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RIVATER 20 ‘B—V %

Fhamaceuticals
L WHO-GCMP

Pé xa tam tay tré em

Bye ki hwimg diin sir dung trwve khi ding

THANH PHAN CONG THUC THUOC: M3i vién nén bao phim chira:

Thdtnh phdn hoat chdr: Rivaroxaban. ... 20 mg 3
| Thémh phdn td dwpe: Lactose monohydrate. microcrystalline cellulose 101, hydroxypropyl ?3"‘!
| methylcellulose 5 cps, sodium lauryl sulfate, croscarmellose sodium, magnesium stearate, opadry il_iglr'
| red (MFS50000 (HPMC 2910, ntanium dioxide, macrogel, iron oxide red), l.:f,l.\l'
| DANG BAO CHE: i‘@
a Vién nén bao phim. '
| Vién nén bao phim, hinh tron, mau do ndu, mot mat vién ed chit "R"; mdt mat ¢b s "20", canh va
| thénh vién lanh lan.

CHIi B|NH:

|

| | RIVATER 20 diroe chi dinh dé dur phing dit quy vi thuyen tdc mach todn thin & cde bénh nhin
| | 7} rung nhi khibng do bénh 1y van om b mdt al) :..=Eu t nguy oof hode nhidu hon nh: suy tim, ting
huyét ip, = 75 rudi, dbi thio dirbng, tidn sir dot quy hode con thidgu min hoai or cue bo thodng
quia.
. RIVATER 20 duoc chi dinh diu tri huveét khii tinh mach siu (DVT), thuyén tic phdi (PE) va
| phdng ngira DVT va PE tai phat.

LIEU DUNG, CACH DUNG:

Litu ding:

Dy phong dft quy, va thuyén tdc mach todn thin & binh nhin rung nhi (SPAF)
2 Liéu khuyén ciio 1a 20 mg ngay mét Fin, do ciing Ia iéw i da duge khuyén cdo,

Vige didu trj véi rivaroxaban nén duge tidp e trong thii gian dai véi diéu kién lgi ich vé du
phong dot quy va thuyén tac mach tokn thin la virgd frdi S0 vl nguy oo Kt hu:.rét {xem Ir.h".r.:."n":l
“Canfy baa va thgn trgng ki dimg thude ),

. Quén lidu

Néu bénh nhin quén ubng mit lidu thude thi nén whng rivaroxaban ngay khi nhér ra va tiép tuc
ufng ngdy 1 lan theo khuyén cio vio ngdy tiép theo.

Khing nén diing ligu gip d&i trong ciing mét ngay dé bi cho lidgu thuoe 48 quén khang ufing.
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Didu trj v phing ngiva tdi phit DVT vi PE

Litu khuvén cdo cho viéc bat ddu dicu tri DVT hosic PE 13 15 mg hai lan mdi ngay trong 3 tusin
ddu tién, ticp theo sau la 20 me mdt lan moi ngay dé ticp tyc dicu trj va phong ngira téi phat DVT
va PE, duge chi m trong bang sau:

Ché 4§ Ligu Ligu tdi da hing ngy
Ngiv 1-21 15 mg hai lin mdi ngay | 30 mg
Mgy 22 vi nhimg ngay sau do 20 mg mdt 1in mbi ngay |20 mg
Thivi gian didu trj nén duge dinh gid can thin veé lgi ich didu tr so voi nguy co xuil huvét y
timg cd nhin (vem phdn “Cdnh bdo vi thin trong khi dimg thude ). Thin gian digu trj ngin (it
nhdt 3 thing) nén dya véo cic véu 10 nguy co nhat thoi (vi dy: phau thugt, chin thuong, bat ding
gﬁn diy) va thi gian didu trj dai hom nén dya vio cdc vén th nguy oo thiimg tnre hofic bénh nhan
bi DVT hodic PE khing cf véu to khai phat.

Néu bénh nhin quén uing mot lidu 15 mg trong ché d lidu hai lin mt ngay (ngiy | — 21), nén
wing rivaroxaban ngay lp tde dé ddm bao 3 30 my rivaroxaban mdi ngay. Trong trudmg hop
niy o6 thé udng hai vién rivaroxaban 15 mg ciing mét lic. Bénh nhén nén tiép te vii lidu 15 mg
hai 14n mdi ngay nhir d& khuyén cdo cho nhig ngay sau.

Néu bénh nkin quén uﬁng, thude Lrong ché dd lidu ngay mjt lin {Li ngdy 22 irir ve sau), nén udng
rivaroxaban ngay l4p te va tiép tue trong nhimg ngly sau voi ldu mdt lin mdi ngdy nhu 43
khuyén cio. Khong nén gap dai lidu trong ciing mit ngay d& bi lidu &3 quén.

Chiuiyén tir khidng vitamin K (VEA) sang rivaroxaban

Vol bénh nhan dico rj dy phing dét quy va thuvén tic mach toan thin, nén ngime vige diéu tri
VEA vit bt ddu viod rivaroxaban khi chi so INR < 3,

Vi bénh nhén diéu trj va phong ngira i phat DVT, PE nén ngimg didu trj vii VKA va bat dan
viri rivaroxaban khi chi so INR <25,

Khi chuyén tir VKA sang rivaroxaban, chi s TNR s& thng gid sau khi sdng rivaroxaban. Chi 6
INR khong co gia tn do hiedmg hoat tinh ﬂhémg dong cia nvaroxaban, va nhur vy khong nén sir
dung frem pﬁﬁ:ﬂ “Thrirng tde, frermgr ky cua thude i &

{:’ﬁuygn i rivaroxaban sang cdc thuiic khawg vitamin K

Cé kha ning chéng ding khong diy du trong thii gian chuyvén tiép tir rivaroxaban sang VEA.
Cén dam bao chéng déng ddy di lién tuc trong bit k¥ thid gian chuyén tigp sang thube ching
dang thay thé khie. Cén luu ¥ ring rivaroxaban cé thé gop phin lam ting chi sb INR.

(3 bénh nhin chuvén tir rivaroxaban sang VKA, nén st dung dong théi rivaroxaban va VKA cho
toi khi chi s6 INR = 2,0. Trong hai ngay ddu cis giai dogn chu:.-'én dbi thudc, lien VKA diéu
chinh theo test INR dwgc sir dung sau ligu chuin VKA. Khi bénh nhin sit dung dong thév
rivaroxaban v VA, nén kiém tra chi sb INR trude liéu ké tiép cia rivaroxaban nhumg phai sau
24 gide =0 v lidu trucre dé. Khi ngimg sit dung rivaroxaban, tién hanh xét nghiém INR 24 piér sau
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lidu cudi cling d& co két qua tin oy (vem phdn “Tiong ide, tweng ky cia thude”; “Lidu dimg,
cdeh dimg ™).

Chuyén tir cic thube ching dong dicimg tidm sang rivaroxaban

() bénh nhin hién dang sir dung thude chong déng duimg tiém. ngime st dung cac thude chong
diong dwimg tiém va nén bt diu uu.*.nng. rivaroxaban 0 dén 2 gio trude lan ding ticp theo cia thuoc
tiém (vi dy: céc thuoe heparin trong legng phén tir thip) hode & thi didm ngimg cde thudic truyén
tinh mach lién twe (vi du: heparin khéng phin doan truyén tinh mach),

Chuyén tir rivaroxaban sang cdc thude ching ding dwdng tiém

Ngimg uing rivaroxaban va bit diu lidu diu tién thude ching dimg duimg tiém vao thén didm
diing lidu rivaroxaban tiép theo.

Diin sé dic bigt

Suy thin

Dt li€u lim sing han ché nhimg bénh nhin suy thim ndng (3§ thanh thai creatinine 15-29
ml/phit) cho thiy nong dd rivaroxaban huyéd twomg ting lén dhng ké. V1 viy nén thin trong khi
ding rivaroxaban & nhimg bénh nhin nay. Khing khuvén céo sir dung rivaroxaban trén nhimg
bénh nhén cé di thanh thai creatinine CrCl < 15 ml/phit fxem phan “Canh bdo va thin irpng khi
dimg thude”; “Dwpe dmg hpe”). O bénh nhin suy thin mirc d6 trung binh (86 thanh thai
creatining 30-49 ml/phit) hodc ning (46 thanh thal creatinine 15-29 ml/phit) lidu khuyén cao
dupe ap dung nhur sau:

- Trong dy phing 64t quy va thuyén tic mach todn thin & bénh nhin rung nhi khong do van
tim (SPAF), liéu khuyén céo 12 15 mg ngiy mt lin (xem phin “Dige ding hoc ™),

- Trong diéu tri va phong ngira ti phit DVT va PE: Bénh nhin nén duge diéu tri 15 mg
ngdy hai Mn trong 3 tulin diu tidn, Sau @6, lidu khuyén cho 13 20 mg ngay mdt lin, Nén
cdn nhic gidm litu tir 20 mg ngay mot 1in xuong 15 mg ngdy mét 1in néu nguy co xuat
huyét duge dinh gia la nhidu hon nguy co tdi phit DVT va PE. Liéu khuyén cdo 15 mg la
dira vao cdc théng s6 nghién ciru duoe déng hoe va ehia duoc nghién ciu & &6 tugmg
lim simg nay fxem phan “Cdnk bdo va thin trong khi dimg thude™, * Dupe Tue hpe”,
“Diege dang hoc "),

Khéng can digu chinh litu néu rivaroxaban dwge ding & nhimg bénh nhén bj suv thin nhe (dd
thanh thai creatinine 50-80 mlphit) fxem phan “ Duwge dong hoc ")

Suy gan

Chédng chi dinh rivaroxaban & cée bénh nhin mée bénh gan di kim véi bénh ding més vi nguy
oo xuat hu.:.ﬂf'l cd liém guan vé mal lim sang bug gf!m cac bénh nhan xo gan Child Pugh B va C
(xem phdn “Ching chi dinh ", " Duye ding hoe "),

Nguroi i

Khdng cdin chinh lidu frem phdn ~Dwoe ding hoec”).

Cédn njngp cor thé

Khéng cin chinh lidu frem phdn ~ Duwac ding hoc ).

a7

3§

—a

=R

— - L -

IFiR



https://trungtamthuoc.com/

Gridhi

Khing clin chink liéu fxem p!ﬁn * Dhigre dong hoc ™).

Tre em

B an todn va hidu qua caa thudc & tré em va thanh thidu nién tir 0-18 wéi chua duec thiét lp.
Khing cd dit liéu, Vi viiy, rivaroxaban khéng duge khuyén céo cho tré dudi 18 i,

Binh whin cin chayén nhip

Rivaroxahan e thé duge bt diu hode tiép tue trén nhimg bénh nhin ¢in chuyén nhip,

Déi win bénh nhén chu}rén nhip dua vao siéu dm qua thye godn ma khdong duge diéu trj khiang
déng trude 44, thi rivarozaban nén duge bt ddu {t nhil 4 gid trude chuyén nhip dE dam bao higu
qua khing ding cﬁy dia .frem_phci'n "Dhegre lee hoe™, “Dirge ddng hpe ). Nén tim hicu xem bénh
nhin ¢d sit dung rivaroxaban nhir trong dom thube tmirde khi chuyén nhip hay khong cho tat ca cac
bénh nhan. Viéc quyéi dinh khéi dfu va lidu trinh di2u tri nén duoe dua vao cie hudimg din dicu
tri khang déng & bénh nhin chuyén nhip.

Ciach dimg:

Dimg durdmg ubng.

Thude nén dugre ubng cing vai thire dn (em phdan “Diepe ding hoc”).

Béi voi bénh nhin khing thé nudt nguyén vién thude, thi cd thé nghién vién thude rivaroxaban vi
trén véi mrac hay thire &n mém nhu mrde 1o ngay trrde khi dimg va duge dimg qua duémg ubng.
Sau khi udng vién rivaroxaban 15 mg ha}' rmvaroxaban 20 mg duoc nghlér.l ra, thi nén tjé'p ngay
sau van thire En Vien rivaroxaban n,yhlf':n; ra ¢ thé duge cho qua dng thing da day sau khi chic
chin vige dat ung thong ding. Vién thude nghu’:n ra phai duge diing véi mot hremg nurde nho qua
éng thing da diy sau 46 dwoe 36 thém mrée. Sau khi udng vién rivaroxaban 15 mg hay
rivaroxaban 20 mg duge nghién ra, Lhi nén tiép ngay sau vl nudi dn qua diomg rudt fremph%n
*Dhepre ding hoc ).

CHONG CHI PINH:

L‘ht;mg chi dinh rivaroxaban ¢ bénh nhiin mfin cam véi Avaroxaban hode bt cir thanh phﬁn N
eia thude (eem p}r-:fn “Dhegre Tiee hoe ™)

Chéng chi dinh rivaroxaban & bénh nhin dang xusit huyét lién quan Jam séng (nhu xuit huyée ndi
s0. xuat huyet tidu hod) fxem phdn “Cank hdo va thdn trong khi dimg thude ™)

Chéng chi dinh rivaroxaban & bénh nhin dang diwoe didu tr] véi cie thube ching ding khde (vi dy
heparin khéng phin doan (LFH), heparin trong lugmg phin tir thip (enoxaparin, dalteparin,...)
che dan xudt heparin (fondaparinux,...), céc thubc ch:‘;:-ng dang dang uling (warfarin, dabigatran
etexilate, apixaban,...) ngoai rir cae trmg hop cu thé trong g_::u doan chuyén tir mdt thudc
chéng dong nay sang md thude chng ddng khic fvem phin “Liéu dimg, cdch dimg ") hoge khi
UFH duge cho & lidu cin thidt 3 duy trl vide mé dng thing dong mach hodc finh mach trung tim
{xem ph:fi; “Twrong tde, hwong by cia thede ).

{‘hﬁng chi dinh rivaroxaban & cic bénh nhin méc bénh gan di kém wii r6i logn dﬁng mau va nguy
cor Xudt |iLI"|-'|E.'l ¥ lién quan vé miit lim simg ké ¢4 nhimg bénh nhin xo gan véi x:p logi Child
Pugh B va C.

El‘uﬂng chi dinh rivaroxaban o phy nif 6 thai va trong théd gian nudi con héng sl me.
417
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CANH BAO VA THAN TRONG KHI DUNG THUOC:
MNguy cor xudit hn}'fi

Cling gitng nhur céc thude ching ding khic, nhimg bénh nhdn sir dung rivaroxaban phai duwge
quan sat cin thin d8i véi cde diu hidn xudt huvét. Khuvén cao nén sir dung thin trong trong
nhimg chimg hénh cé gia ting npuy co xuit huydt. Phii ngimg ditng rivaroxaban ndu cd xudt
huyét xay ra.

Trong nhimg nghién ciu lim sing, nhimg xudt huyét niém mac (nhw chay mau cam, lgi, tidu hda,
niéu sinh duc) va thiéu médu thuomg dugre Ihﬁ}' nhigu hon trong thin gian didu tri rivaroxaban ldu
dii so vai digu trf VKA. Vi 1.5}, ngodi theo dii lam r-ing. diy du, thi cdc test xét nghigm
haemoglobin/haematocrit ed the oo gid tri phat hién xudt huvét hj che lﬁp. khi dwgre dénbh gid thich
dang. &

£

Vai phiin nhém bénh nhin, nhu duoe trinh bay chi tiet dudi diy, oo nguy co x hu}'éi gia tng.
Nhimg bénh nhdn ndy phai duoe theo doi e ddu higu va triéu chimg cia cdfhidn chimg xul
huyét vh thidu mdu mt cich cin thin sau khi bit dhu didu i fxem phin ° Taﬂ‘%mg khdng mong
i cia thude ™).

Bat ki sw e gidm haemoglobin hay huyét 4p khing pidi thich dwoc phai tim kiém vi trf xudt
huyét. Mac di didu tr voi rivaroxaban khing cin phai theo dai thirdmg quy sir phoi nhifm thude,
nhung ning dd rivaroxaban dige do heémg véi xét nghigm dinh leome khing yéu 5 Xa duoc
chuin dinh eo thé cd ich lgi trong nhimg truimg hop ngoai 1é ma sy am hién vé phoi nhidm
rivaroxahan cd thé gitip cho nhimg quvét dinh vé 1am sang, vi du: qui ligu vi pi'uiu thugit n:'.ép cim
fxem phén " Dege e hoe "', " Dwge ding hoe ™)

Cide yiu 15 xuir huyde kivde

Tuomg e nhu céc thudc uhﬁnﬂ hu}'ét khii khéc, cin than trong khi sir dyng rivaroxaban & cic
bénh nhén ¢o nguy co xudt huyet cao nhus

- Roi loan xuil huyét bim sinh hodc mac phai

- Tang huyét dp dong mach nghiém trong khing kiém sodt duge

- Bénh lodt dufmg tidu hod dang tidn tridn

- Loét dudmg tiéu hoa gin diy

- Bénh |y viing mac do mach méu

- Xuit huvét ndi so hodic xuit huyét ndo g:lm diy

- Biit thudmg mach médu trong LGy sdng hofic trong nio

- Phfin thugit nde, tiy song hode nhin khoa g:!m diy

- Gidn phé quén hofic tién sir xuat huyét phbi

Cin theo ddi bénh nhin néu bénh nhin dang dimg déng thii véi eic thude dnh hidmp dén qué
trinh cfim méiu — déng mau ohu cie thuoe ching viém khing phai steroid (NSALD), thude (e ché
két tap tiéu can hodic cée thuoe chong huyet khoi khac, Xem xét diéu trj dy phong xuat huyet trén
bétnh nhén cé nguy co loét dutmg tidu hoa frem pldn = Twong tde, aeong ky ciia thude "),

Phai fim ra vi tri xuit huyét khi haemoglobin hodc huyét p piam khing giai thich due,
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Phidu thudt vé can thigp

Khi cin tién hanh cac thi thudt xAm ln hodc can thigp phiu thudt, nén ngimg diéu tri bing
rivaroxaban 161 thidu 24 gid tnede khi thue hién can thigp néu c6 the va dya trén sy danh gid ldm
sdng clia bac ST

MNéu khéng thé tri hodn vige thye hign thi thugt, thi nén danh gia sy ting nguy co xuat huyét vai
tinh cap thict cia can thiép,

Sau khi tién hanh cde thi thudt xdm lén hofic can thiép phau thuit, nén bt ddu sir dl,lng lai
rivaroxaban ngay khi cd thé midn 14 tinh trang lam sang cho phép va qud trinh cm méu I:Ia:r da da
durgec thict lap.

(idy 18 tric thin kinh (ngodi ming civig/iu sdng)

Khi giy t& tryc thin kinh (ngodi mang cimp/tuy song) hodie chge da tiy sing, bénh nhin durge
diéu tri bimng thude chimg huyét khii 48 ngin chin bidn chimg huvét khili ¢ nguy cor bi ty mén
tily sbng hodc ngodi ming cimg o6 the din dén ligt lu dai.

Nguy cor ndy thim chi con ting cao khi sir dung thi thudt 43t dng thing ngodl mang cimg hode sir
dung dﬁng thérd thude cim méw. Nguy oo cing cb the ting 1én do chin thwomg hofic tai choc do
iy song hofic ngodi mang cime.

Bénh nhén nén dirge thirdmg xuyén theo dai diu hiéu va triéu chimg dnh hudmg trén thin kinh (vi
duy: & chin hofic chin véu, sy hit thuémg coa rsi hoje bang quang). Trong trvdmg hop ghi nhin
syr anh hirdmg thin kinh, cin chin doan va diéu trj khin cip.

Bée 51 nén cin nhic nguy co va I ich tiém thng trude khi can thigp true thin kinh & bénh nhin
43 hode s8p ding khing 3dng 48 dy phing huvét khoi.

Khéng cd kinh nghiém lam séng s dung rivaroxaban 15 mg vd 20 myg trong cdc trudmyg hop ndy,
Vide rat dng thdng ngodl ming cimg va da vio cac dic tinh duge 8dng hoc chung it nhit 13 sau
2 lin thai gian bdn thal, nhr it nhirt 18 gicr & bénh nhin tré tudi va 26 aidr & ngwdi gia, sau lin
ubng rivaroxaban cudi.

Nén udng rivaroxaban sém nhét 1i 6 giér sau khi nit bo Sng théng,

Néu ¢6 sang thuong do choe do, rivaroxaban nén duge wbng chim Tai 24 gid,

Bénh nhin thay van tim nhin tao

£)5 an toan va hiéw qua cia rivaroxaban chira dirgre nghién cim & nhilmg bénh nhén thay van tim
nhén tao; do d6, khéng cd dit ligu cho thily rivaroxaban 20 mg (15 mg & bénh nhén suy giam chire
ning thin vita hodc nang) dem lai sir chonp déng diy 8 & nhimg bénh nhin nay,

Biéu tri DVT va PE: Nhing bénh nhin bj thuyén tic phii (PE) co huyét déng hoc khing in
djnh hodc bénh nhin cin im tan buyét khoi hay thi thudt ly bé viit nghén mach phbi
Rivaroxaban khang khuyén cio didu tr thay thé cho heparin khing phin doan trén bénh nhin cé
thuyén tie phii o6 huvét ddng hoc khiing dn dinh hotic ¢d thé didu tri tan huyét khdi hay 1am thi
thut Iﬁ:.-' bé vt nghén mach phéni do 46 an todn va hifo qui cia rivaroxaban chua dwoe chimg
minh trong nhimg tinh hudng lim sing ndy,
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Thuoe ding ﬂﬁng thai

Khéng khuyén cdo sir dung ddng thi rivaroxaban va cde thube ching ndm nhém azole ding
dirémg 1odn thin (nhir ketoconazole) hode cae thudc e chié protease HIV (nhir ritonavir), Nhimg
thufic ndy 14 cic chilt ic chéd manh ca CYP 3A4 lin P-gp. Do dé, cic thube nay lim ting ndng d
rivaroxaban trong huyét tuemg dén mirc 48 ob lign quan dén 1im sing (rung binh gip 2.6 1in) 6
thé diin dén ting npuy co xuit huyét frem phdn “Tieong tde, twong ky cia thisde ),

Tuy nhién, thube ching nim nhém azole nh fluconazole 13 mét chit e ché CYP 3A4 & mirc 46
trung binh, it 6 anh hadmg lén sy phoi nhiém eta rivaroxaban hom vi cd the dwge dung dong thii
fxem phdn * Twomg tdc, heome by ciia thuoe ")

Bitu trj DVT va PE: Suy giam chirc ning thiin

O bénh nhan suy giam chie ndng thin & mire 43 trung binh (CrCl 30-49 mi/phiit), nén thin trong
khi sir dung rivaroxaban déng thii véd che thude khic 1am tng ndng &6 rivaroxaban trong huyét
twromyg (cemr phan © Tieog tdc, feomg Ky cua thisdic "),

Diéu tri SPAF, DVT vi PE: Suy gidm chire ndng than

(J bénh nhin suy gidm chic ning thin ndng (CrCl < 30 mb/phil), ndng 49 rivaroxaban c6 thé ting
1én déng ké (trung binh gip 1.6 lin) cé thé din dén ting nguy co xuit huyét.

Nén thin treng khi st dung nivaroxaban & bénh nhin cd CrCl 15-29 mi/phiit. Khing khuyén cdo
sir dung o bénh nhin ¢d CrCl < 15 ml/phit frem phnfn “Lidu ding, cdch dimg"”. “Duge ding
hpe "),

Can theo déi chit ché cic ddu hidu cia bicn chimg xuat huyvét sau khi bat ddu diéu tr & nhimg
bénh nhin suy giam chl.n: ndng than ning hodc tHng nguy co xudt huyet va ht,:nh nhan sir dyng
dong thir thude chong nim nhém azole du-rtg duimg tpan thian hode cac thude ire ché protease
HIV {A'fmphfm Tiremig e, nnmg.iymurhum h

Phy ni i d§ tudi sinh sin

Chi nén sir dung rivaroxaban & phy nit & 33 tudi sinh sin khi e cde bign phap trdnh thai higu qua.
Kéo dai khodng QTe

Rivaroxahan khong ¢f tie dung kéo dai khodng QTe.

Théng tin vé té duge

Thube ndy ed chira lactose. Bénh nhin cd vin dé di truyén hidm gap khing dung ngp palactose,
thidu hut lactase todn phin hode kém hip thu glucese-galactose khing nén dimg thude ndy.

g1 DUING THUOC CHO PHY NU CO THAI VA CHO CON BU:;

S dung thuie cho phu ol cb thai:

EX an toan va higu qua cia rivaroxaban & phy nit co thai chua duge thiet bip.

Trén chudt va tho, rivaroxaban thé hién ddc tinh rd rét trén ddng vit me vl nhimg s thay dbi ve
nhau thai lién quan tdi tde dyng dwoc 15 hoe cia thude (nhu bién chimg xuat huyet), dan dén déc
tinh trén sinh san. Khing nhin dang duoe kha nang giy qudi thai chi yéu ndo. Do nguy oo xudt
huyét nii sinh v bing chimg 13 rivaroxaban qua dugc hang rao nhau thai, ching chi dinh
rivaroxahan & phy nir o6 thai (vem phan “Chang chi dinh*),
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S dyng thube cho phu nir cho con ba:

) an toan va hifu gua coa rivaroxaban & phy nit cho con b chura dirge thidt lip. O chudt,
rivaroxaban duge bai tiét vao sita meg.

Do dé, rivaroxaban ching chi dinh trong thid gian nudi con biing sita me (xem phdn “Ching chi
dinft”).

Céin phai quyét dinh ngimg cho hi hode ngimg thude didu tri.

Sir dyng thubc cho phy nir i 3§ tudi sinh sdnftrinh thai:

Chi sit dung rivaroxaban cho phy ni¥ i 46 tudi sinh san c6 4p dung cic phwemg phap trinh thai
higu qua.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:

B co bdo co vé cic tnnimp hop nedt, chodng véng va ¢ thé anh hwong 1én kha ning 141 xe va
vin hanh may moe (eem phan “Tde dung thong mong mudn ciio thude”). Bénh nhan gip phai
cic phan (mg 0 hai nay khing nén lai xe hodic su dung may moc.

TUONG TAC, TUONG KY CUA THUOC:

Twong tic thude:

Tweng tdc duge ding hoc

Rivaroxahan thi trir chit véu qua chuvén hoa & gan nhir trung gian cytochrome P450 (CYT 3A4,
CYP 2J2) va hai 6é1 qua thin dudi dang khing d5i, lién quan &én hé thing vin chuyén P-
glyveaprotein (P-gp) / protein khing ung thur vit (Berp).

o 1k

Rivaroxaban khimg e ché CYP 3A4 boc Bat ki CYP dong dang (isoform) chi véu nao khac.
Cam (me CYP

Rivaroxaban khéng cam tmg CYP 3A4 hosic bat kv CYP diing dang chi véu nio khic.

Anh Inréme 18n rivaroxaban

Viée sir dyng déng thii rivaroxaban voi cde chit (e ché CYP 3A4 va P-gp manh, oo thé din dén
sir giam 4 thanh thai qua ca gan lin thin va do dd, ldm ting ddng ké sy phoi nhiém cia thube
trong co the.

Diing ding thiv rivaroxaban va thude uﬁﬁng ndm nhom azole nhu ketoconazole (400 mg ngay |
lin), mét chat ire ché CYP 3A4 va P-gp manh, din dén AUC trung binh i rivaroxaban & trang
théi dn dinh tang gip 2.6 n v Cpae trung binh rivaroxaban tang gip 1.7 lin cimg véi sy ting
déng ké tée dung duge lue hoe cha thuie.

Dimg dbng thid rivaroxaban va thubc Gc ché protease 1V nhu ritonavir (600 mg ngay 2 ln) -
mt chilt e ché CYP 3A4 va P-gp manh, din d&n AUC trung bink cia rivaroxaban & trang thai
én dinh ting gip 2.5 lin vA C,,, trung binh cia rivaroxaban ting gap 1.6 lin cing voi sy ting
déng ké tic dung dugc hre hoc cla thudc.

Vi vy, khing Is:hu:.rén cao sir dung rivaroxaban déng thid vai cde thude khing nam azole ding
duimg todn thin nhur ketoconazole, itraconazole, voriconazole va posaconazole hodc cac thudc (e
ché protease HIV (xem phdn “Cdnh bdo vé thin tromg khi dimg thude "),
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Clarithromycin (500 mg ngiy 2 1in), duge xem la mdt chit Ge ché CYP 3A4 manh v e ché
P-gp trung binh, khi sit dung dbng thii din dén AUC trung binh ciia rivaroxaban ting gip 1.5 lin
Vil Cppgy tng gép 1.4 lin. Sy ting 18n gin vid tim bién thién binh thuimg cia AUC v Cpgy dirge
coi 14 khing lign quan vé mit 1im sang.

Erythromvein (500 mg 3 lan‘ngay), ic ché CYP 3A4 va P-gp & mic vira phii, khi sir dyng dﬁng
thii, din dén AUC va Ca trung binh clia rivaroxaban ting gip 1.3 lin. Sy ting 1én niv nim
trong tdm bién thién binh thuimg ciia AUC v Coa va duge coi 13 khing lign quan vé 1im sing.

(O nhimg bénh nhéin bj suy thin nhe, erythromyein (500 mg ba lin méi ngay) lam @ng AUC va
Crua trung binh ciia rivaroxaban lén twong tmg 12 1,8 va 1,6 1&n khi so vdi nhimg d6i wymg c6
chirc nang thin binh thuimyg khing dimg erythromyein ding thiri. (0 nhimg bénh nhdn ¢6 suy thin
mire 4§ trung hinh, erythromyein lim ting AUC vi Cpy trung binh cla rivaroxaban lén frong
dng 1 2,0 vd 1,6 lin so v&i nhimg d6i twgng ¢ chire ning thin htntf._ wimg khing ding
ervihromycin ddng thii (rem phdn “Cdnb bdo vé thdn trong ki dimg 1.!:;;5:7"![?;",

Fluconazole (400 mg mdt ﬁm’nguﬂ duge xem §a thude (e ché CYP 344 xlﬂiﬂphﬂl din dén ting
AUC trung binh cia rivaroxaban 18n 1,4 Lin v ting Cyy trung binh lén I.l"Hh Sir ting mi}f vin
trong gici han bién thién binh thuwrimg cta AUC va Coye va dugre xem 1 klwng lién guan vé mét

= r

liim sang em j:limn “Canh bdo vi thin trong Ehi dime thuae "),

Ding dong thii avaroxaban voi mit chil cam img CYP 3A4 va P-gp manh nhy rifampicin dén
dén AUC trung binh cta rivaroxaban giam khoang 50% song song vl piam tac dung duwge lye
hoe cia thube feem phan “Dpe ding hpe”). Ding 8dng thii rivaroxaban véi cde chilt cam (mg
CYP 3A4 manh khéc {(nhu phenyvioin, carbamazepine, phenobarbitone hoge St John's Wort) cd
thé cling diin dén gidm ndng 44 rivaroxaban trong huyét twong. Nén thin trong khi sir dyng dbng
thir v cde chit cim (mg CYP 3A4 manh,

Twormyg tdc duyre fiee hpc

Céc thude khing dong

Sau khi sir dung pi!éi hop enoxapann (40 mg don licu) véi rivaroxaban (10 me don licu), ghi
nhén ed the dung cing thém trén hogt tinh (e ché yéu 16 Xa nlurng khing oo béit kv thae ding cing
thém test dong mdu (PT, aPTT) ndo. Envxaparin khing tic ding dén duge ding hpe eda
rivaroxaban fxem ph-:fﬂ “Ceinly bedo vid thiin trpng ki dimg o).

Do ngu;.- oo xuat hu}rt:t gia tang nén cin chi ¥ bénh nhéin néu diu trj dnng thin vai bat kv cac
thude chu-ng dong khac (xem ,t:'fm.rr ‘Canh bao va thin rreng khi diing thudc! X

i a S e chi tAp tidn ciu

Clopidogrel {Héu nap 300 mg, suu do dung lidu duy i1 75 mg) khing Ihé.}' co tuomg tac dugo
ding hoc (vl rivaroxaban 15 mg) nhung & mdt nhdm nhéd bénh nhin ghi nhin dwge s ting lién
quan dén thid gian xudt huyét, ma khang of toomg quan dén sir kit tip tidu cdu, P-selectin hode
ndng dé con thy thé GPIWIa fxem phdn “Cank bdo vwh thin trons khi diog thude ™)

Sau khi sir dung déing thivi rivaroxaban 15 mg va naproxen 500 mg, khing thiy oo su kéo dai lign
quan dén thii gian xudt huyét vé miit 14m sang. Tuy nhign, ddp tng duoc lee hoc trén mit 58
biénh nhin co thé i et hon fxem p.ﬁ-:fn “Canh bio v Huin irong khi ding thnnde ).

Chua thiy ct cdc twemg tic dupe ding hoc va duge luc hoe ding ké vé mit lim sing khi
rivaroxaban duoc ding dﬁng thad wai 500 mg acetylsalicylic acid.
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Céin chii ¥ bénh nhén néu didu trj bénh nhan déng thid véi NSAIDs (bao gdm acetvlsalicylic acid)
v ede thude ire ché két tip tidu cdu bévi vi cde thude niy lim ting npuy co xudt huvét mit edch
dic timg (xem phdn " Cdnh bdo v thdn trong kil dime thude "),

Warfarin

YWide chuy‘én A6i cho bénh nhdn tir warfarin (INR 2,0-30) sang rivaroxaban (20 mg) hode (i
rivaroxabhan (20 mg) sang warfarin (INR 2,0-3,0) lam thid gian prothrombin/ INR (Neoplastin}
ting thém nhigu hom mie cing hop (oo thé quan sit gid tri INR ting lén dén 12), trong khi tic
dung 1én trén aPTT, hogt tinh o ché yéu t6 Xa va thrombin néi sinh co kha ning cong hop.

MNéu mudn kiém tra tée dung duge lyc hoc eda rivaroxaban trong giai dogn chuvén doi thube, co
thé sit dung cic test v& hogt tinh fic ché yéu to Xa, PiCT va HepTest do nhimg x¢t nghiém nay
khong bij tic dong boi warfarin, Tir ngay thir 4 sau khi dimg warfarin trd di, tat ca céc test (bao
gdm PT, aPTT, tc ché hoat tinh cia Yéu t6 Xa vi ETP) chi phén dnh téc dung coa rivaroxaban
(vem phén “Liéw dimg, cich dimg "),

Néu mubin kiém tra téc dung dupe lue hoe cha warlarin trong giai dogn chuyén 80i thube, ¢0 thé
do luémg chi sb INR & thoi diém rivaroxaban dat nng d6 dby (24 gidr sau khi ubng lidu
rivaroxaban trudc) do & thivi diém @6, rivaroxaban anh hudng dén xét nghiém & mic 40 nhéd nhit.
Khdng ghi nhin g the duge ddng hoe gilka warfarin v rivaroxaban.

Thike dn vit there phim tir siva

RIVATER 15 va RIVATER 20 ¢ thé udng cing vai thire 4n.

Twomg tac vl cde thing s xéi nghidm

Cac thing 50 xét nghiém dong mau (PT, aPTT, l-[epTest*} duie cho 13 co b dnh hremg do
phiromg thire 1ac dung ciza nivaroxahan,

Twomg ky thude: Do khing ¢ cie nghién etru vé tinh tromg ky coa thude, khing win lin thude
néy vin cic thutc khac.

TAC DUNG KHONG MONG MUON CUA THUOC:

Tém hrge dir ligu vé d§ an toin

Tinh an toan eta rivaroxaban d8 duoe danh gia trong hén nghién ciru pha 11 bao gﬁ"}m 6097 bénh
nhan dimg rvaroxaban 10 mg phiu thudt chinh hinh chi dudi (thay lodn bd khip hang hay khop
pihi) trén 3997 bénh nhin bénh ndi khoa nhip vién dure didu tr 16 39 ngay, v trong ba thi
nghiém pha 1l didu trf YTE véi 4556 bénh nhén ding 15 mg rivaroxaban 2 lin mdi ngly trong 3
ldn, tidp theo 1 20 mg m{t lin/mgiy hode 20 mg mit lin mdi ngdy didu rj dén 21 thing.

Hom nita drh an todn cua rivaroxaban clng di duge dinh gid teén 7750 binh ohin bi rung nhi
khiong do van tim tir hai nghién ciu pha L1 v it nhit mit liéu rivaroxaban cling nhir trén 10225
bénh nhin ACS voi it nhat mdt licu hodic 2,5 mg (hai lan/ngdy) hodc 5 mg (hai lin mdi ngiy)
rivaroxdaban thém vao hofic ASA hofic ASA cung v clopidogrel hay ticlopidine:

Do phuong thire e dyng duve 1y hoc, rivaroxaban ¢ thé di kém véi ting nzuy co xudl hu:.-'ét iU
hofc ndng {ir il kv md hode co quan ndo trong eo thé, eo thé din dén thidu méu sau xudl huyét
NgEuy oo xudl hu:.fél Lang 1&n & mdl s6 nhém bénh nhéin, nhu bénh nhin ting hu:;él ap dgng mach
nghiém trong kKhing kidm soal dugu viv'hode ding r][:ing thixi céc thude anh hutmg dén gud trinh
L:tm mau (e pﬁcf'}f “Camh b v tham irpng khi diing thude =k
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Cie diu hidw, triéu chimg, vi mie 35 ning (bao g:l:nm cd U vong) thay 48i thy theo vi tri va mie
dd hojc pham vi xuat huyét vahodie thidu méu fxem ,ufufn “Chcd Tiéu vir edeh xie i),

Bi¢n chimg xuat huyét thuemg duge biu hién nhar yéu co, tai nhet, chodng vang, dau dau hoje
sumg khong giai thich doge, kho thir va st khéng giai thich duge. Trong mdt vail tridmg hep, phi
nhiin duge cic ridu chimg thitu maw cye b tim nhu dau ngye hodc con dau thit ngye, o6 thé i
hiu qua cia thiu méy,

Cac bién chimg tir thit yéu dén xuft huydt nghiém trong nhu hdi chimg chén &p khoang va suy
thin do gidm twdi mbu d dioe bio cdo cho rvaroxaban, Do do, cin cin nhic khi niing xudt
huyét rong vige ddnh gid tinh trang bénh & bt ki céc bénh nhin duge diéu e chéng dong.

Cic tic dyng khing mong muin

Tin sudt glp cde tac dung khing mong mudn cia rivaroxaban dwgc tém tit nhu bén dudi. Trong
méi nhém phin loai theo tin suit, cic tic dung khéng mong mudn duge sip xep theo thir ty mire
dé nghidm trong gidm din. Céic nhdm phin loal tin suit durge quy wée nhir sau:

Rat thuémg gip (= 1/10)

Thutmg gip (= 1/100 dén < 1/10)

[t gap (= 171000 dén < 1/100)

Hiém gap (> 110000 dén < 1/1000)
'Vl ch chc tae dyng khdng mong muiin cia rivaroxaban tromg qua trinh dicu trj dirge bido cdo trén
céc bénh nhin trong thir nghiém ldm sang pha 11 (RECORD 1-4 gép, ROCKET, J-ROCKET,
MAGELLAN, ATLAS vi EINSTEIN (DVT/PE/Extension)).
Tharcrng gdp
Céc rii logn trén mau vi hé bach huvét: Thiéu mau (bao gbm ca thing sb xét nghiém tuong img)
Cac rbi loan trén mét: Xudt huyer mét (bao gﬁ-m xuAt hoyét rding két mac)

Cic roi loan tiéu hod: Xudt huvet mréu rang, xuit huyet tigu hoa (bao gﬁm cd xudt huvet trye
trang), dau da diy rudt va dau bung, khd tiéu, budn nén, tio bén®, tiéu chay, nén®

Cic 16i logn chung va céc phan img xav ra tai vi tri dua thuoe: Sot*, phi ngoai vi; glim sie lye
va nang luomg chung (bao gom cd mét méi va suy nhirge)

Tén thuong, dde tinh v hién chimg hdu phiu; Xudt huyél hiu phiu (bao wbm i thifu mau hju
phdu va xudt huvét vét md), dung dip

Cac xét nghiém: Tang nérng d cac transaminase

Che i loan trén hé co xuong va mi lidgn két: Pau & chi®

Cdic rdi loan thin kinh trung womg: Chodng ving, dau diu

Che rdi loan thin v tiét nide: Xult huyét didmg nigu-sinh due (hao gdm d&i mdu va rong kinh®),
suy thin (hao gém ca thng creatinine médu, thng uré man®)

Céc 18 loan dudme hé hip: Chiy mdu cam, ho ra mdu

Cée rbi loan da v mo dndi da: Nigtea (bao gim ci tneimg hop ngira todn thin it gip), phét ban,
bidm tim, xudt huyét tai da va dudi da

Cie 151 loan trén mach: Ha huyiét dp, Ly mdu
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It gap

Cée riii loan trén mau va hé bach huydt: Tang téu cho nguyén phat (hao ghm ting si hwomg tidu

céu) ™

Cée rii loan trén tim: MNhip tim nhanh

Ciic roi loan tidu héa: Khé miéng

Ciée rhi loan chung v cée phin img xdy ra tai vj i dua thude: Cam thiy khing khoe (bao gbm

khi chju)

Cac roi logn pan-mét: Bat thwdmg ehire ning gan

Cae roi logn hé midn dich: Phin (mg dj img. viém da dj (mg -
Tén tharemg, déc tinh va bién chimg hiu phau: Vét thiomg xust tiét” f
Céic xét nghiém: Tang néng d bilirubin, ting néng d¢ phosphatase kiém trong méu”, tang LDHY, "
ting lipase”, ting amylase®, wing GGT*
Cdc roi loan trén hé co xwong va md lién két: Ty méu khop

Céic rhi loan thin kinh trung wong: Xudt huydt nde vi ndi so; nglt B
Cac rbi loan da va mo dudi da: May day

Hiém ap

Cdic 6 loan chung va ede phin tmg xdy ra tai vi tri dua thube: Phi td ché®

Ciae i loan gan-mit Ving da

Ton thuomg, ddc tinh vi bién chimg hiu phiu: Gia phinh mach

Cac x6t nghiém: Ting nong 4 bilirebin lién hop (eing hode khing cing véi ting ALT)

Cie roi loan trén hé co xuong va mé lien két: Xug huyet co

* guan sét sau phau thudt chinh hinh chi dwdi

L2 durge ghi nhin trong dién trj VTE, hay gip & phy ni < 55 i

s guan sat khong thuimg xuyén trong tr) ligu ACS (sau khi can thadp qua da)

<Céch trinh bay cée thult ng ADR dya trén MedDRA phién bin 14.1=

Cic khao sit sau khi rivaroxaban dwa ra thj truwimg

Cac 18e dung khing mong miudin dui diy duge ghi nhiin cimg v6&i thid gian varoxaban luu hinh

trén thi tnedmg:

Cée i loan hé thdng midn dich: phit mach v phis di (g,

Céie 19 foan dudmg mét coa gan: the mét, viém gan (bao pdm ton thuong té bio gan).

Cac i loan hé théng méu va hach huyét: gigm tiéu chu.

Théing hdo neay cho bde 57 hode diree 5T nhitng phdn tng cd hai gdp phai khi si dung thude,
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QUA LIEU VA CACH XU7 TRi:

Qui lidu:

Cée trivimg, hop qué liéu higm 1éa dén 600 me duoe bio cdo, khing co cac bién chima xuat huyét
hodc cac phan tmg co hai khac. Do sir hap thu bj gidi han, nén téc dyng trin khong ting thém sy
phri nhiém huyét tuong trung binh duoe mong doi & mioe lidu trén licu dicu trj tr 50 me trdr 1En.
Céch xir triz

Hién chira ¢6 chét gidgi dije dc hidu déi khang tic dung duge Iy hoe cla rivaroxaban, Sir dung
than hoat d& giam hip thu trong trisdmg hop qui liéu rivaroxaban durgre xem xét. Do nvaroxaban
pin kit vai protein trong huyét trong cao nén ngwdi ta cho ring khong thé tham tach duge.

Xk tri xuif huyét

Trén binh nhin uing rivaroxaben néu xay ra bién chimg xuit huyét, thi nén wm neimg lidu didu
tri tiép theo hode ngimg hiin diéu tri ndu thich hop. Rivaroxaban eb thid gian h@_ ai khoang 5
dén 13 gidr. Vide xir tei cho ridng timg cd nhin thy theo mire 46 niing va vi tri xué@ng‘é‘r_ Cé thé
sir dung cc bign phdp didu tri tridu chimg néu cin thiét, nhir s dung thiét hi ép Eji.r,'-hr_m {nhur vin
chay méu cam ndng), sur cim mdéu trong phiu thudt vai cde quy trinh kiém sodt :-:uﬁl: huyét, truyén
dich va ciic bién phap hé tror huyét dong, cie san phftm mdu [hEmg ciin Hing hojic huyét tromg
déng lanh twod iy thude vao tinh trang thigu mau hofic bénh déng mau di kém) va tiéu cin.

Méu khing thé kiém soat tinh trang xudt huyét bang cdc hién phdp trén, nén xem xét sir dung
thude dic higu dao chidu chat tién déng mau nhur phite hop prothrombin c6 dic (PCC), phire hop
prothrombin hoat hoa cd dic (APCC) hode yeu t6 VIla tai t5 hop (r-FVTla). Tuy nhién, hién gidr
¢t rat it kinh nghiém 1dm sdng vé viée sir dung nhimg ché phim ndy trén nhimg bénh nhéin ding
rvaroxaban,

Protamine sulfate va vitamin K khing dige cho 14 ed anh hedmg 1én hoat tinh chf'mg diing coa
nvaroxaban,

Cd it kinh nghiém v vide sir dung acid tranxenamic v khing cé kinh nghiém vé viée sir dung
acid aminocaproic vA aprotinin trén cdc bénh nhin ding rivaroxaban, Khing cd Iy do lod fch vé
mit khoa hoc cling nhu khéng co kinh nghigm si dung véi cic chit cim mau todn thin
desmopressin & cdc bénh nhin ding rivaroxaban,

DUQC LUT HOC:

Nhdm duge Iy Chét ire ché tre tép yéu 16 Xa,

Ma ATC: BOLAFO]

Co ché tic dyng

Rivaroxaban 1d mdt chit ire ché tryre tiép chon loe cao d6i véi yéu td Xa ed the dyng qua duimg
udmg,

Sir hoat hod yéu 18 X thinh yéu 1 Xa (FXa) qua con duémg ndi sinh va ngoai sinh ddng vai tré
trung thm trong dong thie ddng mau. FXa truc tidp bidn 46 prothrombin thinh thrombin thing
qua phite hop prothrombinase v cudi cing, din dén sy hinh thanh cue méu dbng fibrin va hoat
hoa tidu chu béi thrombin, Mt phin tir FXa ¢6 khé niing tao ra trén 1000 phin tir thrombin do
ban chit khuéch dai cia dong thic déng méaun. Neodi r, t9 1@ phan img cia prothrombinase-gin
FXa ting lén gip 300,000 [in so vai FXa & dang ty do vi din dén sy bing nd tac thrombin. Céc
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chiit tre ché chon lge FXa c6 thé kim him qué tinh bing nd khuéch dai tao thrombin, K& qud la
mit =i test chung va diic higu vé 130 cyc méu dong bj anh hudmg b rivaroxaban. Sy e ché hoat
tinh g.réu 1o Xa phu thude licu diing duee ghi nhin trén ngwi.

Tde dung dwge hpe hge

Sy e ché Yéu 16 Xa phy thude licu dimg duge ghi nhan lr:n ngucl. Thin g:an prmhmmhm EPT}
bj danh hurome bod rivaroxaban theo cach phu thugc lidu vé&i méi fuomg quan yﬂl.'l v mng 4 thude
trong huyét wong (gia tr r bing 0,98) néu si dung Neoplastin, Céc thude thir khic s& cho két qua
khie nhau K&t qua eta PT duge bifu thi theo gidy, boi chi b INR (Iniernational Normalized
Ratio) chi duge dinh ¢ va ¢ @id ] cho coumarin vh khdng dige sir dung cho bt ki thude
chiing déng nao khéc.

Trong mdt nghién ciu duge 1y 1m sing v sur dao npwoe duoe lyc hoc ea rivaroxaban trén doi
twreng nguln 10m khde manh {n = 22), hidu qua don lidu {50 IUkg) cia 2 logi PCC khic nhaw,
PCC pbm 3 yéu 16 dong mau (véu 16 11, IX va X) va PCC gom 4 yéu 16 (yéu td 11, V11, 1X va X)
durge ddinh gid. PCC 3 giam gid (] Heuplml.in“'l"'[' trung binh khodéng 1 gifiy trong vong 30 phat,
g0 viri sy giam khodng 3.5 gidy quan sdl duge o PCC 4, Npuoe la, PCC 3 co igu qua chung
manh va nhanh hon trén thay ddi dao nguoe & nhém thrombin néi sinh so0 vl PCC 4 frem phci:n
“Owd lidu vér edoh xir tri”). O bénh nhén sir dyng rivaroxaban d& didu trj DVT va PE va dy phang
tdi phdt DVT vit PC, bach phin vi 5/95 cia PT (Neoplastin} 2-4 i sau khi uing thudc (nghia 13
a thivi diém thude cd tic dung 16 da) 1n luot rong gid han tr 17 gidy dén 32 gidy cho lidu 15
mg ngay 2 Hn hode tir 15 gifly dén 30 gidy cho lidu 20 mg ngay 1 ldn.

) bénh nhdn rung nhi khing do bénh 1§ van fim st dung rivaroxaban dé dy phong dé1 quy vi
thuyén the mach toan thin, bich phin vi 5/95 cho PT (Neoplastin) 1-4 gitr sau khi udng vién
thudic (nghia 1 thiri digm thube oo tie dung i da) lin luon trong gidd han tir 14 pidy dén 40 gidy
cho lida 20 mg ngay | lin hofe tir 10 gidy dén 50 gidy & bénh nhin suy giam chire ning thin &
mirc dé trung binh dugc didu trj vai 15 me ngay | lan.

Thévi gian prothrombin duge hoat hod timg phiin (aPTT) vi HepTest ciing bi kéo di phy thude
lidu diing: tuy nhién, cic xét nghiém nay khing duge khuyen cio dé dinh gia tic dung duge lyc
hoc cia rivaroxaban,

Khéng cin theo di cic théng 50 dong maw trong thin gian diéu ir] bﬁng nvaroxaban.

Tuy nhién, khi ¢é chi dinh trén lim sing, do hidu qua coa rivarexaban o6 thé duge tién hanh bang
thir nghiém do ndng 45 khang Xa (xem phdn" Dhge fye hope”)

DUGQC PONG HOC:

Hip thu v sinh kha dung

Rivaroxaban duge hip thu nhanh, véi ndng 43 161 da (Cpu.) sa0 2 - 4 ity ufing thude.
Rivaroxaban hip thu hiu nha hodn todn qua dudmg uéng va sinh khi dung dudmg ubng cao (80 -
100%) vivi vién 10 mg, bit ké ubng thude & tinh trang déi/no. Viée sir dung thudc cing vei thire
fn khéing lam anh hudmg dén ALIC hay Cyye ctia rivaroxaban o ligu 10 mg. Rivaroxahan vién 10
mg ¢ thé ding cling holic khéng cing v thirc &n frem phdn “Lifu dimg, cdch dimg ™).

Do mirc di hﬁp thu giam, sinh kha dung dwémg ubng ciia vién rivaroxaban 20 mg uing lae déi chi
dat 66%, Khi udng rivaroxaban 20 mg cing v thire 8n 1am ting AUC trung binh 39% so véi khi
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uing thude vao lae 46i, cho thdy thude hip thu hiu nhu hoan toan va ¢6 sinh kha dung dwimg
udng cao (xem phdn " Lidu ding, cdch ding”).

G tinh Lrang no, sy hﬁp Lhu cla vién rivaroxaban 10 mg, 15 mg, 20 mg Ly 1§ thudn véi licu dimg,
Tinh bién thién trong duge ding hoe cia rivaroxaban vira phal véi tinh bicn thién gifra cac ca thé
(C'W%) trong eidi han i 30% dén 40%. Sy ha‘p thu rivaroxaban iy thuge vao v tri phong thich
thude trong dutmg tiéu hoa. Giam 29% va 56% AUC va Cpyy duge so sanil ddi vari vien thude
dwoe bao cdo khi rivaroxaban ng]m:n nhi dwge phong thich trong doan gan cua rudt non. Sy pho
nhiém con giam thém khi thuoe dige phong thich trong dogn xa cia rudt non, hay trong dai tring
lén. Trdnh dwa rivaroxaban dén doan xa hon da diy vi cé theé din dén gidm sy hap thu v sy phoi
nhiém lién quan dén (hudc.

Tinh sinh kha dung (AUC va Cug) o thé so sinh dbi v dvaroxaban 20 mg nghién ra ding cho
dudmyg udng trdn vai nude 1o hay dich treo trong nude va ding qua dng thing da day tidp theo 1
thite in Iong, dwoc so sinh vdi u&ng nguyén vién thude. Baic didm duoe e boe cia rivaroxaban
co thé du dodn, 1 16 v lidu, nén che két gui sinh kha dung tir nghién ciu ndy cd the ap dung cho
cde lidu rivaroxaban thap heom.,

Phéin bii

(3in k&t protein trong huyét twong & newdd cao, x8p xi khoang 92% téi 95%, vai albumin huyét
tuomg 1i (hénh phén gén két chinh, Thé tich phéin bé & mire trung binh véi gié trj V.. khoang 50 1.
Chuvén hod va thai trir

Trong liéu rivaroxaban uong vao co khoang 273 liéu bj thodi hién theo chuyén haa, vdi mit nim
san dd drore thai trir qua thin va mét nira kia bj thai trir qua dudmg phén. 1/3 ligu ding cim lai thai
trir trire 1iép qua thin dudi dang hoat chit khing déi trong nude tidu, phin ldm qua su bai tét chi
ddng coa thin,

Rivaroxaban dige chuyén hod qua clc co ché CYP3A4, CYP2I2 vh cor ché khing phu thubc
CYP. Sir thodi hién do oxide héa nhim morpholinone vh thity phiin cdc lidgn két amide 1a cic vi tri
chi ;,-éu ciia sir bién ddi sinh hoc. Theo ede aghién el i vitre thi dvaroxshan W mdt chit nén
clia cae protein vin chuyén P-pp (P-glycoprotein) va B cep (protein khang ung thur vi):
Rivaroxahan & dang khing d8i 14 hop chit quan trong nhit trong huyét trong nguéd véi siced mat
clia cac chiit chuyén héa khong quan trong hofic ¢6 hogt tinh dang luu hinh. B thanh thii toin
phin ciia rivaroxaban 14 khodng 10 Ih, duoe xép vio nhom thude co do thanh thaii thap. Sy thai
trir rivaroxaban khoi huyét tromg xdy ra v thivi pian ban thai khoang 5 - 9 gidr & ngwdi tré tubi
vii khoanp 11 - 13 gid & nguin gia.

Bénh nhdin o khoa

{1 bénh nhin cao whi, néng 4 thude mong huyél twomg cao hon & nguid ré Wi voi gid ig AUC
trung binh cao hom xdp xi ghp 1.5 Wn, phin 1ém do giam (6 rAng) &9 thanh thii todn phin vA 43
thanh thai qua thin (em phan *Lidu dimg, edch dimg™),

Gidi

Gifra bénh nhan nam va nit khing c& sir khdc biét v duge ddng hoc tén lam sang fcem pldn
“Lidu dimg, cdch ding "),
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Cin ning

Cac mirc thai cye ciia cin ning co thé (< 50 kg so vai = 120 kg) chi cd dnh hutmg nhé 1én nE‘mg
dé rivaroxaban trong huyét tromg (dudi 25%) frem phan “Liéw dimg, cdch ding”),

Tré em va thanh thiéu nién

Pié an toan va hifu qua cia thube & tré em vi thanh thidu nién dudi 18 tudi chua dwge thidt Lip
(xem phdn “Liéu dimg, cdeh dimg ).

Sw khic bigt vé din the

Khong 6 sur khde nhau v duroe ding hoe vi duge loe hoe lidgn quan lm sing gitra cdc bénh nhin
da tring, nguii M3 gbe Phi, Ty Ban Nha hoge B Do Nha, Nhit Bin vi Trung Qubc frem phdn
“Lidu dimg, cdeh dimg ).

Say gidm chire niing gan

Anh hudmg cia sir suy giam chire niing gan lén dur,:‘n: dimg hoe cia rivaroxaban dirge ng.h:f:n cin
trén cdc dii womg duge phiin nhém theo hé 1.1'H:tng xép logi Child Pugh, mit quy trinh chudn frong
phét trién ldm sang. Myc dich ban dau cia x¢p logi Child Pugh la dénh gid tién hegng bénh gan
mgn tinh, chi yéu 13 xo gan. O bénh nhén dy dinh ding thuiie l:l'ufmg ding, diéy Quan irong cia
suy giam chirc ndng gan la giam l:fm_g hop cac :ﬂéu 16 ding mau binh thwimg & gan. Vi didu nay
chi do duge nhir mot trong ndm do hrimy lim sang/héa sinh trong hé thing phin Joa Child Pugh,
nén khéng e6 mdi twong quan b ring gita nguy co xult huyét & bénh nhin véi sy sip xép phin
logi cia hié théng ndy. Do 46, quyét dinh didu trj thude ching dong cho bénh nhin phai dic 1ip
v xédp loai Child Pugh.

E‘Iﬁng chi dinh rivaroxaban & cde bénh nhin médc bénh gan di kém vl bénh dong méu, diin dén
nEUY Cor xudt huyet lién quan lim sang [xem phﬁn "Chrjng chi dinh ™).

(} bénh nhiin X gan suy gidm chire ping gan & mac 46 nhe (duge m.';.p logi Child Pugh A) duoe
dimg hoe cla rivaroxaban chi thay ddi nhd (trung binh AUC ¢ia rivaroxaban tdng 1,2 lan), g:in
nhur trong duomg vioi mike &t dwpe & nhom d6i chimg khoe manh. Khing ghi nhin thiy sy khic
biét o lién quan vé dic tinh duge hpe hoe gitka cde nhém nay.

8] b¢énh nhén xo gan suy giam chic nang gan o mioc di trung binh (duwpe x.ép logr Child Pugh B),
AUC trung binh ctis rivaroxaban ting dang ké, gip 2,3 ldn so v&i & nguin tinh nguyén khoé manh
do sw thanh thii thudc gidm di ding ké the hién bénh gan 16 rét, AUC cia phan khong gin két
ting gdp 2,6 lin. Khiing ¢d dir ligu & bénh nhan suy gidm chic ning gan ning. Si de ché hoat
déng ciia yéu 1 Xa ting ghp 2.6 lin so vid trén ngudi tinh nguyén khie manh; s kéo dai PT
tiromg tue ting gip 2,1 1an. PT trong xét nghiém déng méu todn b ddnh gid con démg ngoal sinh
bao gom cde yéu t& dong mau VIL X, V, I v | dwgc tong hop & pan. Bénh nhin suy gidm chirc
ning gan & mirc dd trung binh thidmg nhay cim hon véi rivaroxaban, din dén 46 thi bidu dién
i quan hé Duge ding hoe/Thege lpe boc (PR/PD) gita nong dé va PT trév nén doc dimg hom.
Hién khing cé dir Liéu vé cde bénh nhin Child Pugh C frem phﬁn “Liéu ditng, cach dimg”,
“Chang chi dinh "),

Suy giim chire nfing thin

Sy phoi nhiem ciia rivarcxaban ng 16n nguge lai vai sy suy giam chire ning thin duge ddnh pis
qua di) thanh théi creatinine.
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() bénh nhén suy giam chirc ning thin & mic 46 nhe (8 thanh thai creatinine 50-80 mb/phuat),
trung binh (d§ thanh thai creatinine 30-49 ml‘phit) va nfing (43 thanh thai creatinime 15-29
mliphiit), néng 43 rivaroxaban trong huydt thanh (AUC) Hn et tang gép 1,4; 1,5 va 1,6 ln so
wiri & ngwéni tinh nguyén khée manh (xem phdn “Licu dimg, cach diung”, "Canh hdo va thdn
trenngy khi dimng thude ).

Sy tAng the dung duoc Iuc hoe tromg ing r rét hom (xem phdn “Lidu dimg, cdch dimg™, "Canh
hedo vt thin trong kil dimg thude 7).,

(J bénh nhin suy gidgm chirc nng thin & mitc 45 nhe, trung binh vi nding, s e ché hoat ding cia
yéu té Xa néi chung ting lin legt gdp 1.5; 1.9 va 2.0 Kin so vid & ngudd tinh nguyén khoé manh,
sy kéo dai PT tuomg tir thng tromg fmg 14 gﬁp 1.3: 2.2 va 2.4 lin. Khing o dif lige vé bénh nhén
co d§ thanh thai creatinine < 15 ml phuit. A

Khing khuyén cao st dung thude & bénh nhin cé dd thanh thai creatinine < Iﬁ:ﬁkphlir. Mén thin
trong khi sir dung rivaroxaban & bénh nhin suv giam chire nfing thin ruij.rugJ di thanh théai
creatinine 15-29 ml/phiit frem phdn “Lidu dimg, cdch dimg”, “Canh héo va t m irong kil dimg

2 o
thuac"). b

Do biéri bénh nén, nén nhitg bénh nhin c6 suy gidm chite nang thin ning ¢b nguy co ting ca xudt
huvét v huyét khéi,

QUY CACH DONG GOI:

Hép 3 vi x 10 vién nén bao phim.

Hjp 1 chai 30 vién nén bao phim.

DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC:
Bao qudin: (3 mhiét 46 dudi 30°C, noid khé rdo. trinh anh =ing.

Han ding: 24 thang ké tir ngay sn xuit. Khong ding thude khi qua han st dung,

Tiéu chuin chét lwgng cia thube: TCCS

TEN, BJA CHI CUA €0 SO SAN XUAT THUOC:

CONG TY CO PHAN DUQC PHAM OPV

S0 27, Bwemg 3A, Khu Cang Nghiép Bién Hoa Il, Phuing An Binh, Thanh pho Biin Hoa,
Tinh Béng Nai, Viét Nam,
BT - (0251) 3992999 Fax : {0251} 3892344
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