ nghla vé mat thing ké vé 1§ 1§ xuit huyét nghiém trong gilta
apixaban v Aspirin (xem Bang 9).

Bing 9: Bién b xu it huyét trién bénh nhin rung nhi trong nghién cin AVERROES

Api'uh:n Aspirin Ty g0 nguy eo | Gid tri
N=2.708 | N=2.780 | (CI95%) P
n (Ye/nim) | n {*/nim)
Nghiém trong* 45041 | 20(002) | 1,54(0,96,2,45) |0,0716
Tirvong.n 5 (0,16) 5(0,16)
N§i sp, 0 @34 | 110,35 |
TNghiém rong + CRNM' 130 (4,46) | 101 (3,24) | 1,38 (1,07; 1,78) | 0,0144
[ Tét ca 325 (10,85) | 250 (8,32) | 1,30(1,10; 1,53) | 0,0017

= bt hoyét nghibm trong duge xAc dinh theo fieu chi eta Higp hoi Quéc 1€ vé Bénh huyét
khoi va Cém mén
' Khang nghiém trong lién quan dén 1am sang.
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Bénh nhén dieoe sdc dién chiyén nhip

EMANATE, mot nghi#n cins nhiin md, da trang tim, thu tuyén 1500 bénh nhin chira bao gidy
dimg thube khang ddng qua dudmg uing hode di duge didu tej trde 40 dudi 48 gio, va dwge
lén lich she didn chuyén nhip cho binh nhin bj rung nhi khang do béah van tim (NVAF). Bénh
ahidn dee phin b8 nelu nhién theo t§ 1& 1:1 88 ding apixaban hojic heparin vishofie VEA 42
phitng ngira cie biédn ob tim mach. She dign eluyén nhip bing dién hoje bing thutic duge titn
hdnh sau i thiéu 5 Hiéu 5 mg apixaban hai 1An mdt ngdy (hofic 2,5 mg hai léin hiing ngiy & mot
s bénh nhdn (xem phin Lidw dimg, cdeh divrg) hofic i thidu 2 gid sau mt ligu tin cdng 10
mg (hofe mit lidu thn cong 5 mg & mét 56 bénh nhin (xem phin Lidu dimg, edch dimg)) néu
cin sihe dién chuyén nhip sém hon. Trong nhom ding apixaban, 342 binh nhin duge cho ding
mdt lidu tn cing (331 bénh nhin duoc cho ding ligu 10 mg vi 11 béah nhin duge cho ding
lién 5 mg).

Khéng ¢ truwimg hop dit quy (0%4) trong nhém apixaban (n = 753) va 6 {0,80%) trutmg hep
dit quy trong nhdm heparin vivhofic VKA (n = 747; RR 0,00; CT 95% 0,00; 0,64). Tir vong do
moi nguyén nhin gip & 2 béak nhin (0,27%) trong nhdém apixaban va 1 bEnh nhin (0,13%)
trong nhim heparin vihode VKA. Khong c6 bdo céo vé bién cb thuyén tic mach tedn thin,

Ciie bifn e xudt huyét nghiém trong va xudt huy&t khing nghigm trgng lién quan dén 18m sing
giip & L Jugrt 3 {0,41%) vé 11 {1,50%) bénh nhiln (rong nhém apixaban, so véi 6 (0,83%) va
13 (1,80%) bénh nhén trong nhdm heparin vivhodic VICA.

Nghién efru thiim dé ndy cho thay higu lye va an todn 14 tuong duong giita cde nhim didu tri
bing apixaban va heparin vivholic VKA trong sise dién chuyén nhip.

Didn tri huyé khdi thak moch sdu (DVT), didu tri thuyén e phii (PE) v phing ngiva el pht
DVT vt PE (VTE()

Chuong tinh thir nghigm Jim sang (nghién cim AMPLIFY: apixaban so wvoi
enoxaparin‘warfarin, nghign cim AMPLIFY-EXT: apixaban so woi gid dirgre) duge thiét ké aé
chimg minh tinh an wan va higu e cia apixaban rong diéu trj huyét khdi (inh mach sdu vi
thuyén thic phéi (ngzhién cira AMPLIFY) vamé ring diéu iri & phong ngim téi phat huyét khii
finh mach séu virhodc thuyén tie phii sau 6 dén 12 thang diéu trj bing thude khing ddng miu
cho huyét khéi finh mach séu vivhode thuyén tie phéi (nghién ciu AMPLIFY-EXT). C4 hai
nighién ciru 1 thir nghiém ngfiu nhién, nhom song song, mir dbi, da qubc gia wén bEnh nhan bj
huyét khifi tinh mach sau dogn gAn 6 trigu chimg hodic thuyén the phii co ity chimg, Tat cd
céc tigu chi danh gig v& tinh an todn va hidu lye quan trong duge giam dinh boi mét hii dong
il doe lap.

Nghién ciru AMPLIFY

Trong nghién ciru AMPLIFY thng cdng 5.395 bEnh nhin dugc phin bé npfu nhién dé diku o
vdi apixaban 10 mg ngay hai Hin qua dimg ubng trong 7 ngdy, sau d6 13 apixaban 5 mg ngdy
hai lén qua dwinp ubng trong & thang, holic cnoxaparin 1 mg/kg ngdy hai lin tiém dudi da
trong it nhit 5 ngdy (dén khi INR2 2) v warfarin (khodng INR myc tién 2,0-3,0) qua dubng
udng trong 6 thing.

B9 tudi trung binh 14 56,9 va 89,8% bénh nhin dwge chon ngiu nhign bj bién cb thuytn dic
huyét khii tinh mach vo ciin,
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Bl véi bénh nhin duge tayén ngiu nhién ding warfarin, plhiin trim thér gian trong pham vi
11 Tiéu (TNR 2,0-3,0) trung binh 14 60,9. Apixaban cho thiy gidm bién cb thuyén tie buyét khdi
tinh mach co trién chimg tdi phit hodie ur vong lién quan dén bidn cf thuyén thc huyit khii tinh
magch qua cic mie TTR tromg tim khac nhau; trong 1 phin vi cao ahit cia TTR theo trung
im, nguy oo toong ddi (Relative risk) cia apixaban so v enoxaparin/warfarin 14 0,79 (CI
05%, 0,39; 1,61).

Trong nghién cin, apixaban duge chimg minh khing thua kém so vii enoxapann/warfarin
trong fiéu chi ddnh gid chinh k&t hop bién cb thuyén tie huyét khéi tinh mach t6i phit b trigu
chiing A& dugc két Tudin (huyét kKhdi tinh mach sfu khing giy 1 vong hojc thuyén te phoi
Khing py tir vong) hode tir vong lign quan dén bién ¢ thuyén tie huyét khdi finh mach (xem
Biing 10).

Bing 10: Két qui vé hidu lwe trong nghién ciu AMPLIFY

Apixaban | Enoxaparin/Wafarin ’_Hﬁ cor twong dii
N=2.609 | N=2.635 (Relative risk)
n (%) n (%) (CT 95%)
Bién cb thuyén tic huyét khoi | 59 (2,3) 712,7) 0,84 (0.60; 1,18)*
{inh mach (VTE} hodc tir vong
lign quan dén VTE
Huyeét khii tinh mach siu | 20 (0,7) 33(1,2)
(DVT)
Thuyén tie phbi (PE) 27 (1.0 23 (0,9
Tir vong lién quan dén VTE | 12(0,4) 15 (0,6) :
VIE hoac tr vong do moi | 84(3,2) | 104 (4,0) 0,82 (0,61; 1,08)
nguyén nihdin
VTE hofic tirvong lién quan den | 61 (2,3) 77(2.9) 0,80 (0,57; 1,11)
tim mach
VTE, tir vong lien quan dén | 73 (2,8) 118 (4,5) 0,62 (0,47; 0,83)
VTE hodc xuft huyét nghiém
| trong

* Tinh khéing thua kém so sanh voi encxaparinfwarfarin (g trj p<0,0001)

Hiéu lyc cia Apixaban trong didu trj ban dAu cho bién ¢ thuyén tfic huyét khi finh mach 13
nlfit quan gitia cde bénh nhin duge dicu tr thuyén te phii [nauy co uong adi 0,9; C1 95%
(0,5: 1,67] hode huyét khi finh mach sin [nguy co twong d6i 0,8; C195% (0,5; 1,3)]. Hidu lue
trong cée nhém phy, bao gbm dé tubi, git tinh, chi s6 khoi ca the (Body Mass Index - BMI),
chirc néng thiin, pham vichi s thuyén thc phﬁl. vi tri epe mdu déng trong huyét khili tinh mach
sfiu, vit 03 time tiém heparin trude do nhin chung li nhit quin.

‘Titu chi dénh gia chinh vé tinh an todn 1 xufit huyét nghiém trong. Trong nghién cir, apixaban
ww vigt hon of ¥ nghia (héing ké so vii enoxaparin/warfarin trong tiéu chi ddnh gid chinh ve
tinh an todn [Nguy co tuong dbi (Relative Risk) 0,31, khodng tin edy 95% (0,17; 0,55), gid trj
p<0,0001] (xcm Bang 11).

Bang 11: Két qui xnit huyiét trong nghién ciu AMPLIFY

Apixaban | Enoxaparin/Wafarin | Nguy co twong abi |

S

H

N



https://trungtamthuoc.com/

N=2.676 | N=2.689 (Relative risk)

n (Ya) n (%) (C195%)
Nghiém trong 15(0,6) | 49(L.8) D31 (0,17, 0,55) |
Nghiém trong + CRNM 115033 | 261 (9.7 0,44 (0,36; 0,55)
Mhe 133057 | 505 (18.8) 0,62 (0,54; 0,70)
Tht ci 402 (15 | 676 (25,1) 0,59 (0,53; 0,66)

Xudt huyét nghitm trong di duye kit ludn v xudt huyét CRNM i bit ki vi tf phiu thuft ndo
nhin chung déu thip hon trong nhém apixaban so vii nhom enoxaparin‘warfarin, Xudt huyét
fidu haa nghiém trong theo ISTH 43 duge ket lufin xiy m & 6 (0,2%) béoh nhin didy i bing
apixaban vé 17 (0,6%) bénh nhin diéu tr béng enoxaparin/warfarin.

NGHIEN CUU AMPLIFY-EXT

Trong nghién cine AMPLIFY-EXT, téng cdng 2.482 bitnh nhin duge phin b5 ngin nhién d&
diéu tri biing apixaban 2,5 mg ngay hai lin qua dwing ubng, apixaban 5 mg ngdy hai lin qua
dutmyg ubng, hoje gid duge trong 12 thing sau khi hodn té tir 6 Aén 12 thing didu trj ban diu
bing thubc khéng ddng. Trong sb niy, 836 bénh nhin (33,7%) tham gia vio nghién el
AMPLIFY trude khi tuyén chon viio nghién ciu AMPLIFY-EXT,

B twdi trung binh 1 56,7 vé 91,7% bénh nhin duge chon ngiu nhién bj bién ¢b thuyén tie
huydt khdi tinh mach v cin,

Trong nghién ciny, od hai lidu apixaban déu ru viét hon eé § nghfa vé mit thimg ke so véi gid
dupe trong téu chi ddnh pid chinh cia bién cb thuyén tic huyét khii tinh mach tai phét o6 trigu
chimg {huyét khi tinh mgch siu khing gy o vong hofie thuyén the phoi khing gdy tir vong)
hodge i vong do moi nguyén nhiin (xem Béng 12},

Biing 12: Két qui v tinh hiéu lre trong nghién eitm AMPLIFY-EXT

Apixaban | Apixaban | Gid dwge | Nguy co twong dii
{Relative risk)
(CT 95%)
25 mg 50 mg (N=829)} | Apixaban 2,5 | Apixaban ,ﬁ
(N=18id) | (N=813) mg 5o vii gid | mg se vii gia
e ilwrgre
i n{ﬁj
Bién cb thuyén | 1923} | 14(1,7) [ 77(9.3) |0.24 0,19
tho huyét khéi (0,15; 0,400 | (0,11;0,33)"
tinh mich
(VTE) i phét
haaiie 1 vong do
mei nguyén
rihidn
Huyét  khii | 6 (0,7) 7(0,9) 53 (6,4)
tinh mach sfiu
(DVT)
Thuyén tic | 7 (D,8) 4(0,5) 13 (1.6)
phii (PE)*

o
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Tir vong do|6(0,7) [3(04) [11(13)

md  nEuyén

nhin

VIE i phat | 14(1L,7)  |[140,7)  |[73(88 |09 020

hode i vong (0,11; 0,33) (0,11; 0,34)
litn quan dén

VTE

VIE hoje tir | 14(1,7) (17 [76(92) |018 0,19

vong lién quan {0,10; 0,32) {0,11; (,33)
dén tim mach

Huyet khoi tinh | 6(0,7) R(1,0) s1(64) |01l 0,15

mach sfu khing (0,05 026) | (0,07, 032)
ity b vong'

Thuyén tic phéi | & (1,0) 4(0,5) 15(1,8) |0,51 — loa7
khimg gy ur (0,22; 1,21) (0,09; 0,807
vong' .
Tir vong lién | 2(0,2) 3 (0,4) 7 (0,8) 0,28 0,45

quan dén VTE (0,06; 1,37) (0,12; 1,71)
¥ gid trj p < 0,0001

* Déi v bénh nhin co nhidw hon mit bién of dwgc dua vao tidu chi ddoh gid phire hpp, chi
o6 bién cb diiu tién duge bio cho (vi du: ndu ddi tugng bi cb huyét khdi dnh mach siu vi sau
46 bj thuyén tic phi, chi e huyét khoi tinh mpeh sfu duge bio cio)

* Db tugmg o6 thé bi nhidu hen mat bién of v duge trinh by & cé hai nhom phan loai

Higu e cila apixaban trong phong ngira bién cb thuyén the huyét khii tinh mach tai phit dupe
duy tri xuy@n suit céie nhiom phy, bao gom 40 tubi, gidi tinh, BMI va chire ning thin. Tiéu chi
ddnh gid chinh vé tinh an toan 14 xudt huyét nghiém trong trong sudtt thiv gian diéu tr. Trong
nphién cin, 19 1& xudt huyét nghiém trong cho ci hai lidu apixaban khing co sy khie bigt wé
miit théing k& so vii gia dwge. Khing cd sy khic bigtcd y nghin vt mit thing ké trong ty 1é bi
wufit huyét nghiem trong + CRNM, nhe, vA 1t ci céc loai xudt huyét gilta nhom ding apixaban
2,5 mg ngdy hai lin v nhom didu trj bang giad duge (xem Bing 13).

Bimg 13: Kt qui xuiit huyét trong nghitn cin AMPLIFY-EXT

Apixaban | Apixaban Gii duge | Nguy eo tuomg aibi
(Relative risk)
(CT 95%)
2.5 mg 5.0 mg [H-ﬂﬁj Apixaban 1,5 ApEban 5,0
(N=840) | (N=811) mg so vii gid | mg so vii gia
g drae
n {%a)
Nghiém trong | 2 (0,2) 140,1) 4 (0,5) 0,49 0,25
(0,09 2,64) (0,03; 2,24)
Nghiém trong + | 27 (3,2) 35(4,3) 22(2.7) 1,20 1,62
CRNM (0,69:2,100 | (0,96; 2,73)
Nhe - 75(89 [98(12,) |[58(7.) |1,26 1,70
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(091;1,75) [ (1.25:231)

Vit ci 94(11,2) | 121(149) |74 (9,0 1,24 1.65
(0,93; 1,65) (1,26; 2,16)

Xudt hujrét liéu hia nghiém trong theo ISTH di duge gidgm djnh xby md 1 (0,1%) bénh nhdan
duoe did trj bing apisaban ligu 5 mg ngay hai 1n, 0 bénh nhin ding lify 2,5 mg ngay hai lin
va 1 (0,1%) bénh nhidn didu tr] béing gid duge.

Tré em
Khéng ed chi dinh ndo duoe phép sir dung cho tré em.

Phang neia VTE o tré em mic bénk bach cdir lymphohlastic cip Nnk hode w lympheo
lymphoblastic (ALL, LL)

Trong nghién cirt PREVAPIX-ALL, tdng cing $12 béah nhin tir =1 dén <18 tudi méi duge
chiin dodn mée ALL hotie LL, daniz didu tri hoa tri ligu khai ddu bao gbm asparaginase thong
qua thiét bi tidp cn finh mach trung tim o tr, duge chon ngau nhién 1:1 vao nhom dy phong
huyét khisi nhiin mé vai apixaban hoge difu tri co ban (khing dimg thube chéng ding toin
thin). Apixaban duge ding theo phéic db liéu cd dinh, theo cin niing co thé dé tgo ra ndng 46
trong méu tremg dueng vii ndng @ trong médu & ngwd ldn ding 2,5 mg hai lin méi ngay (xem
Bing 14). Apixaban duge sir dung dudi dang vién nén 2,5 mg, vién nén 0,5 mg hode dung dich
wéng 0,4 mg/ml.. Thivi gian phoi nhiém trung binh & nhom apixaban 14 25 ngly.

Bing 14: Litu dimng apixaban trong nghién ciru PREVAPIX-ALL

=

Ciin niing Licu ding

6 dén <10,5 kg 0,5 mg hai ln mBi nghy

10,5 dén <18 kg - 1 mig hai lin m8i ngay i
18 dén <25 kg 1,5 mg hai lin mbi ngay

25 dén <35 kg 2 mg hai ].;!:.n mii ngdy

=35kg 2,5 myg hai lin mdi ngay

Tié chi ddnh gid chinh 1 sir két hop cta hayét khdi tinh mach sfu co igu chimg vi khing of
triéu chimg khdng ghy t0 vong, thuyén thc phii, huyét khéi xoang tinh mach ndo v tir vong
lién quan dén huyét khéi the mach tinh mgeh. Ty 1& mic tiéu chi dinh gia chinh 16 31 (12,1%)
& nhiém apixaban so véi 45 (17,6%) & nhom diéu tr co bin. Gidm nguy co twenyg dii dat duge
khéing ¢ ¥ nghia.

Tiéu chi an todn duge danh gid theo tidu chuin ISTH. Tifu chi an todn chinh, chiy méu lén,
xiy ta & 0,8% bénh nhin trong mii nhém didu 1. Chdy médu CBNM xiy ra & 11 bénh nhin
(4,3%) trong nhom apixaban v 3 bénh nhdn (1,2%) trong nhém didu tj co bin, Bién cd chiy
miau CRNM phé bién nhdt gop phiin vao si khde bigt trong dicu trj i chdy miu cam nviv 4
nhe dén trung binh. Bién ob chiy mdu nho xdy ra & 37 bénh nhin trong nhém apixaben (14,5%)
vi 20 bénh nhiin (7,8%) trong nhiom diéu trj cor bin,

Phing ngtea heyét ki tde mack (TE) & tré em méic bénh tim bdm sinh hode mdc phai
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SAXOPHONE 13 mit nghién el 5o séak da trung t3m, nhin mé, nglu nhign 2:1 trén nhing
bénh nhfin tir 28 ngdy dén <18 wdi mac benh 1im bédm sinh hodc mic phai chin diing thube
chnp ding, Bénh nhin dirge dimg apixaban hodc thude dy phong huyét khdi Géu chudn vii
thudic dbi khing vitamin K hofic heparin trong lrong phin ti thip. Apixaban duge ding theo
phie dd lidu &b dinh, theo cn niing co the dé tao m nbng 46 trong miu hoong duong véi nong
dd trong miu & nguii ém dimg lidu 5 mg bai lin moi npay (xem Bang 15). Apixaban duge
cying edip dudi dgng vien nén 5 mg, vién nén 0.5 mg hodc dung dich l.u:l:ug 04 mg/mL. Thiv
gian phoi nhiém trung binh & nhdm apixaban li 331 ngay.

Bang 15 Liu dimg apixaban trong nghién eiu SAXOPHONE

Clin nfing Liéu ciing

6 dén <9 kg I mg hai ¥in mdi ngy

9 dén <12 kg 1,5 mg hai lin mbi ngiy

12 dén <18 kg 2 mg hai lin mi ngay

18 dén <25 kg 3 mg hai lin mdi ngay

25 dén <35 kg 4 mg hai lin méi néﬁy

=35k S mg hai lin mdi ngay i

Titu chi an toan chinh, chiy méau lém v CRNM duge dinh nghia theoe ISTH da dugre dwra ra,
xity ra & 1 (0,8%) trong 56 126 bénh nhin trong nhom apixaban va 3 (4,8%5) trong sth 62 bénh
nhén trong nhém didu 1 co bin. Cie tigu chi an todn thi ¢ép eila ede bién b chiy méu lom,
CRNM v tit cd edc bidn cb chiy méu di duge xem x6& déa twong ty nhau vé 1§ 18 mile & ci
hasi mhéien didu trj, Tigu chi an todn thit cip 1d ngimg thube do bién eb bit lgi, khing dung nap
hodic chiy méu di duyc béo cdo & T (5,6%) dii tugng trang nhém apixaban vi 1 (1,6%) déi
wromg trong nham didu i eo ban, Khéng ¢d bénh nhin nio trong i hai nhdm diéu trj gip phéi
bién cb huyét khéi tfic maeh, Khing cb trbmg hop tif vong e trong cé hai nhém dién tri.

Mighién et niy duoe thiét ké theo huémg e6 trién vong ve higu qua vé tinh an toéin md 6 vity
¢ TE vii chic bién cé chiy miu dy kién thip trong nhdm tré em. Do ty 18 TT: thap duge quan
<4t thiy trong nghién cfru ndy nén khdng thé thiét lip duge danh gid nii ro vi loi leh chiic chin.

13, PAC TINH DUGC PONG HQC
Hip thu

Sinh khé dung tuyél dbi cia apixaban 14 khodng 50% déi vl lidn 1én dén 10 mg. Apixaban
duoe hip thu nhanh véi nbng 40 thi da (Coa) st hign 3 dén 4 gitr suu khi diing thube. Dimg
elng vai thire &n khing dnh hudmg 16i AUC hay Cues ctia apixaban & litu 10 mg. Apixaban e
thé dimg cing hofic khdng cling vii thire fin.

Apixaban oo duge ding hoe tu;.-én tinh vl mong 46 thude trong médu ting ty 18 thuin wi liu,
déi véri ehc liu 1en dén 10 mg ding dudng uwéng. O lidu = 25 mg, s hip thu cia apixaban bj
han ché b 1 @6 haa tan nén sinh kbi dyng gidm xufing. Cdo ch s6 vé ndng 48 apixabun thé
hign d bién thién ti thip 16 trung binh duge phin dnh bii bE 36 bikn thién (coefficients of
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variation - CV) trong timg dbi urgmg va gitta cae dbi trong Bin lugt 1 ~20% vi ~30%. Sau khi
dimg dudmg ubng 10 mg apixaban dudi dang 2 vién nén 5 mg nghién nit khudy vao 30 mL
e, ning di thude trong mau 14 (rong ty niw nong df thude trong méu sau khi ding duwimg
ufing 2 vién nén 5 mp nguyén vién. Sau khi dimg dwimg ufing 10 mg apixaban dudi dang 2
vién nén 5 mp nghien nat cong 30 g tho xay nhuyEn, Cow va AUC thdip hom o Lot 18 21% v
16% so v khi dimg 2 vidn nén 5 mg nguyén vién, Mie gidm nay coa ﬂélng di thude rong
midu khdng disge xem la co ¥ nghia vé mdt 15m sang.

San khi cho dimg mét vién nén apixaban 5 mg nghién ndt phin tén trong 60 mL DSW va dua
vio qua mit dng thing mii da diy, néng 4 thudc trong miu 1 tweng tr nh nbng 46 thude
trong mau d3 thiy trong cie thir nghigm lam sing khéc cd lién quan dén cic adi wong khie
manh diing dudmg ubng lieu don vién nén apixaban 5 mg.

Véi dde tinh duge dimg hoc o6 thé dw dodn v 1 18 voi liéu coa apixaban, kiét qué sinh khd
dung tir e nghién et dd duge tién lhnh o6 thé dp dyng déi véi cdic lidu apixaban thip hemn.

Phiin bi

T4 18 gin lebt véi protein huyél tomg & ngus 14 khodng 87%. Thé tich phan b (V) 14 khodng
21 Hit.

Chuyén hia vi thii triv

Apixaban duge thdi trr qua nhi¢u con duimg. U lidu apixaban ding tén ngudi, khodng 25%
dupe thiii rir & dung cc chét chuyén hoa, véi phin Ién duge dio thid qua phin, Thai trir
apixaban qua thin chiém khoéng 27% téng lugng thanh thai. Thai trir thém qua mit v lryc
tiép qua rudt duge quan sét thiy Hn lwgl trong cde nghién cir 1Am sing va tién lim sing.
Apixaban eb 40 thanh thai 16ng edng khodng 3,3 Ligitr vi thvi gian bin thai khodng 12 gic.

Sy ki nhéim O-methyl va hydoroxyl héa tgi nhim 3-oxo piperidin la nhimg phdn tmg chuyén
haa sinh hope chinh, Apixaban duge chuyén hoa chii veu qua CYPIAHS v mit phiin nhd qua
CYPLAZ. 208, 209, 2C19, va 212, Apixaban dang chua chuyén héa 1 thinh phdn chinh lién
quan dén hufie trong huyét trong & ngudi va khdng o6 chit chuyén hia co hot tinh ndo duge
tim thiy trong méu. Apixaban 13 mit co chélt ciia cie protein vin chiryén, P-gp va protein khing
ung thur wi (BCRP).

Suy thin

Suy gidm chirc ndng thin khéng gdy Anh hufng dén nfing d§ dinh ci apixaban. Nong dj trong
miéu cia apixeban ting tuong g vid 3§ suy gidm efa chive ning thiin, ddnh gia qua vige do
6 thanh thai creatinin, O ngudi bi suy thin nhe (44 thanh théi creatinin 51-80 mL/phit), trang
binh (d6 thanh thai creatinin 30-50 mL/phit) v& nfng (46 thanh thii creatinin | 3-29 mL/phat),
nfing di apixaban trong huyét twong (AUC) tang lin lugt 16%, 20% vi 44% so véi ngui od
d& thanh thai creatinin binh thudng, Khong c6 bing chimg & suy thin tic djng dén mi tuong
quan gilia ning dé apixaban trong huyét twong va hoat tinh khing yéu th Xa,

{fi'nhiing déi twong bi suy thin giai dogn cuin (End Stage Renal Disease - ESRD), AUC cia
apixaban ting lén 36% khi dimg Lidu don apixaban 5 mg ngay 14p tire sau khi thém tich mau,
s0 v AUC quan st thiy & dbi twgng c6 ehic ning thin binh thuéng. Vige thim tach méu bit
i hai gidr san khi ding lidu don apixaban 5 mg lim gidm AUC cia apixaban 14% trén nhimg
déi tugmg ESRD nay, tromg ng voi dg thanh thii qua théim theh ciia apixaban i 18 mL/phit,
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Do da, (hdim tach mén nhico kha ning khing phai [ mdt cach hiéo qua A kidm sodt qua liéu
apixaban,

Suy gan

Trong mit nghién e so sboh 8 di twgng bi suy gan nhe, Child-Pugh A digm 5 (n = 6) vi
diém 6 (n = 2), vi 8 i wong bi smy gan trung bink (Child-Pugh B didm 7 {n = 6) vi diém 8
(n=2), d6i chitu véi 16 doi tuomg khive manh, dwge dong hee va duee lwe hoe liéu dom cia
apixaban 5 mg khong thay A1 & cdc doi tomg bi suy gan, Cde thay ddi trong hogt tinh khing
yiu 16 Xa v INR tuomg duomg viéi nhau githa che d6i tugng b suy gan nhe va trung hinh va
d6i tromg khoe manh.

MNegwiri cao tuii

Bénh nhin cao i (trén 65 tudi) ob nong dd trong huyét twonp cao hom o wéi bénh nhin tré
tudli, viii i tri AUC trung binh cao hon khodng 32% vi khong o sir khde bigt trong Caw,

Gidi tinh

Néng db trong méu cia apixaban & nit gicd cao hem khodng 18% so vl nam gidi.

Nguin gie din the vii ching tje

Két qué qua cdc nghién ciu pha | khéng cho thity syt khic higt 18 réng vé dure ding hoe ena
apixaban gitia cic déi fugng 1 ngudi da ting, nguin Chiu A vil ngudi da den/nguia M§ g
Phi. Phim tich dvge ddng hoe theo quén thé trén cée nhém dbi twgng binh nhén diing apixaban
nhin chung 14 nhdt quén voi cic két qua eha nghién ci pha L

Ciim niing co thi

Khi so0 sanh véi nhitng 467 tgmg o6 cin nfing tr 65 dén 85 kg thi nhdm co cin ning > 120 ke
et nding d§ apixaban trong mau théip hom khodng 30% v nham 6 ofn ning <50 kg co ning
d6 apixaban trong méu cao hon khodng 30%.

Mbi teong quan dwye ding hpe/dwye lye hoe

Mbi trerng quan duge ding ho/duoe e hoe (Pharmacokinetic/Pharmacodynamic - PK/PD)
gitra néng & apixaban trong huyét twomg v nhidu tién chi ddnh gia duge lye hoc (hogt tinh
khéng véu th Xa, INR, PT, aPTT) di dupe dénh gid sau khi ding pham vi liéu réng (0,5 - 50
mg). MAi fuiomg quan gitia ndng d6 apixaban trong huyél twong vé hoat tinh khing yéu 1é Xa
duge md ti 10 nhit bing mé hinh tuyén tinh. Mii oy quan PE/PD quan sit duge & cée bénh
nhfin nhét quan vii mai twong quan thiét 1dp duge & cac dbi twgng khbe mgnh,

i ligu an toin tidn lim sing

Dir lidu tién lam sing thé hign khing cé mdi nguy hiém dfic biét nao cho con nguwéni diga trén
¢hie nghién et thdng thudng vé duge I hoe cia tinh an todn, dde tinh litu lip lai, dje tinh tén
gen, khi ning gdy ung thu, kha ning sinh sin va sy phit trign cla phéi thai-that nhi va de tinh
adi v thanh thidu nién,

Cée tie dyng chinh quan sdt duge trong cde nghién eim dje tinh lign 1§p lgi 14 nhimg tic dung
lién guan

dén tac dyng duge lpe hoe eim apixaban trén cdc chi 56 dong maw. Trong céic nghién ciu dic
tinh, thiy ting it hojic khéng thng nguy co xuil huyét, Tuy nhign, vi difu ndy b thé 1 do 4§
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nhay thilp hon cia cic lodi ddng vl so vai con ngudi, két qua nicy chn dwae difn gidi thin
trong khi ngogi suy cho nguoi.

14. QUY CACH PONG GOT: Hop 3 vi x 10 vién, vi Alu-Alu,

15. BIEU KIEN BAO QUAN: Bio quin o nhiét d dudi 30°C.

16, HAN DUNG: 24 thang ké i nghy sdn xuil.

17. THEU CHUAN CHAT LUGQNG: Tiéu ehudn nha sin xudt.

18, TEN, PIA CHi CUA CO S0 'SAN XUAT THUOC

Cor i sin xudt: HETERO LABS LIMITED

Dia chi: Unit-V, Sy.No.439, 440, 441 & 458, TSIIC Formulation SEZ, Polepally Village,
Jadeherla Mandal, Mahaboohnagar District, Telangana State, India’An B§,




