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Thuée ndy chi ding theo dom thube,
DE xa tim tay cia tré em,
Boc k§ hwimg din si dung trude khi dimg,
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Thank phin td dige: Lactose monohydrat, hydroxypropyl methyl cellulose 6eps, cellulose vi
tinh the 101, natri laury! sulfat, natri croscarmellose, magnesi stearat, PEG 6000, titan dioxyd,
siit oxyd do vira dis 1 vién,

Dang biao ché: Vién nén bao phim hinh trdn, mau hing ddm, khum, hai mat tron,

Chi dinh

Thutc duge chi dinh d& dy phing Aot quy v thuyén tic mach todn thiin & cde bénh nhiin bj
rung nhi khong do bénh Iy van tim ¢d mdt yéu th nguy co hode nhiéu hom nhir: suy tim, ting
huyét dp. > 75 tubi, dai théo duime, tién sir 4t quy hode con thoéng thidu méu nio.

Thudc duge chi dinh didu trj huyét khi tinh mach sdu (DVT) va thuyén tic phdi (PE), du
phong DVT vé PE tai phit.

Cich dimg, liéu dimg

* Cach ding

Ding duémg udng, thude nén dwge ubng cong voi thire 4n (xem phin Bic tinh dwge dong
hge).

Ddi v bénh nhiin khong the nudt nguyén vién thuoc, thi b the ﬂ,-g]uén vién thute va trim vai
nuée hay thire in mém nhu nude 1o ngay trude khi dimg va duge dimg qua dwémg udng. Sau
khi uéing vién thube duge nghién ra, thi nén tiép ngay sau véi thire &n.

Thude nghién ra c6 thé dupe cho qua dng thdng da day sau khi chiie chin viée dit dng théng
dimg. Vién thudc nghién ra phii duge ding vii mit lugng ninde nha qua dng thing da diy
sau 46 duge &b thém mirde. Sau khi ubng vién thube duce nghién ra, thi nén tiép ngay ssu véi
nudi &n qua duwdmg redt (xem phin BEe tinh duge ding hoc),

* Ligu dimg

Vide didu tri véi rivaroxaban nén disge tép tue trong thin gian dii véd didu kién lod ich vé dy
phong dit quy vé thuyén tiic mach toan thin 1& virgt i so vai nguy oo xuit huyé (xem pllﬁ.u
Céinh bdo vé thin trong khi dimg thudc),

Trarig - 126



https://trungtamthuoc.com/

Néu bénh nhin quén udng mdt lidy thube thi nén ung thude ngay khi nhér ra va tidp e uing
ngay 1 kin theo khuyén céo vao ngiy tiép theo,

Khéng nén ding licu gip d6i trong cling mit ngdy dé bu cho lidu thube di quén khing uing.

Diéu tri va phong ngie tii phit DVT vi PE

Lieu khuyén cfo cho viée bat diu didu tri DVT hofic PE |4 15 mg hai lin mdi ngiy trong 3
tulin ddu tién, tiép theo sau la 20 mg mdt lin mdi ngay dé tiép tue didu i vi dy phong i phit
DVT va PE,

Théi gian diéu tri ngfn (it nhit 3 théng) nén duge xem xét & nhimg bénh nhin bi DVT va PE
o nguyén nhin béi ede yéu 16 nguy oo lém thodng qua (vi dy: dai phiiu hodie chin thuong
ndng gin ddy). Thin gian didu ti dii hon nén duge xem xét & nhitg bénh nhén bj DVT hodc
PE co nguyén nhin khong lién quan dén céc yéu 13 nguy co lém thoang qua, DVT hode PE
khéing rd nguyén nhin, hodic cb tién sit DVT hojic PE t4i phat.

Khi dy phang kéo dai DVT va PE tai phat dwge chi dinh (sau khi hoan thanh it nhét 6 thing
diéu trj DVT hoge PE), lidu khuyén céo 1a 10 mg mi nghy mit 1dn. O nhimg bénh nhin cd
nguy co cao i phit DVT hode PE, chiing hgn nhw nhimg ngwii o6 nhidu bénh méc kém phirc
tap hodc nhimg ngudi dangdumdiéutrhﬁiri?muabﬁn 10 mg moi ngay mt lin ma vin i
phit DVT holic PE, nén cin nhdc sir dyng lifu rivaroxaban 20 mg mdi ngdy mit lin.

Thivi gian didu tri v& viée lya chon lidu nén dwe ddnh gid cln thin vé lgi ich didu trj so v
nguy cor xudt huyét ty timg cd nhin (xem phin Cénh bao va thin trong khi ding thude).

Khodng thiri gian | Che d§ liu Tong lieu hing ngiy
Diéu tri vi dyu phong | Npay | —21 15 mg hai lin mdi | 30mg
DVT vit PE tdi phat ngay

K& tir ngay 22 20 mg mot lin mbi | 20 mg

ngay

Dy phong DVT wa | Sau khi hodn thianh it | 10 hojc 20 mg mit 10 hogic 20 mg
PE tdi phit nhét 6 thing didu trj | lin mdi ngay

DVT va PE

NEu bénh nhan quén uong mot lisn 15 mg trong ché df lidu hai lin mdt ngay (ngay 1-21), nén
uong thude ngay lip nic dé dam bao di 30 mg rivaroxaban mbi ngay. Trong trnimg hop nay
¢é thé uing hai vién rivaroxaban 15 mg cing mét lic. Bénh nhin nén tiép tue vai lidu 15 mg
hai Hin mBi ngay nhur d3 khuyén cdo cho nhimg ngdy seu.

Méu bénh nhin quén udng thude wong ché 4§ libu ngay mit lin, nén uong thude ngay lip tic
va tidp tue trong nhimg ngly sau voi lidu mbt lin mdi ngdy nhu di khuyén céo. Khing nén
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Vi bénh nhin didu trj dy phong dt quy va thuyén tic mach toan thin, nén ngimg didu i
VKA va bit ddu didu trj vai rivaroxaban khi chi s& INR < 3.

Vi bénh nhin digu i va dy phing tii phit DVT, PE, nén ngimg didu trj véi VKA v bit diu
vai rivaroxaban khi chi s6 INR < 2.5,

Khi chuyén tir VKA sang rivaroxaban, ¢hi s INR s& tang gia sau khi ufing rivaroxaban. Chi
50 INR. khing eb gid trj do lwomg hoat tinh chéng déng cia rivaroxaban, va nhu viiy khong
nén sir dyng (xem phéin Tuwong tic, twong ky cda thude).

Chuyén tir rivaroxaban sang céc thube khing vitamin K

Cd khi ning chong dong khang diy di trong thivi gian chuyén Gép tir rivaroxaban sang VICA.
Cén dam bao chong déng diy i lién tuc trong bit ki théd gian chuydn tidp sang mdt thude
chiing déng thay thé khéc. Cin hn ¥ ving rivaroxaban c6 thé gop phén [am ting chi sb INR.
) bénh nbin chuyén tir rivaroxaban sang VKA, nén st dung déng thisi rivaroxaban va VKA
cho tdi khi chi sb INR = 2,0,

Trong hai ngdy diu tidn ¢la giai dogn chuyén 4o thude, ligu VKA didu chinh theo test INR
dupe sir dyng sau lidu chuin VKA. Khi bénh nhin sir dyng dong thoi rivaroxaban vi VKA,
nén kiem tra chi 56 INR trirde lidu ké tidp cia rivaroxaban nhimg phai sau 24 git so véi lidu
tride d6. Khi ngimg sir dyung rivaroxaban, tién hanh xét nghiém INR 24 gitr sau lidu cudi
cing d& co két qua tin cfy (xem phin Tuomg tic, twong ky cia thube vi Céch ding, lidu
diing},

Chuyén tir céc thube ching ding duimg tiém sang rivaroxaban

(3 bénh nhin hién dang sir dung thude chiing ddng dudmy tiém, ngimg sir dyung cac thudc
chong dong duémg tiém vé nén bt dau udng rivaroxaban tir 0 dén 2 pid trede lén ding tiép
theo ciia thube tifm (vi du: cde thude heperin trong lupng phin 1 thip) hodic & thivi didm
ngimg céc thute truven tinh mach lién tye (vi dy: heparin khing phéin dogn truyén tinh mach).
Chuyén tir rivaroxaban sang edc thubc chong dan tiém

Ngimg ubng rivaroxaban v bit diu liéu diu tién cia thube ching dong dwimg tiém véo thii
diém diing li€u rivaroxaban tiép theo.

Diin 56 dic biét

Suy thin

Dit lidu 1im sing han ché irén nhimg bénh nhin suy thin ning (46 thanh thii creatinin 15-29
ml/phiit) cho thiy ndng 46 rivaroxaban huyét twomg ting déng ké. Vi vy, nén thin trong khi
diing rivaroxaban cho nhimg bénh nhin nidy. Khing khuyén cio sir dung thufic trén nhimg
bénh nhén cf &) thanh thii creatinin < 15 ml/phit (xem phén Cénh bdo va thin trong khi
diing thude va Bge tinh duge ddng hoc).
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(3 bénh nhidn suy thin mirc 45 trung binh (dj thanh thii creatinin 30-49 mUiphit) holic ning
(4 thanh thai creatinin 15-29 ml/phit) lidu khuyén co dupe 4p dung nhur sau:

- Trong dy phong dt quy v thuyén tic mach toan thin & bénh nhin rung nhi khing do van
tim (SPAF), lidu khuyén cdo 1 15 mg ngdy mét lin (xem phin Bc tinh duge déng hoc).

- Trong diéu trj vi dy phing i phit DVT vi PE: Bénh nhin nén dugc diéu tri 15 mg ngay
hai lin trong 3 tudn diu tign, Sau d6, khi liéu khuyén céo 14 20 mg ngdy mit lin nén cin nhic
gidm ligu tir 20 mg ngdy mt lan xubng 15 mg ngdy mét lin néu nguy co xudt huyét dwge
dénh gid 1& nhitu hon nguy co tii phat DVT va PE. Liéu khuyén cdo 15 mg I dus vao cic
thing s& nghidn cire duge djng hoe vi chia dwge nghién eiru & dbi trong 1Am séng niy (xem
phin Cénh bio va thin trong khi ding thube, Bac tinh duge lue hoe va Pac tinh duge dong
hoc).

Khi lidu khuyén céo 1é 10 mg mdi ngy mt lin, khéng cin phai chinh litu tir Héu kbuyén
ca.

Khing cén diéu chinh liéu néu rivaroxaban duge dimg & nhimg bénh nhin bj suy thin nhe (4§
thanh thai creatinin 50-80 ml/phit) (xem phiin Dac tinh duge dbng hoe).

Suv gan

Ehﬂngcﬂdinhﬁmxah&uﬂcﬁcbﬂnhnhﬂnmic bénh gan di kém voi bénh dong mauw va
nguy co xudt huvét cé lién quan vé mjt 1dm sing bao gom cde bénh nhin xo gan Child Pugh
B vi C (xem phin Chéng chi dinh va Dc tinh duge ding hyc).

MNguwin gia

Khing cin chinh lidu (xem phin Bc tinh dwge ding hoc).

Cin niing co thé

Khing cén chinh liéu (xem phin Dac tinh duge ding hoc),

Gigi

Khing cén chinh lidu (xem phdn Dac tinh duge déng hoc).

Tréem

D) an todn va hifu qui cia thode & tné em va thanh thiéu nién tir 0 — 18 tudi chun duge thidt
lip. Khéng o6 dit lidw. Vi viy, rivaroxaban khing duge khuyén cdo cho twé dudi 18 woi.
Bénh nhin cin chuyén nhip

Rivaroxaban ¢6 thé dirge bit dfu hode tiép tue trén nhitng bénh nhin cdn chuyén nhip.

Béi véi bénh nhin chuyén nhip dir viio situ im gua thye quan ma khéng dupe didu tr khing
ding trrde do, thi rivaroxaban nén duge bit ddu it nhit 4 giiy nsde chuyén nhip dé dam bio
hidu qua khang dong ddy di (xem phin Bic tinh dwoc luc hoe va Dc tinh duge ding hoc).
Nén tim hiéu xem bénh nhiin 6 st dyng rivaroxaban nhir trong dem thube trude khi chuyén
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nhijp hay khiing cho tat ¢ cie bénh nhin. Viée quyét djnh khéi dhu va lidu trinh didu 1rj nén
duoc dya vio cdc hudng din didu mkhﬁngdﬁng & bénh rthén chuyén nhip.

s g bénh nhi hiép mach vanh gua da) cd dit stent
Cée bénh nhén ¢6 rung nhi khing do bénh mtlrrl..nhl]‘ngngm':rndlrm thye hign PCI 6 dat
stent nén duge dimg lidu d8 giam 15 mg rivaroxaban mdt Mn mdi ngiy (hodic 10 mg
rivaroxaban mit lin mdi ngay cho nhimg bénh nhin suy thin trung bink [CrCl <50-30
ml/phiit] bl sung vao phéc 46 ¢é chit ire ché P2Y12. Phic @b didu trj ndy duge khuyén céo
trong 101 da 14 12 thing sau khi thue hign PCI b dat stent (xem phiin Canh béo v thin trong
khi dimg thude, Bje tinh duge ding hoc). Sau khi hoan thinh ligu phip chéng tip két tiéu
chu, nén tang lidu rivaroxaban 1én litu chudn cho nhitmg bénh nhin 6 rung nhi khing do
bénh van tim.
Chiing chi djnh
- Bénh nhin min cam véi rivaroxaban hoge véi bt ki thanh phin nido et thube.
- Bénh nhiin dang xudt huyét litn quan 8én lim sing (nbu xust huyét ndi sp, xudt buyé tidy
héa). |
- Bénh nhin dang dwoe didu tri véi cie thube ching ding khic (vi dy heparin khong
dogn (UFH), heparin trong hromg phén tir thip (enoxaparin, dalteparin,...) cdc din x
heparin {fondaparinux,...}), eéc thute chong déng dang ubng (warfarin, dabigatran etexilate,
apixaban,...) ngogi trir céc truimg hop cy thé trong giai dogn chuyén tir mdt thudc chong ding
niy sang m{t thube chong déng khic (xem phan Liéu ding, céch ding) hofic khi UFH dirge
cho & lidu cdn thiét dé duy tri viée mir dng thing ding mach hodc {inh mach trung tim (xem
phin Tuong tée, tuomg ky cia thube),
- Bénh nhiin méc bénh gan di kim voi i logn dong miu va nguy o xudt huyét cd lién guan
vé mit 1dm séing ké cd nhimg bénh nhén xo gan véi xép logi Child Pugh Bva C.
- Phy nir co thai vii trong thid gian nudi con bing sita me (xem philn Sir dung thudc cho phy
nif ¢o thal va cho con bi).
Cinh bio vi thiin trong khi ding thude
* Neguy co xuit huyét
Ciing nhir véi céc thube ching dong khic, nhimg bénh nhdn sir dung rivaroxaban phii dugc
quan sat cén thin déi v&i cée diu hidu xudt huyét. Khuyén cdo nén sir dung thube thin trong
trong nhimg chimg bénh cd gia ting nguy co xudt huyét. Phii ngung ding rivaroxaban néu cd
xufit l'm:fé't XAy ma.
Trong cic nghién ciru 1dm sing, nhimg xult huyét niém mae (nhu chiy méu cam, loi, tGéu
héa, nigu sinh dye bao gbm bit thutmg dm dpo vi ting chiy méu kinh) va thibu méau thuimg
duge théy nhifu hom trong thivi gian didu trj rivaroxaban liu dai so véi digu trj VKA. Vi vy,
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ngodi theo d0i lam sang ddy di, thi che test xét nghigm hemoglobin/hematocrit ¢ thé co gid
tri phit hién xuiit huyét bi che lip v& dinh lugng mirc 46 4nh hudmg wén lim séng khi xudt
huyét rd rang, khi duoe xem L thich ding.

Vai phiin nhom bénh nhén, nhir duge trinh bay chi tift dudi déy, of nguy co xuft huyét gia
ting. Nhimg bénh nhiin ndy phai dwpe theo ddi cac diu hidu va triéu chimg cta cac bién
chimg xudt huyét va thifu mau mét cach cdn thin sau khi bit dhu didu trj (xem phin Téc dung
khing mong muidn ciia thude).

Bét cir sir tyt giam hemoglobin hodc huyét dp khing gidi thich duge phai tim kidm vi o xuft
huyét, Mic dii diéu trj voi rivaroxaban kbong cin phai theo dbi thwimg quy sy phoi nhifm
thude, nhimg néng d& rivaroxaban dwoe do lutmg voi xét nghiém dinh hrong khing yéu 1 Xa
dupc chudn dinh cé thé o6 ich trong céc tirmg hop ngoai 18 ma sy am hidu vé phoi nhiém
rivaroxaban ¢6 the gitp cho nhimg quyét dinh vé 13m sing, vi du, qud lidu vi phiu thuje cip
el (xem phﬁn Exgc tinh duge Iye hoe va Bde tinh duge ddng hoc).

* Ciie viu to xudt huyit khic

Tuomg ty nhu cée thude ching huyét khoi khéc, cén thin trong khi sir dyng rivaroxaban & cic
bénh nhin co nguy co cao xudt huyét nhr:

- Rii logn déng méu bim sinh hodc mic phai

- Tang buyét dp déng mach nghiém trong khing kiém sodt duge

- Bénh loét dwdmg tiéu hoa dang tién tridn

- Bénh 1y ving mac do mach mdu

- Gifin phé quitn hodic tidn sir chiy miu phdi

Xudt huyét trong qué trinh didu trj ching huyét khii o6 thé 1a bidu hién ciia ung thu dc tink
tiém 4n chura duge biét rd, dge bigt 14 & duimg tiéu hoa hogc sinh dye. Bénh nhin mic ung thu
dc tinh ¢é thé ddng théi ¢6 nguy co xuit huyét va huyét khéi cao hon. Cén cén nhie lgi ich
cha vide digu tri chﬁrg Imyét khdi so voi nguy co chiay méu & bgnh nhiin ung thur dya vao v
tri khoi w, liéu phép diéu trj ung thu ma bénh nhin dang sir dyung va giai doan bénh.

Ciin theo dii bénh nhin néu bénh nhin dang ding ddng théd véi céc thule dnh hudmg dén qua
trinh cdm méu - ddng méu nhir céc thude ching viém khing phéi steroid (NSAID), thube i
ché 1p két tidu chu, cdc thubc chong huyér khoi khic hofic cdc chit de ché i thu hdi
serotonin chon loe (SSRI), chit tre ché thi thu hdi norepinephrine serotonin (SNRI) (xem phin
Tueng the, nromg ky cla thude).

Xem xét didu trj dyr phong xudt huyét trén bénh nhin ¢é nguy co lodt dubmg tidu hia (xem
phiin Tuong tic, tromg ky cia thudc).

Phai tim vj tri xufdt huyét khi hemoglobin hodic huyét dp gidm khong gidi thich duge.
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Khi ein tidn hinh cdc thi thudt xim lin hoje can thigp phiu thudt, nén ngimg didu trj bing
rivaroxaban t6i thidu 24 giir truce khi thye hién can thigp néu ¢b thé va dua trén sy ddnh gid
lim séng cia bde s7,

Néu khiing thé tri hofin vige thye hién thi thujt, thi nén dénh gid s fing nguy co xulil huyd
véi tinh cdp thiét cis can thigp.

Sau khi tién hinh céc thi thudil xdm ln hogc can thiép phiu thudt, nén bt diu sir dung lai
rivaroxaban ngay khi 6 thé min 14 tinh trang lam sang cho phép va qud trinh cdm méu diy
& d& duge thidt Kip,

! T _KInG {Neodl mang o Ty shng

Khi gdy t& truc thdn kinh (ngodi mang cimg/ tiy séng) hodie choe dé tiy song, bénh nhin
duge digu tri biing thude chéng huyét khdi dé ngén chign bién chimg huyét khéi cé nguy co bi
tw miu tiy song holic ngodi ming cimg c6 thé din dén lié L dai.

Nguy co ndy thim chi con ting cao khi sir dung thi thudt dt dng théng ngoii méng cimg
hoge sir dyng dong thod thude cim mau. Nguy co ciing ¢é thé ting 1én do chin thuomg hode
i choe di wiy séing hode ngodi ming cimg.

Bénh nhin nén duge thuémg xuyén theo dai déu higu va tridgu chimg Anh hiéng trén thin kink
(vi dy: té chin hogic chéin yéu, sir hat thirdmg cita rufit hode bing quang). Trong tnnimg hop ghi
nhiin sy dnh hudmg thin kinh, cin chin dodn va diéu tri khin cip,

Bac 5§ nén cin nhiic nguy co va lgd fch tiém tng tninde khi can thigp truc thin kinh & bénh
nhéin 43 hojic sip ding khing déng dé dy phong huyét khoi,

Khéng cd kinh nghidm lm sing sir dung rivaroxaban 13 mg va 20 mg trong céc truémg hop
ndy. Vige trit Gng thing ngodi ming cimg vh dia vio cdc diic tinh dwoe djng hoe chung it
nhét 13 sau 2 Lin thiri gian bén thai, nhar it nhit 18 gitr & bénh nhén tré wwdi va 26 git & ngudi
gid, sau lin uong rivaroxaban cudi.

Nén udng rivaroxaban som nhit 1 6 gidr sau khi rit bo dng thong,

Méu cd sang thuomg do choe db, rivaroxaban nén duge udng cham lai 24 gidr

* Bénh mhin thay van tim nhéin tao

Rivaroxaban khing duge khuyén cdo diéu tr dy phong huyét khdi & nhimg bénh nhin gin
diy d4 trii qua thay van déng mach chi qua da (TAVR) dya trén dir ligu tir mt nghién clu
lim sing ngiu nhién co déi chimg so sinh rivaroxaban vii mt thuoe khing tiéu ciu (xem
phin Bc tinh dwge lyc hoc).

B an todn va hifu qua cia rivaroxaban chura duge nghién eiru & bénh nhén thay van tim nhin
tao hofic cdc thi thujt khic lién quan dén van tim; do d6, khong b dit lidu cho thiy
rivaroxaban 20 mg (15 mg & bénh nhiin suy gim chire ning thin vira hoge ning) dem lgi sy
chéng déng ddy di & nhitng bénh nhin ndy,

Ly e e th
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* Bénh nhin nguy e can véi hji chimg khing phospholipid (APS) ¢6 b ba dwong tinh
Rivaroxaban khing duge khuyén cdo trén bénh nhin b tidn sir bénh huyét khdi da duge chin
dodn hii chimg khéng phospholipid va lién tyc c6 by ba duwong tinh (khing phospholipid:
khing ddng lupus, khing thé khing cardiolipin vi khéng thé beta 2-glycoprotein 1) vi vige
didu tri bdng rivaroxaban cd lidn quan dén ting ti 16 1di phét cde bidn o& huyét khéi so voi
khing vitamin K (VKA) (xem phin Bac tinh duge lye hoe).

* Biéu trj v dy phing tii phit DVT vi PE: Nhimg bénh nhin bj thuyén tic phéi (PE)
b huyét djng hoe khing on dinh hodc bénh nhin cin lim tan huyét khi hay tha thudt
Ly bé vijit ngh®n mach phii

Rivaroxaban khong khuyén céo didu trf thay thé cho heparin khong phiin doan trén bénh nhén
ed thuyén tic phﬁi e huyét dong hoe khing dn dinh hofic co thé diéu tr tan hu}rél khdi hay
lam thi thuft Iy bo vit nghén mach phdi do df an toan va hifu qué clia rivaroxaban chua
duge chimg minh trong nhimg tinh hudng Jim sing niy.

* SPAF: Nhitng binh nhin dwge thie hign PCI eé a5t stent

Ciéc dir liéa 1dm sang c6 duge tr mdt nghién ciru can thiép viai myc dich chinh la dénb gid sy
an todn & nhitmg bénh nhin cb rung nhi khong phai do bénh van tim, cé kém it stent. Dir ligu
vé higu qud trong quén thé nay riit han ché (xem phin Cach ding, ligu ding vi Biic tinh duge
lye hoe).

* Thube dilng ding thiri

Khong khuyén cdo st dung ding thii rivaroxaban va thudc ching nim nhém ezol ding
dudmg toén thén (nhu ketoconazol) hofc céc thutc tic ché protease HIV (nhu ritonavir).
Nhitng thude ny 14 céc chit (e ché manh ca CYP 3A4 1in P-gp. Do d6, cée thude ndy lim
ting ning 4§ rivaroxaban trong huyét tremg dén mire dd o6 lién quan dén lm sing (trung
binh gip 2,6 lin) cb thé din 8én ting nguy oo xudt huyeét (xem phin Tuong tée, twong ky eha
thudc).

Tuy nhién, thudc ching ndm nhom azol nhur fluconazol 1k mdt ehit ic ché CYP 3A4 & mirc
¢ trang binh, it co dnh humg lén sy phoi nhim cls rivaroxaban hom v c6 thé duge ding
dong thiv (xem phin Tuong tic, tuomg ky cia thisdc).

* Didu tri v du phing tii phit DVT va PE: Suy gidm chire ning thin

(J bénh nhiin suy gidm chire ning thin & mie 46 trung binh (CrCl 30-49 mL/phat), nén thin
trong khi sir dung rivaroxaban dong thii véi cdc thude khic lam ting ndng dd rivaxoxaban
trong huyét tuong (xem phén Tuong tée, twomg ky cla thube),

* Bitu trj SPAF, DVT vi PE: Suy giam chire niing thin

{1 bénh nhén suy giam chirc néng thin ndng (CrCl < 30 mL/phat), nong 46 rivaxaban cé thé
tng lén ddng ké (trung binh gdp 1,6 1in) c6 thé din dén ting nguy co xudt huyé,
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Nén thn trong khi sir dyng rivaroxaban & bénh nhin o6 CrCl 15-29 mL/phitt. Khing khuyén
edo sit dung & bénh nhin ¢6 CrCl < 15 mL/phit (xem phin Cdch dimg. lidu ding va Dic tinh
durgre diing hoc).

Cin theo di chiit che cdc déu higu clia bién chimg xuft huyét ssu khi bit diu didu 1rj & bénh
nhéin suy giam chimg ning thin ning hofc ting nguy co xuft huyét v bénh nhin sir dung
dong thii thubc ching ndm nhém azole ding duimg toan thin hodic céc thude frc ché protease
HIV (xem phén Tiemg tée, tuong ky cila thude).

* Phu nir & d§ tuidi sinh sin

Chi nén sir dyng rivaroxaban & phy ni¥ & ¢§ tudi sinh <in khi c6 bién phip tranh thai hidu qui.
* Kéo dii QTe

Rivaroxaban khiing ¢ téc dung kéo dai khoding QTe,

* Ngurivi gia

Tang tudi téc co thé ing nguy co xuit huyét (xem phin Dac tinh duge ding hoe).

* Phiin émg trén da

Cée phéin img trén da nghiém rong bao g&m hi chimg Stevens - Johnson/ nhidm dbe hofie nr
bidu bi vi h{i chimg DRESS, d3 duge bdo cio trang cdc khio sét hiu mii ¢ lién quan dén
vide sit dyng rivaroxaban (xem phin Tde dung khimg mong mudn eta thube), Eeme |
duémg nhur ¢6 nguy cor cao nhit véi nhing phin img ndy & giai doan sém ciia qué trinh.
tri: trong phén Iém trudmg hep, cde phin (mg khai phdt trong vong nhimg twin diu tén diéu
trj. Nén ngimg rivaroxaban khi giip sy xuft hign diu tién cis phit ban da nghiém trong (vi dy
lan rong, nhitu vi/hode phdng rip) hodc bit ki diu hidu min cim ndo khic két hop vai tén
thuiromg niém mac.

* Thiing tin vé cie ti duge

Thube cd chire lactose, nén bénh nhin cb cdc vin @8 v& khéng dung nap lactose hode
galactose mang tinh di truyén higm (nhir bénh khigm khuyét Lapp lactase hode kém hip thu
glucose — galactose) khing nén ding thude.,

Thuéde chir it hom | mmaol natrd (23 mg) mdi lidu, cb nghiia vé co ban 1 “khang cd natri”,

Sir dyng thude cho phy nir ¢é thai vi cho con bi

* Phy nir & d§ tudi sinh sin/Trinh thai

Chi sir dung rivaroxaban cho phy it & ¢ tudi sinh sdn cé dp dung céc phurong phip trinh thai
hidu qua.

*Phuy nir ¢ thai

B an todn va higu qui cia rivaroxaban & phy nir cd thai chua duge thidt lap.

Trén chudt v thd, rivaroxaban thé hidn doc tinh 18 rit trén ddng viit me voi nhimg thay déi vé
nhau thai lién quan 161 tic dyng duge Iy hoe cia thude (nhur bidn chimg xudt huyét), din dén

vl
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dée tinh trén sinh sin, Khéng nhiin dang duee kha ning giy qudi thai chi véu ndo. Do nguy
co xuiit huyét ni sinh va bing chimg 1 rivaroxaban qua duge hing rio nhau thai, chéng chi
dinh rivaraxaban & phy nir ¢6 thai (xem phin Chiéng chi djnh),

* I"hy nir cho con ba

D an todn va hiu qué cla rivaroxaban & phy ni cho con b chus dugc thiét lip, O chudt,
rivaroxaban duge bai tidt vio sia me.

De d6, rivaroxaban chiong chi dinh trong thivi gian nuéi con bing sim me (xem phin Ching
chi dinh). Cin phai quyét dinh ngung cho con bi hofic ngimg thude didu i,

Anh hwrimg ciia thube 1én khi ning 14i xe, vin hinh miy mbe

Pé cb cinh bao vé cac tirimg hop ngdt va chodng vang va o6 thé anh hwimg 1én kha nang 14
xe vil viin hanh may moc (xem phﬁn Tac dung khing mong mubn cia thude). Bénh nhin gip
phii cac phin img bét lpi niy khing nén lai xe hofic st dung méy moc.

Twong téc, twong ky ciia thube

Twong tic véi thude khie va cic dang twong tic khic

= Tweng tée drge ddng hpe o
Rivaroxaban thii trir chi y&u qua chuyén héa & gan nhé trung gian eytocrom P450 (CYP ij
344, CYP 212) va bai 1iét qua thin dindi dang khing ddi, lién quan dén hé thing vén chuyén :
P-glycoprotein (P-gp)/ protein khing ung thi vi (Berp), iR
Lc ché CYP .
Rivaroxaban khing tre ché CYP 3A4 hofic bit ki CYP ddng dang (isoform) chis véu ndo khde =

CYP Induction

Rivaroxaban khing cam tmg CYP 3A4 hodic bit ki CYP ddng dang chi véu ndo khic

Anh huémg lén rivaroxaban

Viéc sir dung dong thivi rivaroxaban véi cdc chit e ché CYP 3A4 v P-gp manh, ¢6 thé din
dén sir gidm A thanh thai qua ci gan Bn thin va do dé, lam ting déng ké sy phoi nhidm cia
thudc trong co thé,

Ding ddng théri rivaroxaban va thube ching ndm nhom azole nhir ketoconazol (400 mg ngay
1 1dn) — mit chét tre ché CYP 3A4 v P-gp manh, din dén AUC trung binh cba rivaroxaban &
trang thii dn dinh ting gip 2.6 lin v Coue trung binh rivaroxaban ting glp 1,7 lin cing véi
sir ting dang ké tic dung dupe lye hoe cia thude.

Dving déng thén rivaroxaben va thude e ché protease HIV nhir ritonavir (600 mg ngéy 2 in)
— mit chit fre ché CYP 3A4 via P-gp manh, din dén AUC trung binh ciia rivaroxaban & trang
thii &n dinh ting gép 2.5 lin va Cey trung binh rivaroxaban ting gép 1,6 lin clmg voi sy ting
ding ké thc dung duge luc hoe cia thude,
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Vi vy, khong khuyén cdo sir dung rivaroxaban déng thivi voi cdc thude khing nfm nhim
azole ding dudmg todn thin nhyr ketoconazol, itraconazol, voriconazol vi posaconazol hoge
ede thude ire che protease HIV (xem phiin Cénh bdo va thin trong khi ding thudc).
Clarithromycin (500 mg ngiy 2 lin), duge xem 18 mit chét e ché CYP 3A4 manh va ic ché
P-gp trung binh, khi st dung déng thiri diin dén AUC trung binh cia rivaroxaban tang gip 1,5
i v& Conax ting géip 1.4 ldn. Sy ting 1én gin voi tm bién thién binh thutmg eia AUC vt Coua
dure coi i khing lién quan vé mit lim sing,

Erythromycin (500 mg 3 lin/ngdy), e ché CYP 3A4 vi P-gp & mirc vira phii, khi sit dung
domg thiri, din dén AUC vl C e trumg binh cua rivaroxaban ting gap 1.3 lan. Sy ting lén niy
niim trong thm bién thidgn binh thitmg cla AUC v Cuae duge coi 1h khing 6 ¥ nghia trén
lsim séng,

() nhimg bénh nhin bj suy thin nhe, erythromyein (300 mg ba lén méi ngay) lém tang UAC
¥l Cinae frung binh cia rivaroxaban lén tuong tmg 1a 1,8 va 1.6 lén khi so vai nhimg abi lrgmg
e6 chitc niing thin binh thutmg khéng diing erythromycin ddng thii. O nhing bénh nhin cd
suy thin mire d§ trung binh, erythromyein lim ting AUC v& Co. trung binh cia rivaroxaban
lén twong (mg 2.0 v 1,6 lin so vii nhimg déi tugmg cd chire niing thin binh thutmg khing
diing erythromycin dong thivi (xem phin Cénh béo vi thiin trong khi ding thudc).

Fluconazal (400 mg mdt lin‘ngiy), dwoe xem la thude de ché CYP 3A4 vira phdi, diin dén
ting AUC trung binh eda rivaroxaban 1én 1.4 liin va ting Cuas trung binh lén 1,3 L. Sir ting
ndy viin trong gidi han bién thién binh thdmg cia AUC v Crae vit duge xem la khong lign
quan v& mat lim sing (xem phin Canh bdo va thiin wong khi ding thude),

Ding déng théi rivaroxaban véi chiit cam tmg CYP 3A4 v P-gp manh nhw rifampicin din
8én AUC trung binh rivaroxaban gidm khodng 50% song song voi giim tic dung duge lye
he ciia thude (xem phiin Bic tinh duve ddng hoc). Ding ddng thi rivaroxaban véi cfic chit
cim img CYP 3A4 manh khée {nhur phenytoin, carbamazepin, phenobarbitone hofie St.John's
Wort) cd thé ciing din dén giam ning & rivaroxaban trong huyét tuong. Nén thin trong khi
sir dung ddng thivi v cde chit cam (mg CYP 3A4 manh.

Vi cie dit lidu lm sdng c6 sin han bé véi dronedarone, nén trinh sir dung déng thivi v
rivaroxaban.

* Twong tie due lye hpe

Cég thude ching dong

Sau khi sir dyng phdi hop enoxaparin (40 mg don lidu) vé rivaroxaban (10 mg don ligu), ghi
nhiin cé téc dung cong thém trin hoat tinh ie ché yéu 18 Xa nhung khing co bat ky tée djng
cong thém test ding méu (PT, aPTT). Enoxaparin khéng thc ding dén dupe dng hoc cia
rivaroxaban (xem phin Canh bdo va thin trong khi ding thude).
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Do nguy co xuit huyét gia ting, nén cdn ehi ¥ bénh nhin néu didu tri ddng thii vei bt ki céc
thute ching dong khic (xem phin Canh béo val thin trong khi ding thude),

NSAIDs/Cic thudc irc ché két tp tidy eiy

Clopidedgrel (litu nap 300 mg. sau 45 ding litu duy tri 75 mg) khing thiv c6 trong tic duge
{gng hoc (vdi rivaroxaban 15 mg) nhmg & mit nhom nho bénh nhin ghi nhin duwe sy ting
lién quan dén thid gian xudt huyét, ma khimg ot tuong quan dén sy két wp téu clu, P-selectin
hofic nding & ciia thy thé GPIIb/TE (xem phin Cénh béo va thin trong khi ding thudc),

Sau khi sir dung dbng thér rivaroxaban (15 mg) va naproxen 300 mg, khong thiy ob sy kéo
dai lién quan dén thivi gian xudl huyét vé mat 1dm sang. Tuy nhién, ddp (mg duge lire hoe trén
mét so bénh nhin ¢ thé rd rét hon (xem phin Canh bio va thin trong khi dimg thubc).

Chua thdy co twong tée duge ding hoe v duge lwe hoe ding ké vé mat lim sing khi
rivaroxaban duge dimg dbng thiri véi 500 mg acetylsalieylic acid.

Cénchﬁjhénhnhinnéu digu trj h&nhnhindﬁngﬂ:ﬁivﬁi NSAIDs (bao gﬁm acetylsalicylic
acid) vil cic thube (o ché két hp tidu cdu vi che thube nay ldm ting nguy co xudt huyét mit
cach dge trung (xem phéiin Canh béo va thin trong khi ding thuic).

Warfarin

Vige chuyén @i cho bénh nhin warfarin (INR 2.0 - 3,0) sang rivaroxaban (20 mg) hofic tir
rivaroxaban (20 mg) sang warfarin (INR 2.0 - 3.0) lim théi gian prothrombin/INR
(Neoplastin) ting thém nhiéu hon mire cdng hgp (co thé quan sét gia trj INR ting 1én dén 12),
trong khi tde dung Hn trén aPTT, hoat tinh e ché véu t& Xa v thrombin ni sinh ¢6 khi niing
cong hop. Néu mubn kidm tra tée dung duge lye hoe cia rivaroxaban trong gisi doan chuyén
dii thube, co thé sir dung cac test vé hoat tinh e ché yéu 16 Xa, PiCT va HepTest do nhimg
wét nghiém nay khing bi tde ding béi wafarin. Tir ngay thir 4 sau khi dimg wafarin trér di, tat
cé cée test (bao gdm PT, aPTT, e ché hoat tinh yéu 16 Xa vi ETP) chi phin dnh tic dung cta
rivaroxaban (xem phin Céch ding, lidu ding).

Néu mudn kiém tra tic dung duge lyc hoe cia rivaroxaban trong gini dogn chuyén d&i thube,
e thé do lirémg chi sb INR & thivi diém rivaroxaban dat nong 46 déy (24 gier sau khi udng by
rivaroxaban trude) do & thii diém 46, rivaroxaban anh hwimg dén xét nghiém & mirc 4§ nhd
nhit. Khong ghi nhiin tuong téc duge ding hoe gitta wafarin vi rivaroxaban,

SSRIs/SNRIs

Nhu cde thube ching déng khic, cd thé ¢6 khi ning bénh nhin bj ting nguy co xuéit huyet
trong tradmg hop diing dong thivi véi SSRIs hofic SNRIs theo nhu tic dyng 4 duge bioe cdo
ciia cde thude ndy trén tidu clu. Khi sir dyng dbng thisi véi rivaroxaban trong nghién ci lim
sdng, ti 1& cao hon ddng ké cic bién cb xuft huyét nghiém tong hofic khing nghigm trong
lién quan dén lim sang déu gap & tit ci cdc nhom didu tr,

Trang 1224

rl'l.l'i



https://trungtamthuoc.com/

* Thirc &n vi thye phim tir siva
Vién rivaroxaban 15mg va rivaroxaban 20 mg co thé udng ciing véi thire &n.
* Nhimg twong tic di dirge cho thily khing ton tai
Khing co twong tée duge ddng hoc ln nhau gilta rivaroxaban va midazolam (co ché cia CYP
3A4), digoxin (co chit cia P-glycoprotein) hofe storvastatin (eo ehit CYP 3A4 va P-gp).
Ding déng thér véi chit i ché bom proton omeprazole, chit di khing thy thé H2 ranitidine,
antacid nhém hydroxide/ magie hydroxide, naproxen, clopidogrel hodic enoxaparin khéng dnh
huémg dén sinh khi dung vit duge dong hoc cha rivaroxaban, Khong quan sit thiy wong tic
dugc ding hoc hodie duge lge hoe o6 ¥ nghia lim sing khi rivaroxaban dimg déng thid v
acetylsalicylic acid 500 mg,
* Twomg tie vii cic thing 6 xét nghigm
Cac thong s xét nghiém diing méu (PT, aPTT, HepTest™) dupe cho 13 co bj anh hudmg do
phurong tie dyng cta rivaroxaban,
Twong ky
Do khing b cde nghién cim vé tinh twemg ky cia thude, khang tron 13n thube niy véi che
thuie khéc, 2
Téc dyng khing mong muon cia thube ek
* Tém hwye dir liéu vé 4§ an toin |
Tinh an toén ciia rivaroxaban di dwge ddnh gid trong 20 nghién ciru pha 11 bao gdm '."I:}LI!III15}‘(,,,;5’ilr
bénh nhén si dung rivaroxaban, duge 1iét ke trong béng dudi diy; y
Bing 1: 86 bénh nhin nghién eiu, ting lidu hing ngay vi khoding thii gian didu o 16i
da trong céc nghién ciu pha 11 dwee chi ra dudd diy:
Chi dinh trong cic nghién ciru | Sd binh Khoding thin gian
Tﬁng liéu hang ngay

pha 111 nhin* didu trj 1i da
Phéng ngira thuyén the huyet
khéi tinh mgch (VTE) & bénh
nhdn nguii lén duge phiu thugt
theo chuong trinh thay thé khap
hang hodic khép gi (RECORD
1-4)
Phong ngira thuyén tac huyét
khdi tinh mach ¢ bénh nhin mic
bénh ndi khoa cip phai nhp
vign (MAGELLAN)
Bidu trj va dy phong thi phit 6.790 | Ngay1-21: 30 mg 21 théng

6.097 10 mg 39 ngay

3.897 10 mg 3% ngiy

Trams (326



https://trungtamthuoc.com/

DVT va PE (EINSTEIN DVT, -
PE, -EXT, -CHOICE)

Ngdy 22 v sau db: 20
mg
Sau it nhét 6 thing: 10

mg hofic 20 mg
Dy phong ddt quy va thuyén tae
mach todn thin & céc bénh nhin
rung nhi khing do bénh 1§ van 7.750 20 mg 41 thang
tim (ROCKET -AF, J-
ROCKET)
Dy phéng huyét khii & bénh Sk i‘ﬂmgms
nhéin nguti I sau hi chimg O g W v
ok i e (ALCE) CATLAR 10225 | hodc ASA hofic ASA 31 thang
ACS TIMI 51) cung Vi clapidogrel
hodc ticlopidine
Dy phang 46t quy, nhoi méu co
tim v tir vong do tim mach, vi
dur phong nhdi mau chi cip tinh 5 mg dung két hop v
vi tir vong & bénh nhén co bénh | 18.244 | 100 mg ASA hofic 10 47 thang
djng mgch vanh (CAD) hofie mg dom trj
bénh déng mach ngoai bién
(PAD) (COMPASS)
Dy phiing dit quy va thuyén téc
mach todn thin & nhimg bénh
nhén b dét quy do tic mach 3.562 15 mg ngdy mot lin 24 thing
khing xéc dinh glin ddy
(NAVIGATE ESUS)
Dy phong cdc bign o VTE cd
tri¢u chimg va tor vong lién gquan
dén VTE trong thor gian 45
ngay sou khi xudt vién & bénh 5,892 alie 7.511;5 ngy 45 ngiy
nhiin méc bénh ndi khoa cip o
phai nhdp vién b nguy co cao
(MARINER)
Giam nguy co tir vong, nhoi 2499 | 2.5 mg ngay hat ldn ket | 42 thing (hoje >
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midu cor tim hofie djt quy & higp vii ASA 100 mg 1.260 ngiy)
nhitng bénh nhin bj suy tim va

bénh mach vanh nghi#gm trgng

sau mit dot suy tim mét bi

(COMMANDER HF)

Gidm ty 1¢ tich lily coa DVT, PE

va VTE lién quan dén tir vong &

béah nhin nguoi lon mic cic 403 0 rgipmgein | e el
logi ung thir khic nhau o nguy &)
cor VTE ¢s0 (CASSING

So sanh phéc 46 ching huyet

khoi sir dyung rivaroxaban v

ol 8 bt g 10 mgl ngﬁ}r‘mﬁt lin +

PR S—— o1 ASA lidu thiip/sau giai | 24 thing (holie 720
mach chii qua da (TAVR) 88 i el Sl b
wru hda két cye lim sing ik

(GALILEQ)

Pricu tri thuyén the huvét khoi Li¢u ditu chinh theo

tinh mach (VTE) vi dy phong trong heong co the dé

tdi phit YVTE & tré so sinh du dat duge mire phoi
thing vé tré em duéi 18 tudi sau 329 nhidm quan sét thiy & 12 thiing
khi bit diu didu iri phic dd nguis lém khi didu tr

khéng dong tiéu chudn DVT vi PE vai 20 mg

(EINSTEIN Junior Phase I11) rivaroxsban ngiy | ln

Dy phing céc bien ci huyet 3256 | 2,5 mg ngay hai lan két 42 thdng
khdi & bénh nhin sau thi thujt ver véi ASA 100 mg

tal théng mach méu chi drdn

giin ddy do PAD c6 trigu chimg

(VOYAGER PAD)

*Bénh nhan sir dyng it nhit mt lidy rivaroxaban
Bing 2: Ty I¢ cic bién cb xuft huyét vi thifu mdu & nhimg binh nhin 4§ didu trj vii
rivaroxaban trong cic nghién ciru pha 111 4 hodn tét:

Chi dinh trong cic nghién ciu pha 111

Xuiit huyeét bit ki

Thiéu mdu

Phéng ngira thuyén tic huyét khéi tinh mach

6,8% b¢nh nhin

5.9% bénh nhin
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(VTE) & bénh nhin nguéi lém duge phau
thugt theo chuomg trinh thay thé khop hang
hodic khop goi (RECORD 1-4)

Phong ngira thuyén tic huyét khoi tinh mach
¢ bénh nhin mie bénh ndi khoa cip phai
nhdp vién (MAGELLAN)

12.6% bénh nhin

2,1% bénh nhéin

Brieu trj va dy phong DVT vi PE 14i phit
(EINSTEIN DVT, -PE, -EXT, -CHOICE)

23% bénh nhén

1,6% bénh nhin

Dy phing dét quy va thuvén tic mach todn
thin & céc bénh nhin rung nhi khing do bénh
Iy van tim (ROCKET -AF, J-ROCKET)

28 trén 100 bgnh nhin
nim

2.5 trén 100 bénh
nhdn nim

Dy phong huyét khii & bénh nhin nguin lom
sau hi chimg mach vinh clp (ACS)
(ATLAS ACS TIMI 51)

22 trén 100 benh nhin
niam

1.4 trén 100 bénh
nhén nam

Dy phong dit quy, nhii méu co tim vé i
vong do tim mach, va dir phang nhi mau chi
cip tinh vé tir vong & bénh nhén c6 bénh
dijng mych vinh (CAD) hoje bénh dong
mach ngogi bién (PAD) (COMPASS)

6,7 trén 100 bénh nhin
nam

0,15 trén 100
b¢nh nhén nim*

Dyr phang dit quy v thuyén tic mach toin
thén ¢ nhimg b¢nh nhin b dit quy do tic
mach khing xée dinh gan diy (NAVIGATE
ESUS)

12,4% bénh nhin

0,3% bénh nhén®

Dy phong céc bién of VTE 6 trigu chimg va
tir vong lién quan dén VTE trong thoi gian 45
ngdy sau khi xudt vién & bénh nhin mde bénh
ndi khoa cip phai nhdp vién cb nguy co cao
(MARINER)

3,0% bénh nhan

< {,1% bénh
nhin®

Gidm nguy co tr vong, nhdi méu co tim hodc
dit quy & nhitng bénh nhén b suy tim v
bénh mach vimh nghiém trong sau mdt dot
suy tim mét bi (COMMANDER HF)

11,5% bénh nhin

1,4% bénh nhén®

Gidm 1y 18 tich 1y etia DVT, PE v VTE lign
quand&t'h:lmng & bénh nhén ngwin lén mic

23,2% bénh nhin

14,1% bénh
rthin®
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cac logi ung thur khic nhaw ed nguy co VTE
cao (CASSIND

So sang phac do ching huyét khii st dung
rivaroxaban vdi phic 46 sit dung thude khing
ticu cau sau khi thay van ddng mach chii qua | 25.6% bénh nhin 2,4% hénh nhin
da (TAVR) @& 16i wu hoa két cyc 1im sing
(GALLILEO)

Diéu trj thuyén tie huyét khdi tinh mach
(VTE) va dy phing ti phit VTE & tré so sinh

dii théng v tré em dudi |8 todi sau khibdt | 39,5% bénh nhén 4,6% bénh nhin
diu didu trj phic dd khing ddng tidu chudn :\
(EINSTEIN Junior Phase I1T) | \
Dy phéng cic bien co huyet khoi & bénh nhin (1,5% bénlr -

saus thil thugit ti théng mach mdu chidwdi | (16,9% bénh nhin) 8,38 | nhin®) 0,74 rén
géin diy do PAD c6 triéu chimg (VOYAGER | trén 100 bénh nhiin ndm | 100 bénh nhin
PAD) ndm*

*Phuromg phip tiép cin chon lge xdc dinh trude A€ tha thip bién o bit loi 48 duge dp dung,
Dﬁphunngrl'lﬂ'ﬂtﬂl.:dungduqc!?h;u,rivammhmnﬁthédik&mvﬁitﬁngnguymxuﬁlhmrét
shu hode ndng tir bt kv md holle co quan nio trong co the, cé thé din dén thifu méu sau xud
huyét, Nguy co xuft huyét ting 1én & mit sb nhém bénh nhin, nhur bénh nhin tEng huyet ap
déng mych nghiém trong khéng kiém sodt duge vivhode ding déng thei cde thubc dnh hudmg
dén qué trinh eim méu (xem phin Cénh béo va thin trong khi dimg thube).

Céc ddu hidy, triéu chimg va mirc 46 nfing (bao gom cé tir vong) thay ddi tiry theo i tri va
mire 4 holie pham vi xuiit huyét vahole thigu mdn (xem phin Qua liéu v cich xir tri),
Bién chimg xudt huyét thwomg dwoc bidu hién nhw yéu co, 1 nhe, chodng ving, dau diu
hodc sing khing thé giai thich duge, khé tho va soc khong gisi thich duge. Trong mit v
tnrémg hop, ghi nhin duge cée tridgu chimg thiés méu eye b tim nhir dau ngye hode con dau
thilt ngwe, cb thé 1a hiu qua cia thiéu mau,

Cic bifn chimg tir thir véu dén xuflt huyét nghiém trong nhu hii chimg chén ép khoang v suy
thiin do gidm tuéi mau ciing 38 duoe bdo cio cho rivaroxaban, Do d6, ¢n cin nhiic khi ning
xudit huyét trong viée danh gid tinh trang bénh & bt k¥ cdc bénh nhin duge ditu tr ching
dong.

* Biing ligt ké cic phin img bit lyi

Tén sufit gip cac ADR cla rivaroxaban & bénh nhin ngwii lém v tré em duge tom it trong
bhéng dudi diy, Trong mdi nhom phin logi theo tin suft, clic tde dung khéng mong mudn
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dwge sip xép theo thir ty mise d§ nghigm trong gidm din. Céc nhom phin logi thn sufit dwoc
quy e nhur s

Rilt hay giip (= 1/10),

Hay gip (= 1/100 tai < 1/10),

it gitp (= 1/1.000 e < 1/100),

Hiém gip (= 1/10.000 téi < 1/1.000),

Biing 3: Tét i cic phin img bt lgi cia thube trong qui trinh didu tri dwee béo cdo trén
cic bénh nhiin ngwii lém trong thic nghiém lim sing pha 111 (RECORD 1-4 eip.
ROCKET, J-ROCKET, MAGELLAN, ATLAS, EINSTEIN
(DVT/PE/Extension/CHOICE) va COMPASS*, NAVIGATE ESUS* MARINER*,
COMMANDER HF?*, CASSINI*, GALILEO*, trong hai nghién ciu pha 11 va mit
nghién eiu pha 11 EINSTEIN Junior & tré em, vi VOYAGER PAD*)

Nhim hé co quan

- Hay giip it gip Hiém gip
Cée roi logn trén méu va | Thidu méu (bao gdm ¢d | Téng tieu cau (Bao
hé bach huyét thing s& xét nghidém | gdm ting s& lugng
tremg trng) tiéu ciiy) 4
Cée ri logn trén tim Nhip tim nhanh

Cic roi logn trén mat Xuit huyét mat (bao
ghm xuft huyét mang
két mac)

Céc rii logn tidu héa Xudt huyét medu riing | Kho migng
Xuft huyét tidn héa
(bao ghm ca xudt huyét
trye fring)

Blau da day rudt va dau
| bung

Khé tidn

Buiin nbn

Tdo bon &

Tiéu chay

Non

Cac 1ol logn chung va | 5% Cam gidc khong khoe | Phi tgi chd *
céc phan (mg xdy m tai | Phi ngoai vi (bao gdm kho chiu)
vi tri dura thube Giam sire lye vi ning
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lugng chung (bao gom
cd mét modi vh suy
nhirge)

Cic rbi logn gan - mét Giidm chitc néing gan | Vang da
Cic tdi logn h¢ misn Phan img dj img
dich Viém da dj img
Ton thuong, dc tinh va | Xuft huyét hju phiu | Vet thuong xult et * | Gia  phinh
bifn chimg héu phiu (bao ghm cé thitu miéu mgch
hiu philu v xudt huyét
vét md)
Byng dip
Cée xét nghiém Tang ning d0 cdc|Tang nong 4o | Tang nong d0
transaminase hilirubin bilirubin  lién
Ting ning  d§ (hgp  (cing
phosphatase kidm | hoBic  khong
trong méu * cling v ting
Téng LDH * ALT)
Tang lipase *
Téng amylase
Ting GGT
Céc i logn trén hé co | Daud chi* Tu méu khép Xuit huyet oo
xuemg va mé lién két
Céc roi logn thdn kinh | Chodng ving Xuiit huyét ndo v ndi
trung wong Dau diu 50
Nt
Céc roi logn thdn v tiét | Xudit huyét dwimg nidu
niéuy — sinh dye (bao gdm ddbi
méu va rong kinh )
Suy thin (bao gém ci
ting cratinin mau, ting
uré méu *)
Céc rGi logn dudmg hd | Chiy mau cam
hﬁp Ho ra mdiu
Céc r0i logn da va md | Ngia (bao gdm ca | May day
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dui da nhimg truimg hop ngia
todn thin it gip)

Phiit ban

Bém tim

Xudt huyet tgi da vi
dudi da

Cée r6i logn trén mach | Ha huyét dp
Ty midiu

A quan sét sau phiu thudt chinh hinh chi dudi

¥ dige ghi nhin trong didu trj VTE, hay gip & phy nif < 55 tudi

* quan st khong thwémg xuyén trong trj liéu ACS (sau khi can thiép qua da)

* Phuromg phép tidp cdin chon lpe xéc dinh trude dé thu thiip bign cb bit loi di duge dp dyng.
TV 1é gip che ADR khéng ting vii khing o6 ADR méi dwge ghi nhin tir di lide nghién cing
pha [T trén nguri kém dil duge phin tich,

Ciic khio st sau khi thube dwa ra th truimg

Céc phin (mg ngogi ¥ dudi dily dwoe ghi nhin cing voi thiri gian rivaroxaban hru hénh trén
thj trurdmg,

Cae i loan he thing midn dich: phiv mach v phi dj (mg

Cée rbi loan dwémg mét cda gan: Thc mat, viém gan (bao gbm tdn thuong 1€ bio gan)

Céc réi loan hé thiing méu v bach huyét: gidm tiéu ciu

Céc rdi logn hé hip, 1dng ngye vi trung thit: viém phai ting bach cdu 4i toan

Céic rdi logn thiin vé tiét nidu: Ton thuong thin lién quan dén khing ddng.

Thing bio ngay che bdc 5§ hode dwge sf nhitng phin ieng ¢é hgi gip phii ki sie dung
thuie.

Qui liéu vi céch xir tri

Céc tratmg hop qué lidu hidm lén dén 1960 mg duge béo cho. Trong trudmg hop qué lidy, ein
quan sat cin thin cée bién chimg xudt huyét hojc cic phin (mg bit lgi khéc & binh nhin (xem
muye Xir tri xuft huyét), Do sy hip thu b gici hgn, nén tie dung trin khdng ting thém sy phoi
nhifm huyét tuomg trung binh duge mong doi & mive lidu wrén lidu dicu tri tr 50 mg tedr 18n,
Sir dyng than hogt dé gidm hip thu trong trirémyg hop qui lidu rivaroxaban duge xem xét. Do
rivaroxaban gin két véi protein trong huyét twong cao nén ngudi ta cho ring khong the thiim
tich duge.

* Xir tri xudt huyét

Trén bénh nhin udng rivaroxaban néu xiy ra bién chimg xudt huyé, thi nén gm ngimg liéu
didu trj tiép theo hodic ngimg hin diéu trj néu thich hop. Rivaroxaban c6 thiri gian ban thai
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khodng 5 dén 13 gidr. Vige xir tri cho riéng timg cd nhiin thy theo mic 46 ning va vi tri xudl
huyét, C6 thé sir dung céc bién phép didu 1 tridu chimg néu cin thiét, nhu sit dung thidt bi &p
eo hoe (nhir véi chiy mau cam nfing). sir cim mau trong phiu thugt véi cie quy trinh kiém
solt xuit huyét, trayén dich va cic bign phap hé trg huyél ddng, cic san phim méu (hong cdu
ling hofic huyét romg dong lanh woi ty thude vao tinh trng thidu mau hofic bénh déng méu
di kém) va tiéu clu,

Néu khong thé kim sodt tinh trang xudt huyét bing ede bién phap trén, viéc sir dung thudc
tién déng méu nhur phirc hgp prothrombin cé dac (PCC), phitc hop prothrombin hoat héa cb
diic (APCC) yéu td Vila tdi th hep (r-FV1la), hoge andexanet alfa, mét tic nhin ddo nguge i
ché yéu 16 Xa dc hidu cin duge xem xét néu c6 sin. Tuy nhién, hién gio cd it it kinh
nghi¢m |dm sang vé vigc sir dung nhimg ché phim ndy trén nhimg bénh nhin ding
rivaroxaban.

Protamin sulfat vi vitamin K khong duge cho 12 ¢6 dnh hiedmg 1én hoat tinh chéng dong coa
nivaroxaban.

Cé it kinh nghi¢m vé vige sir dyng acid tranxenamic va khong c6 kinh nghigm vé viée si
dyng acid aminocaproic va aprotinin trén cic bénh nhin ding rivaroxaban. Khiong co ly du».l't;li
ich vé mit khoa hoc cfing nhwr khéng ¢6 kinh nghiém sir dyng voi cde chift cim méu mmmj

desmopressin & cic bénh nhin ding rivaroxaban. v
Bie tinh dwge Iyre hye

Nhom thube tri lidu: Chét tre ché trye tidp yéu 1 Xa

Mi ATC: BO1AFOL

* Co ché tic dyng

Rivaroxaban I& mét chiit @rc ché trire tidp chon loe cao d6i v yéu 0 Xa ¢d tic dung qua
dutmg ubng.

Sir hoat hoa yéu t6 X thanh yéu 10 Xa (FXa) qua con dutmg nfi sinh va ngoai sinh déng vai
tri» trung tim trong dong thic dong méau. FXa tnge tiép bién ddi prothrombin thanh thrombin
théng qua phirc hop prothrobinase vii cubi cing, diin dén sy hinh thinh cuc méu déng fibrin
va hogt hoa tidu cdu b thrombin. Mt phin tir FXa c6 kha nang tgo ra trén 1000 phin o
thrombin do bin chit khudch dai cia déng thic déng miu. Ngodi ra, ty 1é phén img cia
prothrombinase-giin FXa ting lén gdp 300,000 ln so véi FXa & dang tw do v diin dén sy
bing nd tao thrombin. Céc chit e ¢hé chon lgc FXa ¢ thé kim him qui trinh bing nd
khuéch dai tgo thrombin. Két qué 1i mit si test chung v dgc hidu vé tao cuc méu dong bj dnh
huémg bid rivaroxaben. Sy (e ché hoat tinh yéu 16 Xa phu thude lidu ding duge ghi nhin trén
ngunin.

* Tiic dung dwge hre hoe
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Syt trc ché yéu 1 Xa phu thude litu ding duge ghi nhin trén ngudi. Thd gian prothrombin
{(PT) bi dnh huedimg bin rivaroxaban theo cdch phu thude lidu véi mdi tuong quan gan vii ndng
di thude trong huyét wong (gid tj r bing 0,98) néu sir dung Neoplastin, Ce thube thir khic
s cho két qud khic nhau. K&t qui cia PT dugc biéu thi theo gidy, biri chi s6 INR
{International Mormalized Ratio) chi duge dinh e va co gid trj cho courmarin vit khing durge
sir dung cho bit ki thudc ching dong nao khéc.

Trong mdt nghién ciu duge 1y 1dm mngvéwdﬁnngumdugc hue hoe cha rivaroxaban trén
86 twomg ngudi lim khde manh (n = 22), higu qua dom lidu (50 [U/ke) cia 2 loai PCC khéc
nhau, PCC gdm 3 yéu 16 vé dong mau (yéu i 11, IX vi X) va PCC ghm 4 yéu 18 (yéu té 11,
VIL IX v X) duge dinh gia PCC 3 gidm pid tri Neoplastin® PT trung binh khodng 1 gidy
trong vong 30 phit, so vii sy giam khoang 3.5 gifly quan sét duge & PCC 4. Nguee Lad, PCC
3 e higu qui chung manh va nhanh hon trén thay d6i dao nguoe & nhém thrombin ndi sinh so
viri PCC 4 (xem phan Qud lieu va cich xir tri), O bénh nhén sir dung rivaroxaban dé diéu tri
DVT vi PE va dy phing tai phat DVT va PE, bach phin vi 5/95 cia PT (Neoplastin) 2-4 gitr
sau khi udng thuﬁc{nghialﬂ.ﬁthﬂidiémﬂmﬁcmtﬁndungtﬂi da) lin lugt trong gidi han tir
17 gifly dén 32 gify cho lidu 15 mg ngay 2 lin hodc tir 15 gidy dén 30 gidy cho litu 20 mg
ngay 1 lin.

(J bénh nhén rung nhi khéng do bénh 1y van tim sir dyng rivaroxaban & dy phimg &t quy v
thuyén thc mgch toén thin, bich phin vi 5/95 cho PT (Neoplastin) 1-4 giér sau khi ufng vién
thudic (nghia 1a & thii didm thubc ¢é tde dung t6i da) lan lwot trong gidi han tir 14 gidy dén 40
gidy cho lién 20 mg ngay | lin hodic tir 10 gidy dén 50 gidy & bénh nhin suy giam chimg néng
thiin & mirc 86 trung binh dwge didu 11 véi 15 mg ngly 1 lin,

Thoi gian prothromnin diwge hogt hoa timg phén (APTT) va HepTest cling bi kéo dai phy
thude lidu ding; tuy nhién, céc xét nghigm niy khong dwoe khuyén cio dé dinh gia tic dung
dupe lye hoe eia nvaroxaban.

Khéing cin theo ddji cdc thing sb dbng mau trong thixi gian didu trj bing rivaroxaban,

Tuy nhién, khi c6 chi dinh trén lim sdng, do hi¢u qud cia rivaroxaban cé thé duge tidn hinh
hiing thir nghigm do ndng 45 khing Xa (xem phin e tinh duge Iye hoe).

Biic tinh duype dong hoc

* Hiip thu vi sinh khi dyng

Rivaroxaban dupe hép thu nhanh, vid nong 46 t8i da (Cmax) sau 2-4 giér ufng thude.
Rivaroxaban hip thu hiu nhi hoan toan qua duimg udng va sinh khi dyng dimg uing cao
(80 — 100%) véi vién 10 mg, bit ké ubng thufic & tinh trang déi/no. Vige sir dyng thude cling
véi thise 4n khong lam énh hudmg dén AUC vi Cmax cia rivaroxaban & litu 10 mg.
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Rivaroxaban vién 10 mg co the dimg cing hoje khing cing voi thire fin (xem phin Céich
ding, litu dimg),

Do mire di hip thu gidm, sinh kha dyng duémg ufng cila vién rivaroxaban 20 mg wong lic
doi chi dat 66%. Khi ubng rivaroxaban 20 mg cling véi thirc &n lam ting AUC trung binh
39% so vdi khi uéng thudc vio lic d6i, cho thiy thube hip thu hiu nhu hodn todn vi c6 sinh
khé dyng dudmg uong cao (xem phin Cdch ding, lidu dimg).

O tinh trang no, sy hip thu cia vién varoxaban 10 mg, 15 mg, 20 mg 1§ 1¢ thuin véi lidu
ding,

Tinh bidn thién trong duge dng hoe i rivaroxaban vira phiti véi tinh bién thién gt cée cé
thé (CV%) trong gici han tir 30% dén 40%. Sy hiip thu rivaroxaban tay thude vao vi tr phong
thich thube trong duimg tiéu hoa. Gidm 29% vi 56% AUC v Cmax duge so sinh déi véi
vién thude dupe béo cdo khi rivaroxaban nghién nhé dge phéang thich trong doan gin cia
rudl non. Sy phoi nhidm con gidm thém khi thude duge phong thich rong doan xa cia rudt
non, hay trong dai tring lén. Trinh ding rivaroxaban xa vdi da diy c6 thé din dén giam sy
hép thu v sir phoi nhidm lién quan dén thudc.

Tinh sinh kha dyng (AUC va Cmax) o6 thé so sinh déi voi rivaroxaban 20 mg nghién ra ding
¢ho dutmg ubng trin véi nude tio hay dich treo trong mirde va ding qua dng théng da diy
tiép theo |4 thirc in long, dwge so sinh vii uing nguyén vién thube. Dic didm duoe lue hoc
clia rivaroxaban cd thé dir dodn, t 18 voi lidu, nén cic két qua sinh kha dyng tir nghién e
ndy ¢ thé ap dung cho cde lidu rivaroxaban thip hon,

* Phin bi

Gin két protein trong huyét tuong & ngrtd cao, xdp xi khodng 92% dén 95% vdi albumin
huyét tromg 1 thinh phin gin ket chinh. Thé tich phin bé & mize trung binh Vs khodng S0L.
* Chuyén héa vh thii trir

Trong lidu rivaroxaban ulng vio c6 khodng 2/3 lidu bj thodi bién theo chuyén héa, voi mt
nira sau 46 dugre thai trir qua thin v m{t nim kia b thai trir qua dwomg phin. 1/3 lidu dimg
won lai thai trir trye tiép qua thin dudi dang hoat chilt khing d6i trong nude tidu, phin Ién qua
syt bai tiét chi dng cia thén,

Rivaroxabn duge chuyén hoa qua cdc co ché CYP 3A4, CYP 212 vi co ché khang phy thufe
CYP. Sy thodi bién do oxyd hda nhém morpholinone v thity phiin cdc lién két amid 1 cdc vi
tri chii yéu cia sir bién dbi sinh hoe. Theo cée nghién ciru in vitro thi rivaroxaban 13 mét co
chit ciia edc protein viin chuyén P-gp (P-glycoprotein) va B erp (protein khing ung thar vi),
Rivaroxaban & dang khong d6i la hop chit quan trong nhdt trong huyét tuomg ngwin véi sy cd
mijt ciia cée chi chuyén hoa khing quan trong hodic co hoat tinh dang hou hanh. B thanh thii
todn ph&n cua nivaroxaban la khoang 10 L', dul;n:xép viao nhém thude ¢ 46 thanh thii thﬁp
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Sur thii trir rivaroxaban khoi huyét twong xay ra v thiv gian ban thai khodng 5-9 giér & ngudi
tré vét khodng 11-13 giér & nguiri gid.

* Ngwiri cao tudi

O bgnh nhin cao tubi, ndng 49 thude trong huyét twomg cao hom & ngudri tré tudi v gid i
AUC trung binh cao hon xdip xi gp 1,5 lin, phin lén do gidm (3 ring) &6 thanh thii toin
phén vi d§ thanh thii qua thin (xem phin Céch dimg. lidu ding),

* Gidi

Giira bgnh nhin nam vi nit khing c6 sy khic biét vé duoe ding hoc tén tim sing (xem phin
Cich ding, liéu ding).

* Ciin niing

Cic mirc thii cye cia cin ndng co thé (<50 kg so véi > 120 kg) chi o6 dnh huémg nho lén
néng @ rivaroxaban trong huyét wmg (dudi 25%) (xem phiin Céch ding, lidu ding).

* Tré em v thanh thifu nién

B an todn va hidu qui cia thubc & tré em va thanh thidu nign dndi 18 twdi chim duge thid
lip (xem phiin Cach dimg, lidu ding).

* Sy khic bigt v& din the

Khiing ¢t sur khiic nhau vé dirge djng hpe vi duge lye hoc lign quan lim sing githa cie bénh
nhiin da tring, nguii M§ gbc Phi, Ty Ban Nha hodic Bé Do Nha, Nhit Bin va Trung Quéc
(xem phin Céch ding, lidu ding).

* Suy gidm chire ndng gian

Anh hwémg cia sy suy gidm chire ning gan 1én duge ding hoc cia rivaroxaban duge nghién
elu trén cdc déi tuong duge phin nhom theo hé thing xép loai Child Pugh, mit quy trinh
chudn trong phat trién lim sang, Mye dich ban ddu cia xép logi Child Pugh 13 dinh gid tién
lwomg bénh gan man tink, chi yéu li xo gan. O bénh nhin dy dinh ding thudc chéng dong,
didu quan trgng cim suy gidm chire niing gan 14 gidm téng hgp cée yéu th ddng mbu binh
thirirng & gan. Vi diéu niy chi do duge nhé mit trong ndm do luémg fim sing/ héa sinh trong
hé thing phin logi Child Pugh, nén khing ¢6 mi twong quan b ring gifre nguy co xult huyét
@ bénh nhin v6i sy sip xdp phiin logi clia hé thong nay. Do dé, quyét dinh didu tr thude
ching déng cho bénh nhin phii dje lap v xép logl Child Pugh,

Chiing chi dinh rivaroxaban & cdc bénh nhin méc bénh gan di kém voi bénh dong méu, din
dén nguy co xudt huyét trén l&m sing (xem phin Chéng chi dinh),

O bénh nhin xo gan suy gidm chite ning gan & misc 3 nhe (duge xép logi Child Pugh A)
dupc ddng hoc clia rivaroxaban chi thay d8i nhé (trung binh AUC cia rivaroxaban ting 1,2
ldn), ghn nhir twong dirong voi mire dat e & nhidm ddi ehimg khoe manh. Khéng ghi nhiin
thiy sy khéc bigt cé lign quan vé djc tinh duge lye hoe gila cic nhom nay,
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(J bénh nhén xe gan suy gidm chire nfing gan & mike 4§ trung binh (duge xép logi Child Pugh
B), AUC trung binh cia rivaroxaban tang déng ké, gip 2.3 lin so voi nguoi tinh nguyén khae
manh do sy thanh thii thade giam di ding k& hign bénh gan 1 rét. AUC khng gin két tng
gap 2.6 lin. Khéng c6 dir lidu & bénh nhin suy gidm chimg ning gan ning. Sy i ché hoat
dong cia yéu tb Xa ting gip 2,6 1in so véi trén ngudi tinh nguyén khée manh: si kéo dii PT
nromg ty ting gap 2,1 Jin. PT trong xét nghi¢m dong méu todn by dénh gid con diimg ngoai
sinh bao gbm cic yéu 1 dong mau VI, X, V, 1l vi I duge ting hop & gan. Bénh nhén suy
gidm chire niing gan & mire &6 trung binh thitmg nhay cim hon véi rivaroxaban, din dén db
thi bi¢u dién méi quan hé Duge ding hoe/Duge lye hoe (PK/PD) gita néng 45 vé PT trd nén
doc dimg hom,

Hign khéng cb dir ligu vé cic bénh nhin Child Pugh C (xem phfin Cach ding, lids ding:
Ching chi dinh),

* Suy gidm chirc niing thiin

Sy phoi nhidm cla rivaroxaban ting 1én nguge lai véi sy gidm chire néng thin dugc danh gid
qua d9 thanh thai creatinin.

O bénh nhin suy gidm chirc ning thin & mirc 4 nhe (CrC: < 80-50 mL/phit), trung binh
(CrC: < 50-30 mL/phit) vi njing (CrC: < 30-15 mi/phit), ndng di rivaroxaban trong huyét
thanh {AUC) lin lugt ding glp 1.4, 1,5 va 1,6 lin so véi ngudi tinh nguyén khoe manh (xem
phiin Céich ding, liéu diing; Cinh bio va thin trong khi diing thude),

Sy téng tic dyng dwge lye hoe twomg tmg 13 rét hon (xem phitn Céch ding, liéu dimg; Cénh
béo va thin trong khi diing thudc).

() bénh nhén suy gidm chirc ning thin & mirc 49 nhe, trung binh va nding, sir trc ché hoat ding
cita yéu tb Na noi chung ting 1in hugt gdp 1,5, 1,9 vi 2,0 1n so véi & ngudi tink nguyén khoe
mah, s kéo dai PT twomg tyr thng twomg dmg 1a gép 1,3, 2.2 v 2.4 lin, Khong o6 di ligu vé
bénh nhan ¢6 CrC < 15 mlL/phut.

Khuyén céo khing sir dung thube & bénh nhin ¢6 df thanh thii creatinin <15 mL/phit. Nén
thiin trong khi st dung rivaroxaban & bénh nhin suy giam chire ning thin niing cé 4§ thanh
thai creatinin 15-30 mL/phit (xem phin Céch ding, lidu dimg; Cinh bdo v thin wong khi
ding thudc).

Do béi bénh nén, nén nhitng bénh nhin oo suy giam chic ning thin ning o6 nguy co tng ci
xudt huyét v huyeét khii.

* Dir ligu dwye ding hye & bgnh nhin

O nhitng bénh nhin ding rivaroxaban dé diéu trj DVT ¢lip tinh 20 mg ngéy mét lin, ndng 49
trung binh hink hype (khodng dw dodn 90%) 2-4 gitr va khodng 24 giir sau lidu (dai dign twong
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dbi cho ning 8¢ 16i da v 1di thidu trong khodng thi gian ding thubc) tromg img 14 215 (22-
535) va 32 (6-239) meg/l.

* Mbi quan hé duye dijng hoc/dwge e hoe

Moi quan hé duge ding hoe! duge lye hoc (PK/PD) gitta néng dé rivaroxaban trong huyét
twong vk mit s tiéu chi vé duge lye hoe (ire ché véu 6 Xa, PT, aPTT, Heptest) da duge dinh
it sau khi dimg mt khodng réng cac liéu (5-30 mg ngay hai 1n). Mdi quan hé gitra ndng 46
rivaroxaban vii d hogt déng yeu t6 Xa duge md ti 16t nhit bing md hinh Emax. Bdi vai PT,
mé hinh tuyén tinh cd diém cét thudmg md & dit lidu 6t hon, Tiy thudc véo cie thude thir PT
khdc nhau dwge siv dung, ¢ doc khic nhau ding ké. Khi sir dung Neoplastin PT, PT co sér la
khoang 13 gidy va d¢ dbc khoang 3 dén 4 gisy/ (100 meg/l), Két qui phén tich PR/PD trong
nghién ciru pha 11 va I11 phit hop v dir lidu dugre thiét lip & cic doi tugng khoe manh.
Quy cich déng goi: Hop | hode 3 hodie 10 vi x 10 vién, kém theo tér hirdmg din sir dung.
Diéu kifn bio quin: Nhiét 4 khing qua 30°C.

Han ding: 36 thing ké tir ngay san xuit.

Sd 16 sén xult, ngdy sén xudt vi han st dung xem trén bao bi chinh cta sin phim.

Tiéu chuiin chiit logng: Tidu chuin co sé.

Nha sdn wudt:

CONG TY CO PHAN DUQC MEDIPHARCO

Pia chi: 08 Nguyén Trutmg T9, phutmg Pharée Vinh, thanh phé Hué, tinh Thira Thién Hué
Bién thogi: 0234.3837731 — 3823099 Fax: 0234.3826077

Ngiy 27 thing £ nim 2024

Ngwii phé duy§t
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