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niry chi dtng theo don thu6c.

D6 xa tAm tay cta tr6 em.

ki hurinrg dfin sfr dgng trufc khi ding.

Thirnh phAn cdng thrfrc thudc: M6i vi0n n6n bao phim chria:

Thdnh phdn duqc chiit: Rivaroxaban......10,0 mg.

Thdnh phdn td duqc: Lactose monohydrat, hydroxypropyl methyl cellulose 6cps, cellulose vi
tinh th6 101, natri lauryl sulfat, natri croscarmellose, magnesi stearat, PEG 6000, titan dioxyd,

sit oxyd d6 vtra dtr I vi6n.

D?ng biro ch6: vi€n n6n bao phim hinh trdn, miu h6ng nhpt, khum, hai mdt tron.

Chi tlinh

Thu6c ducv. c chi dinh dC phdng ngira thuy6n tlc huy6t kh6i tinh m4ch (VTE) d benh nhan

nguoi lcm duo. c ph6u thuQt theo chucrng trinh thay th6 khop hring hoac khorp g6i.

Thu6c du-o. c chi dinh d6 diAu tri huytit kh6i tinh m4ch sdu (DVT), thuy€n tic ph6i (PE) vn

phdng ngira t6i ph6t DVT vi PE d nguoi lon.

Cich dtng,lilu ding

hAng ho6c khorp g6i

LiAu khuyiin cdo th6ng thudng

Li0u khuytin c6o dti phdng ngira thuyOn tic truytit ffrrii tintr m4ch trong d4r phSu thuflt chinh

hinh h mQt vi6n l0 mg hang ngdy.

Thiri gian ctiiu tri

Sau khi ti6n hinh <tai phSu khdp h6ng, benh nhen phii dugc <tidu tri trong 5 tuen.

Sau khi titin hinh ctai ph6u knop g6i c6n phii rli6u tri hong 2 tudn.

Cdch dimg thuiic vd khodng cdch liiu
Dung ttudmg u6ng

U6ng l0 mg (l vi6n) mQt l6n m6i ngdy.

C6 the dung cung ho{c kh6ng cirng voi thric 6n.

LiAu khoi dAu n6n <tuo. c dtng trong vdng 6-10 gid sau phiu thuft, voi diOu kiQn tinh tr4ng

cAm m6u tt6 dugc thi6t lfp.

OOi voi benh nhan kh6ng th6 nu6t nguy€n vi6n thuiic, c6 th6 nghiCn viOn ra vi trgn voi nudc

hay thric fui m6m nhu nudc s6t t6o ngay tru6c khi An hay udng.
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Thu6c du-o. c nghiOn ra c6 thO cho qua 6ng th6ng da ddy. Phai d4t 6ng th6ng dA ddy tru6c khi

dung thu6c. Vi6n thu6c nghiOn ra ph6i duo. c cho vdo mQt lugng nu6c nh6 rt6 qua 6ng th6ng,

sau d6 dQi th6m nubc (xem phdn Dqc tinh duqc dQng h1c).

QuAn hiu

Ntiu benh nhdn qu6n mQt li6u thu5c, ph6i u6ng li6u l0 mg (1 vi6n) ngay khi nh6 ra vd ngdy

h6m sau phni ti6p tuc u6ng thu6c mQt ldn mdi ngdy nhu hic tru6c.

Liiu khuyiin cdo th1ng thudng

LiAu ktruyt5n c5o di5 khcri <tAu diAu tr! DVT vd PE cdp li rivaroxaban 15 mg ngdy hai ldn trong

ba tuin dAu ti6n, sau d6 dtng rivaroxaban 20 mg ngdy mQt mn Ae titSp tgc rli0u tri vd phdng

ngta DVT vi PE t6i ph6t.

Sau khi hoan t6t 6 thring tti6u tri DVT vi PE, dirng li6u rivaroxaban l0 mg ngiy mQt ldn ho4c

rivaroxaban 20 mg ngiy mQt l6n duo. c khuytin c6o sri dgng dga tr6n d6nh gi6 nguy co tiiphdt
DVT ho{c PE v6i nguy co xu6t huytit cria m6i c6 nhdn.

mg trong vdng

Trong giai <to4n iti6u tri tiiSp theo, liOu t6i da hang ngdy duo. c khuyrin c6o li 20 mg.

Thdi gian ctidu tri

ViQc didu tri ndn duy tri ni5u v6n cdn nguy co thuyCn tac truyiit ttrOi tintr m4ch (VTE)

Cdch dimg thuiic vd khodng cdch liiu
Dung ttudng u6ng

Trong 3 tudn <tiu ti6n <ti6u tri <tgt c6p, dirng rivaroxaban him lugng l5 mg ngdy hai l6n.

Sau 3 tu6n ttiu ti6n <ti€u tri, titip tgc dirng rivaroxaban hdm lugng 20 mgngdy mQt l6n.

Sau it ntr6t O thring di6u tri, dirng rivaroxaban him luqng 10 mg ngiy mQt lan ho6c 20 mg

ngdy mQt l6n.

Thu6c n6n dirng cing voi thtic 6n.

OOi voi benh nhen kh6ng th6 nu6t nguy6n vi6n thu6c, c6 th6 nghiAn thu6c ra vi trQn voi nu6c

hay thric 6n mAm nhu nu6c siSt trlo ngay tru6c khi An hay utSng.
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Khoang thoi gian ChC tIQ liOu T6ng li6u hang ngdy

Di0u tri vi phdng

ngira t6i ph6t DVT

ho4c PE

Ngdv 1 -2t 15 mg ngdy hai lAn 30 mg

Ngdy 22 trb di 20 mgngdy mQt l6n 20 mg

Phdng ngira t6i ph6t

DVT ho4c PE

Sau khi hoan tAt it

ntr6t O thrlng diAu tri

DVT ho{c PE

10 mg ngdy mQt l6n

ho4c 20 mg ngiy mQt
,l
lan

l0 mg
ho4c 20mg

Li6u tdi tla hang ngdy duoc khuyi5n c6o li 30 mg trong vdng 3 tudn <licu tri dAu tion.
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Thu6c du-o. c nghiAn ra c6 thl5 cho qua 6ng th6ng da ddy. Phai d?t 6ng thdng da ddy tru6c khi

dung thu6c. Vi6n thu6c nghiOn ra phAi dugc cho vdo mQt lugng nu6c nh6 d6 qua dng th6ng,

sau d6 dQi th6m nulc (xem phdn Ddc tinh duqc d\ng hoc).

QuAn tiiu

Can tuan thri chti ttQ <1i6u tri dA duqc thi6t lfp.

Ntiu b6 lO mQt liAu trong giai tto4n didu tr! 15 mg ngdy hai mn, Ugntr nh6n n6n dung thu6c

ngay lfp ttic d6 dim bio lugng 30 mg rivaroxaban m5i ngiy. Trong truong hgp ndy, hai vi6n

15 mg c6 th6 duo. c udng cirng hic. Benh nhan n6n titip tpc dtng <16u ttan 15 mg ngdy hai l6n

theo khuy6n c6o vdo ngiy hdm sau.

Ntiu b6 lO mQt liAu trong giai tlo4n diAu tri ngdy mQt hn, benh nhdn nOn dung thuiSc ngay lfp
ttic <16 dim b6o dung dung HAu khuytin c6o hang ngey.Benh nhdn n6n tirip tgc dung dAu dan

[Au ngiy mQt ldn theo khuytin c6o vio ngdy hdm sau.

T6t cA c6c chi ttinh Th6ng tin b6 sung cho benh nhan dec bi-6t

BQnh nhdn suy gidm ch*c ndng gan

Ch6ng chi <linh thudc d cdc benh nhan m6c bQnh gan tli kdm voi bQnh rt6ng m6u vi nguy co

xu6t huytit c6 f nghia tr6n l6m sang bao g6m nhting benh nhan xo gan voi xtip loai Child

Pugh B vdC (xem phdn Chiing chi dinh).

BQnh nhdn suy gidm ch*c ndng thQn

Dt liQu l6m sang han chii tr6n nhiing benh nhan suy thfn n6ng (dQ thanh thii creatinin 15 -29
ml/phtit) cho th6y n6ng dQ rivaroxaban huyiSt tuong tnng d6ng tC. Vi vfy, n6n th{n trgng dung

thu6c cho nhtng benh nhan ndy. Khdng ktruytin c6o sri dUng d nhting benh nhan c6 rtQ thanh

thii creatinin < 15 mUphtt.

- D0 phdng ngira VTE d benh nhdn nguoi lcm dugc phSu thuat theo chuong trinh thay thi5

knorp hring hoac khorp g6i, kh6ng can ai6u chinh fiAu d nhfiTrg b6nh nhan suy thqn nhc (d0

thanh thai creatinin 50 - 80 mVphtit) hoflc suy thqn mtic dQ trung binh (dO thanh thii creatinin

30- 49 ml/phtit).

- OC AiCu tri vd phdng ngira t6i ph6t DVT vd PE, khdng can AiCu chinh li6u o nhfng bOnh

nhdn suy th$n nhe (d0 thanh thii creatinin 50 - 80 ml/phtt).

- O nhnng benh nhan suy thfln mric dQ trung binh (dO thanh th6i creatinin 30- 49 mUphtt)

hoflc n{ng (d0 thanh thii creatinin 15 - 29 mVphtit): bQnh nhdn cAn dung 15 mg ngdy 2 l6n

trong 3 tu6n dAu ti6n. Sau d6 khi li6u khuyi5n c6o li 20 mgngdy mQt lin, n6n cdn nhac gidm

li6u tir 20 mgngdy mQt l6n cdn 15 mg ngdy mQt l6n niSu tttffi gi6 th6y nguy co xu6t huy6t O

benh nhan lon hon nguy co t6i ph6t DVT vd PE. ViQc khuytin c6o sri dpng 15 mg dlra tren m6

hinh dugc tlQng hqc vd chua duo. c nghiOn cr?u tr6n ldm sang.

I(hi li6u khuytin c6o ld 10 mg ngdy mQt lan, kh6ng can AiCu chinh [Au.
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Kh6ng c6n chinh li6u theo c6n n4ng ccy thO

Su khdc biet vi ddn t1c

I(hdng phii <ti6u chinh li6u cho benh nhen thuQc c6c chring tQc kh6c nhau

Ch6ng chi ilinh

- Benh nhdn m6n cim vcri rivaroxaban ho{c voi U6t ty thanh phdn ndo ctia thu6c.

- Benh nhdn ttang xu6t huytit li6n quan tttin l6m sang (nhu xu6t huytit nQi sg, xu6t huyiSt ti6u

h6a).

- Benh nh6n m6c bQnh gan <ti kdm vcri r6i loqn ct6ng m6u vi nguy co xu6t huytit c6 f nghia

trcn lAm sdng bao g6m nhtng benh nhan xo gan voi xiSp lo4i child pugh B vd C.

- Benh nhdn c6 t6n thucmg hoflc c6 bQnh ly, ntiu dugc xem ld mQt nguy co xu6t huyi5t nghiOn

trQng. Di6u ndy c6 th6 bao g6m lo6t duong ti6u h6a hipn tei ho{c gdn d6y, xu6t hiQn kh6i u 6c

tinh voi nguy co xu6t huyi5t cao, gAn <tdy c6 t6n thucrng ndo hodc cQt s5ng, gan aay c6 ph6u

thudt n6o, cQt sting ho{c mit, xu6t huytit nQi s9 gan dey, ituo. c bii5t ho{c nghi ngo giin tinh

mpch thlrc eufo, di dang <lQng tinh m4ch, phinh mpch m6u ho{c cicbdtthuong mpch m6u lon

trong c6t s6ng ho{c nQi s9.

- Benh nhdn ilugc tti6u tri ddng thoi voi c6c thu6c chting d6ng kh6c nhu heparin kh6ng phdn

doan (uFH), heparin trgng lugng phdn ttt th6p (enoxaparin, dalteparin, ...), cic d6n xudt

heparin (fondaparinux, ...), thu6c chlSng d6ng d4ng u6ng (warfarin, dabigatran etexalate,

apixaban, ...), tru c6c trudrng hgp <I[c biQt trong liQu trinh chuytin AOi ttrutic kh6ng d6ng (xem

phdn Cdch dilng, tiiu dimg) hoflc khi UFH duo. c sri dgng 0 li6u can tfriiSt dti duy tri catheter

dQng ho4c tinh m4ch trung tdm m0.

- Phg nt mang thai ho[c dang cho con bri (xem phin S* dung thuiic cho phq nfr cd thai vd cho

con bil).

Cinh b6o vir thfln trgng khi ding thu6c

C6c thu6c duns d6ng thoi

I(h6ng sri dpng rivaroxaban cho c6c benh nhan dang sri dung thu6c chiSng n6m nh6m azoltfuc

dgng toan thdn (vi dg ketoconazol) ho{c c6c thu6c chting HIV rlc ch6 protease (vi d9

ritonavir). Cric thu6c ndy ric chl5 mqnh ci CYP 3A4 vd P-gp. Vi v4y c6 thC hm ting n6ng rtQ

rivaroxaban trong huyi5t tuong (trung binh cao g6p Kroang 2,6 hn) toi mric c6 th6 giy t[ng

nguy co xu6t huyi5t tr6n l6m sing (xem phdn Tuong tdc voi ctic thuiic khdc vd cdc dqng tuong

tdc khdc).

Thu6c chdng nAm nh6m azol-fluconazol, mQt ch6t rtc ctr6 Cyple4 vira phii, tuy nhi6n it c6

tlc dgng hon tr6n sg phoi nhiSm rivaroxaban vi c6 thr! duqc <1i6u trf ptrOi hgp (xem phdn

Tuong tdc vbi cdc thu6c khdc vd cdc dqng tuong ttic khdc).

Suy thdn
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ChuyAn aAi * cdc chiit diit khangvitomin K (VKA) sang rivaroxaban

V6i benh nhdn diAu tri vi dg phdng tdiphdtDVT, PE n6n ngung diAu tri bang ch6t OOi ttrang

vitamin K, cho d6n khi INR < 2,5 thi blt dAu di6u tribEng rivaroxaban.

Khi bgnh nh6n chuy6n dOi ttr VKA sang rivaroxaban, citc gi|tri INR sE tdng gi6 t4o sau khi

u6ng rivaroxaban. INR ndy kh6ng c6 gi6 tri dti do ho4t tinh ch6ng d6ng ctra rivaroxaban, vd

vi vfy, kh6ng nOn sri dyng (xem phdn Tuong tdc vdi cdc thudc khdc vd cdc dqng tuong tdc

khdc).

ChuyAn aAi t* rivaroxqban sang cdc chiit diii tchangvitamin K (VKA)

Trong qu6 trinh chuy6n a6i tt rivaroxaban sang VKA, c6 th6 xiy ra tinh tr4ng khrlng <l6ng

kh6ng dAy dri. Can eam b6o tinh trqng kh6ng d6ng <tiy ttri, li6n tqc trong b6t k! qu6 trinh

chuyiSn <t6i sang thu6c khriog d6ng thay ttr6. Can luu f rAng rivaroxaban c6 th6 g6p ph6n vio

viQc lim cho gi6 tri INR ting l6n.

OOi voi c6c bQnh nhdn chuy6n AOi tir rivaroxaban sang VKA, thi nOn dung <tdng thdi VKA

cho toi khi INR > 2,0. Trong hai ngiy dAu cua thoi gian chuyi5n d6i, nCn sri dgng li6u VI(A

ti6u chu6n, tii5p d6n h lidu VKA dya trOn x6t nghiQm INR. Trong truong hgp bQnh nhdn dung

ci rivaroxaban vd VKA, thi kh6ng n6n x6t nghiQm NR tru6c 24 h (sau [6u dung rivaroxaban

tru6c d6 thtmg tru6c li6u dirng rivaroxaban titip theo). MOt khi dtng rivaroxaban bi gian

doqn, c6 th6 tiiin hanh x6t nghiQm INR voi mric ttQ ddng tin cfly trong 24 h sau li6u dung cu6i

cing(xem phin Tuong tdc voi cdc thuiic kttdc vd cdc dqng tuong tdc khtic).

ChttyAn aAi t* cdc thudc khdng d6ng dqng fiAm sang rivaroxaban

OOi voi benh nhan hiQn dang nh4n dugc thulSc ch6ng d6ng m6u <ludmg ti6m, bit itiu voi

rivaroxaban 0 tttin 2 gid tru6c thoi gian dung cua thu6c ti6m ti6p theo (vi dg nhu LMWH)

ho4c t4i thoi iti6m ngirng cua m-6t lo4i thudc ti6m st dgng li6n tgc (vi dq nhu ti6m tinh m4ch

heparin khdng phdn doAn).

ChuyAn aAi t* rivaroxaban song cdc thuiic khdng it6ng dqng fiAm

Ngung dirng rivaroxaban vi chuyi.An sang dirng li6u itAu ti6n thu6c kh6ng d6ng iludng ti6m

vio thcyi gian md ttring le sC dtrng lidu rivaroxaban titip theo.

Trd em

Tinh hieu qui vi an todn cta rivaroxaban 6 tr6 tt 0 <ttin 18 tu6i chua dugc x6c <linh. Dfi liQu

lih6ng sin c6. Do vfy, kh6ng n6n dtng rivaroxaban cho tr6 duoi 18 tu6i.

Ngudi cao tu6i

Kh6ng can frigu chinh li6u theo lfa tu6i (xem phdn Ddc tinh duqc dQng hpc).

Gioi tinh

Khdng cAn chinh li6u theo gioi tinh

Cdn nrtng
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Thfn trqng khi su dung rivaroxaban cho bQnh nh6n suy th4n trung binh (d0 thanh th6i

creatinin 30-50 ml/phrit) c6 su dung d6ng thdi c6c thu6c c6 thiS hm tlng n6ng dQ rivaroxaban

trong huyiSt tuong (xem phdn Tuong tdc vdi cdc thuiic khdc vd cdc dgng tuong tdc khdc).

N6ng dQ rivaroxaban huy6t tucrng c6 th6 tlng l6n tt6ng kC 0 benh nhdn suy thfln nang (trung

binh g6p 1,6 lah), d6n tcri t[ng nguy co xu6t huy6t.

Do cdn chua c6 <tAy dri dii liQu ldm sdng, cdn thfln trgng khi sri dung rivaroxaban cho bQnh

nh6n c6 <t0 thanh thii creatinin tir 30 -15 ml,/phrit (xem phdn D(c tlnh duqc dQng hpc).

Kh6ng c6 s6 liQu l6m sang vA su dr,mg thu6c cho bQnh nhdn suy thdn nang (dO thanh thai

creatinin <15 mllphrit). Vi vfy kh6ng khuy6n c6o str dgng rivaroxaban cho c6c benh nhan

niry (xem phdn Cdch dimg, lidu dilng vd D(c tinh duqc d\ng hpc).

Benh nhan suy thQn n4ng ho4c tdng nguy co xu6t huyi5t vd bQnh nh6n dang dung tt6ng thoi

duong toan thdn cric thuiSc ch6ng n6m nh6m azol hoflc chting HIV nh6m ric ch6 protease cAn

dugc theo d6i chat chE c6c d6u hieu cria bii5n chimg xu6t huyi5t sau khi U6t AAu di€utri @em

phdn Tuong tdc vdi cdc thuiic khdc vd cdc dqng tuong tdc khdc).

DAu dan ti6n hanh ki€m tra thgc th6 benh nhan, quan s6t ky dan luu vi5t m6 vd dinh k, di

lugng hemoglobin.

PhAu thu6t giy xucyng kh6p h6ng

Rivaroxaban chua dugc nghiCn cr?u trong c5c thil nghiQm l6m sang can thiQp 0 benh

ph6u thu{t g6y c6 xuong dti. Vi vfly, rivaroxaban kh6ng dugc khuy6n c6o str dpng o nhiing

benh nhan nny.

Nguy co xtlit huyiSt

Ctng gi6ng nhu c6c thu6c ch6ng huyl5t khtii kh6c, rivaroxaban cin duo. c stl dqng htit sric than

trgng 0 benh nhen c6 tiing c6c nguy co xu6t huytit nhu:

- rOi lo4n tt6ng m6u bAm sinh hoflc mic phai

- tnng huyiSt 6p dQng m4ch nghiOm trong kh6ng kiilm so6t dugc

- bQnh lo6t itudng tiOu ho6 dang tiiSn tri6n

- bQnh v6ng m4c do m4ch m6u

- chimg gien phiS quan ho[c ti6n sri xu6t huyi5t phOi

Can tnan trgng o benh nhen dung <t6ng thoi thu6c 6nh huong toi sg cAm m6u nhu c6c thu6c

ch6ng vi6m khdng steroid (NSAID), thu6c ch6ng klSt tAp ti6u ciu, c6c thu6c chdng huytit kh6i

kt6c ho[c c6c ch6t tc chl! t6i h6p thu serotonin c6 chgn lqc (SSN) vi c6c ch6t fc chti tai h6p

thu serotonin norepinephrine (SNRIs) (xem ph,in Tuong tdc voi cdc thuiic khdc vd cdc dqng

tuong tdc khdc).

OOi voi nhtng bQnh nh6n c6 nguy co mic bQnh lo6t <ludng ti6u h6a n6n xem x6t <ti5n diAu tri

phdng ngtra thich hgp (xem phdn Tuong tdc voi cdc thuiic khdc vd cdc dgng tuong tdc khdc).

Trang 6/25

https://trungtamthuoc.com/



BAt cri truong hqp tut giim hemoglobin ho{c giim huyi5t 6p nio kh6ng giii thich du-o. c cAn

phdi tim ra vf tri xu6t huytit.

Gdy mA ffUc thdn kinh ndo tu!, (ngodi mdng cilmg/tuj,siing)

Khi tii5n hanh gdy m€ trpc thAn kinh n6o tuy (ngodi mang cimgitu! sdng) hodc chgc dd triy

sdng o benh nhan c6 sti dgng thu6c ch6ng huyiit ttrOi aC dp phdng bi6n chrrng thuyCn tic
huy6t ttrOi tintr m4ch se c6 nguy co bi kh6i m6u tu o ttiy s6ng ho{c ngoii mang ctmg d6n tcri

chimg liQt k6o ddi.

Nguy co ctta c6c bitin chimg ndy thfm chi cdn tdng l6n khi d{t catheter ngodi mang cimg ho{c

sir dgng d6ng thoi vcvi c6c thu6c c6 anh hucmg toi sy cAm m6u. Nguy co cfing t5ng lOn khi bi

ch6n thuong ho{c chgc dd lflp lai tuy sdng/ngoii mang ctrng.

Can thuong xuy€n theo d6i e benh nh6n nhtng d6u hiQu vi triQu chimg suy gi6m tnan mnn 1vi

dp nhu tC ho4c y6u chdn, r6i lo4n chr?c nlng bang quang vi d4i trang). Niiu ph6t hiQn c6 suy

giam than kinh, cdn chan doan vd <tiAu tri kip thcri ngay cho bQnh nhan.

B6c si cdn cdn nhic gita lqi ich vi nguy co tru6c khi can thiQp vio trpc thin kinh n6o tuy d

benh nhan c6 dung thu6c ch6ng d6ng ho{c phii dung thu6c ch6ng ct6ng dO ngin ngira huytit

kh6i.

I(h6ng duo.c rut catheter ngodi mang cimg sorn hon l8 titing tt6ng trO tC fi hn cutii cung

dirng rivaroxaban.

NOn sti dgng rivaroxaban som nh6t h 6 gid sau khi rut catheter.

N6u xiy ra t6n thuong do chgc dd, cdn tri hofln viQc st dgng rivaroxaban totz4gid sau.

BOnh nhAn c6 van tim nhen tao

Rivaroxaban kh6ng dugc khuy6n c6o <ti6u tri d1r phdng huyi5t ttrOi O nhting bQnh nhen gan

tt6y dE trii qua thay van dQng m4ch chti qua da (TAVR) dga tr6n dt li€u tu mQt nghiOn cr?u

l6m sang ng6u nhi€n c6 <tdi chimg so srlnh rivaroxaban voi mQt thu6c kh6ng tii:l cdl @em

phdn Dqc tlnh duqc llrc hpc).

Tinh an toan vd hiQu qui cria rivaroxaban chua dugc nghiCn cr?u 0 nhiing benh nhan c6 van

tim nhdn tpo kh6c hoflc c6c tht thuAt kh6c li6n quan rltin van tim; do <16 kh6ng c6 dt liQu cho

th6y rivaroxaban item l4i khi nlng kh6ng d6ng dAy dri o nhtng nh6m bQnh nhdn nny.

BCnh nhdn nguy co cao voi h6i chime kh6ng phospholipid (APS) c6 bd ba kh6ng the duong

tfnh

Thudc kh6ng dugc khuyi5n c6o tr6n bQnh nh6n c6 ti0n st bQnh huyi5t ttrOi Aa duo. c chAn doan

hQi chtmg khang phospholipid vi li0n tgc c6 b0 ba duong tinh (khrturg phospholipid: ktrang

ddng lupus, khilng tfr6 Urang cardiolipin vi khang tfr0 krang beta Z-glycoprotein I) vi viQc

<1i6u tr! bdng rivaroxaban c6 li0n quan d6n tang ti lQ ttii ph6t c6c bi6n cO fruyi5t kh6i so vryi

knring vitamin K (VKA) (xem phdn Dqc tinh duqc ltrc hpc).
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Li6u khuy6n c6o tru6c vd sau c6c tht thudt x6m 6n vd can thi6p ph6u thu6t khAc ngoei phdu

thu6t chinh hinh khorp h6ng vi khop g6i

N6u cdn phii c6 ph6u thu{t hoflc thri thugt xdm l5n, cdn ngirng rivaroxaban 10mg trudc can

thiQp it *atzq gid, n6u c6 thO vd dpa tron quyiSt dinh hm sing ctia b6c s!.

Ntiu kh6ng thC tri hodn thti thupt, can Arintr gi6 tlng nguy co xu6t huy6t so v6i mfc dQ khAn

c6p cira can thiQp.

Sau thri thu4t xdm lAn ho4c can thiQp phdu thuft, c6n ti6p tpc dung lai rivaroxaban cing sorn

cang t6t khi tinh trang l6m sd,ng cho ph6p vd khi cAm m6u dugc thitit lfp theo quy6t dinh cfra

b6c s! <1i6u trf (xem phdn Dfic t{nh duqc dQng hec).

Nsudi cao tu6i

Nguy co xu6t huyi5t c6 th6 t6ng theo dO tu6i.

Phu nt c6 khi ndng mane thai

Chi str dung thudc cho phg nti c6 khi n6ng mang thai c6 6p dung c6c biQn phSp tranh thai

hiQu qu6.

K6o ddi khoane QTc

I(h6ng quan s6t th6y t6c dUng k6o dii khoang QTc khi dung thu6c.

Th6ne tin vC t6 duoc

Vi thu6c c6 chria lactose n6n bQnh nhdn c6 c6c v6n <le vC di truy6n hii5m gap voi dung n4p

lactose ho{c galactose (vi dg nhu thitiu hut Lapp lactase ho[c giam h6p thu glucose-galactose)

kh6ng n6n dirng.

Thu6c chr?a it hon I mmol natri (23mg1m5i hAu, c6 nghia vd co ban le "kh6ng c6 natri".

: BQnh nhan PE khdng 6n tlinh ve nuytit rlQng ho4c

benh nhen can AiCu tri ti€u huyi5t ttrOi tro6c cit UO ptrOi

Thu6c kh6ng dugc khuytin c6o thay thti cho heparin kh6ng ph6n tto4n & nhting benh nhan bi

thuy6n tic ph6i kh6ng 6n <tinh vA huyiit <tQng ho4c c6 tht5 duqc dieu tri huyiSt khOi troac cit b6

phOi ao sg an toi,n vi hiQu qui cria rivaroxaban chua dugc tfriet tap trong c6c truong hqp mm

sang niy.

Phan img tr6n da

C6c phan img trOn da nghiCm trgng bao g6m hQi chimg Stevens-Johnson/ nhi6m dQc ho4i trl

bi6u bi vd hQi chimg DRESS, dE tlugc b6o c6o trong c6c khio s6t sau khi thu6c duo. c phO

duyQt tr6n th! truong c6 li6n quan <tl5n viQc st dpng rivaroxaban (xem phdn tdc d4ng khilng

mong mu6n cila thuiic). Benh nhan dudmg nhu c6 nguy co cao nh6t voi nhting phan rmg niy 0

giai ttoan som cria qu6 trinh diAu tri: trong ph6n lon truong hgp, c6c phan tmg khoi ph6t trong

vdng nhimg tuan dAu ti6n diAu tri. NOn ngimg rivaroxaban khi eap su xu6t hiQn dAu ti6n cria
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ph6t ban da nghiOm trgng (vi du lan rdng, dt dQi val hoflc ph6ng rQp) hoac b6t k] d6u hiQu

m6n c6m nio kh6c kiit hqrp voi t6n thuong ni0m m4c.

Sfr dgng thu6c cho phg nil c6 thai vir cho con bri
* Phlr nft cd thai

chua c6 dt liQu vA oO an toe,n vi hiQu qu6 cta thu6c tr6n phg nt mang thai.

Tr6n chuQt vd th6 rivaroxaban cho th6y c6 clQc tinh dang kO cho me v6i c6c thay il6i rau thai

li6n quan ttiin co chti t6c dgng cira thu6c, (vf dp bii5n chung xu6t huyrit) dan <liin dQc tinh sinh

san. Khdng x6c dinh dugc khi ndng gdy qtuii thai nguy6n ph6t. Do nguy co xudt huyiSt nQi

sinh vd b[ng chtmg cho th6y thu6c qua dugc rau thai, n6n ch6ng chi <tinh srl dr,mg thu6c cho

phg nt mang thai.

* Phlt nfi cd khd ndng mang thai

Chi srl dgng rivaroxaban cho c6c php nt c6 khi ndng mang thai c6 6p dpng biQn ph6p trdnh

thai hiQu qu6.

* Phlt nie cho con brt

Chua c6 dt liQu vA OO an toan vi hiQu qud cira thu6c tr6n phq nti cho con bri. O chuQt,

rivaroxaban <tugc bii tiiSt vio sila.

Vi vfly, chi sri dgng thu6c sau khi rtii ngtmg cho con bti.

Anh hu6mg cria thuSc En khi nlng l6i xe, v$n hinh miy m6c

Ng6t vd ch6ng m{t dd duo. c b6o c6o vi c6 th6 anh huong rttin khn ndng l6i xe vi <ti6u knien t
m6y m6c. Benh nhen gep nhiing tic dyng ngo?r y niy kh6ng n€n Lii xe hoflc diOu khi6n m6y ]i
m6c. 'lL

Tuong t6c, tuong ky cta thu5c .,fl

* Tuong tic v0i cic thuSc khic vir cic dqng tuonrg tic khic 4
Tuone tac duoc d6ng hoc

Rivaroxaban tlugc thai trir chri yiiu theo ttudmg cytochrome P450 (CYP 3A4, CYP 2J2) qn
trung gian chuyiSn h6a t4i gan vi bdi tiiit qua than d dAng kh6ng d0i, fien quan toi hQ th6ng

vfn chuyiSn P-glycoprotein (P-gp) / protein O6i Erang ung thu vu (Bcrp)

Uc cn| CYP

Rivaroxaban khdng fc chi5 CYP 3A4 ho{c b6t ct d6ng phnn CYP chti yiSu nio kh6c.

Cdm ilmg CYP

Rivaroxaban kh6ng gdy cim tmg CYP 3A4 ho{c b6t ctt d6ng ph6n CYP chri ytiu ndo kh6c.

iinh huong toi rivaroxaban

St firng <16ng thoi rivaroxaban voi c6c thutic ric chti manh CYP 3A4 vi P-gp, c6 thO d6n toi

giim thii trir thu6c qua ci gan vd thfn, do tl6 s€ lim tnng it6ng k6 n6ng ttQ vi thoi gian trlc

dgng cria thu6c.
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Sir firng d6ng thoi rivaroxaban vi thudc ch6ng n6m nh6m azol ldketoconazol (400 mg mQt

lin/ngdy), mQt thu6c ric chti m4nh CYP 3A4 vd P-gp, hm AUC trung binh & trqng th6i c6n

blng cria thu6c ting l6n 2,6ldnvd ldm Cmax trung binh tdng l€n 1,7 lan, <l6ng thoi t6c dung

dugc lgc cfing tlng lOn <iling kC.

Dung d6ng thoi thu6c v6i ritonavir, thu6c ch6ng HIV nh6m r?c chti protease (600 mg, 2

l6rVngiy), mQt thu6c ric chi5 m4nh CYP 3A4 vd P-gp, gi6 tri trung binh ctra AUC vd Cmax

cta thu5c, tucrng img tEng l€n2,5 vi 1,6 hn, t6c dpng dugc lgc cira thu6c cfing ting l6n dang

Ke.

Vi vfly kh6ng khuytin c6o srl dpng thu5c cho c6c benh nhan dang <t6ng thcri sri dgng theo

dudng toan thdn c6c thudc chting n6m azol nhu ketoconazol, itraconazol, voriconazol vi
posacontvol ho4c c6c thu6c ch6ng HIV nh6m ric chiS protease (xem phin Cdnh bdo vd thQn

treng khi dilng thuiic).

Nguoi ta cho rlng c6c ch6t c6 ho4t tinh kh6c chi ric chti mdt trong c6c duong thai trt
rivaroxaban, ho{c h CYP 3A4 ho4c li P-gp, sE lim t6ng n6ng dQ rivaroxaban trong huyi5t

tuong <ttin mQt mtc ttQ it hon.

Clarithromycin (500 mg, 2lAr/ngiy), ctng du-o. c coi li mQt thu6c ric ch6 mqnh CYP 3A4 vd

ric ch6 P-gp o mric trung binh, lam teng AUC trung binh cira rivaroxaban l6n 1,5 lan vd Cmax

ting 1,4 mn. SU t6ng niy cflng gdn voi bi6n <10 biiSn thiOn binh thudmg cria c6c gi6 fi AUC vi
Cmax n6n duo. c cho ld kh6ng c6 f nghia ldm sang.

Erythromycin (500 mg, 3lAn/ngiy), ric ctri5 Cyp 3A4 vi P-gp 0 mric ttQ trung binh, ldm tang

gi6 tri trung binh cria AUC vi Cmax cta rivaroxaban l6n 1,3 mn. Sy tlng ndy nam trong gioi

han bi6n t10 bi6n thi€n binh thuong cua AUC vd Cmax n6n dugc cho ld kh6ng c6 f nghia l6m

sang.

Tr0n nhimg tt6i tuqrry benh nhan suy thfn mric <tQ nhg, erythromycin (500 mg 3 l6n/ngny) lem

tdng 1,8 hn gi6 tri trung binh AUC ctia rivaroxaban vi 1,6 mn Cmax khi so s6nh voi cl6i

tugng benh nhan chtc n6ng than binh thuong kh6ng sti dgng thu6c <t6ng thoi. Tr0n nhting tl6i

tugng benh nhen suy thdn mfc ttQ trung binh, erythromycin lim fing2l&r gi6 tri trung binh

AUC vi 1,6 Hn Cmax khi so srffi voi tti5i tuqng benh nhan chric nlng than binh thuong

lrlr6ng sir dpng thu6c <tdng thoi (xem phdn Cdnh bdo vd thQn treng khi dimg thuiic).

Fluconazol (400 mg m6i ngiy mQt l6n), duo. c coi nhu ch6t tc chti CYP 3A4 vira phii, lim

tAng g6p 1,4 hn AUC trung binh vd tdng 1,3 Hn Cmax trung binh cta rivaroxaban. Sg gia

ting niy ld trong bi6n d0 bii5n thiOn binh thudng cria AUC, Cmax vd dugc coi nhu kh6ng c6

ngtria ldm sang (xem phdn Cdnh bdo vd thQn trgng khi dimg thuiic).

Dung ddng thcri rivaroxaban vd rifampicin, mQt thu6c g6y cAm rmg CYP 3A4 vd P-gp manh,

hm ginm L:hoang 50% AUC trung binh cria rivaroxaban, d6ng thoi lem gitm t6c dgng dugc
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lgc ctra thu6c. St dgng d6ng thoi rivaroxaban vli cdcthu6c cim img manh CYP 3A4 kh6c (vi

dp phenytoin, carbamazepin, phenobarbiton hay St. John's Wort) ctng c6 thC hm gi6m n6ng

dQ rivaroxaban trong huyi5t tucrng.

S1r ginm ndng dQ rivaroxaban trong huy6t tuong dugc coi li kh6ng c6 thich <tang ve mpt l6m

sang ttdi voi nhimg benh nhan diAu tri beng liAu rivaroxaban 10mg 1 l6n/ngdy <10 phdng ngria

thuyEn tic huyi5t ttrOi tintr m4ch (VTE) sau phSu thuft theo chuong trinh chinh hinh khdp

hang vd khorp g6i.

NOn than trgng khi str dqng ddng thoi voi c6c ch6t cim tmg CYP 3A4 manh.

Do c6c dti liQu l6m sang c6 sEn han chiS voi dronedaron, nOn trrffi dung it6ng thdi voi

rivaroxaban.

Tuone t6c duoc luc hoc

Nhdm thu6c tchdng d6ng

I(hi dung phOi hqp enoxaparin (40 mg mQt li6u duy nh6t) vcyi rivaroxaban (10 mg mQt [Au

duy nh6t), dA nhAn th6y c6 tic dgng cQng thOm h6n hopt tinh kh6ng yi5u t6 Xa nhtmg l4i

ktr6ng c6 tric dgng cQng th6m ndo trOn c6c x6t nghiQm d6ng m6u (PT, aPTT). Enoxaparin

kh6ng Anh huong toi dugc dQng hqc ctia rivaroxaban.

Do nguy co xu6t huytit gia tlng, n6n cdn cht f benh nhan n6u di6u tri ttdng thoi voi b6t k! c6c

thu6c ch6ng <t6ng kh6c (xem phdn Cdnh bdo vd thQn trqng khi dimg thuiic).

NSAIDshhuiic thc chd trit tdp tiau cdu \
Ift6ng k6o dii thoi gian xu6t huytit li6n quan ldm sang sau khi dung ttdng thoi rivaro*uU*i)

(15mg) vd 500 mg naproxen. Tuy nhiOn, c6 th6 c6 nhthrg c6 th6 benh nhan c6 <t6p ung duq/

lgc hgc manh mE hon.

Kh6ng quan s6t th6y tuong t6c dugc tlQng hgc hay itugc lgc hgc nio c6 f nghia tr6n ldm sang

ktri st dgng ph6i hgp rivaroxaban voi 500 mg acetylsalicylic acid.

Clopidogrel (li6u khoi dAu 300 mg, sau d6 duy tri voi li0u 75 mg) kh6ng gdy ratuong tilc

dugc ttQng hgc (voi rivaroxaban lSmg). Tuy nhi6n, tr6n mQt ph6n nh6m benh nhan c6 th6y

tdng thoi gian xu6t huytit kh6ng tuong quan <ti5n ktit t{p ti6u cAu, n6ng ttQ P-selectin hay c6c

mtc dQ thg th6 GPIIb lllla (xem phdn Cdnh bdo vd thQn trpng khi dimg thuiic).

Cdn giAm s6t chflt ch6 n6u benh nhan du-o. c tti6u tri <l6ng thoi bang NSAIDS (bao g6m acid

acetylsalicylic) vi thuiic ric chiS ti5t tAp ti6u cAu boi vi d6y ld nht,rg thui5c di€n hinh lim t6ng

nguy co xu6t huyiSt.

SSX/s/SNR/s

Nhu c6c thu6c ch6ng <t6ng kh6c, c6 th6 c6 khi nang bQnh nhan bi t6ng nguy co xu6t huytit

trong trudrng hqp dung il6ng thoi voi SSRIs ho[c SNRIs theo nhu t6c dpng <16 dugc b6o c6o

ctra c6c thuiSc niy trOn ti6u cAu. Khi sri dUng d6ng thoi vcri rivaroxaban trong nghiOn criu l6m
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sang, ty lQ cao hcm d6ng kO c6c bitSn cd xu6t huytit n4ng hopc kh6ng n{ng li6n quan dtin ldm

sang <16u g{p o tdt circ6c nh6m diOu tri.

Wafarin

ViQc chuyEn cdc bQnh nhan tt su dgng warfarin (INR 2,0-3,0) sang rivaroxaban (20 mg) hoac

ttr rivaroxaban (20 mg) sang warfarin (INR 2,0-3,0) hm tdng thoi gian prothrombir/ INR

(Neoplastin) nhi6u h<rn ld cQng th6m vdo (c6c gi6 tr! INR dcrn 16 dugc ph6t hiQn l6n tt6n 12),

trong khi OOi vOi nhimg t6c t1Qng l6n aPTT, thi sp rlc ch6 ho4t tinh cria yi5u t6 Xa vd tiAm ndng

thrombin nQi sinh li cQng th6m vdo.

Ntiu mu6n kiiim tra cdc tirc dpng duo. c luc cria thudc trong giai do4n chuy6n d6i, thi ho4t tinh

ch6ng Ytiu t6 Xa, PiCT, vd HepTest c6 th6 dugc sri dpng vi nhtng thri nghiQm ndy kh6ng bi

6nh huong boi warfarin. Tt ngdy thr? 4 sau khi dtmg warfarin trd di, tdt cit ciic x6t nghiQm

(bao g6m ci PT, aPTT, fc chti ho4t tinh cria Yi5u t6 Xa vd ETP) chi phan 6nh anh huong cria

rivaroxaban (xem phdn Cdch dilng, lidu dimg).

N6u mutin kir5m tra cdc tfuc dpng ducr. c lgc cria warfarin trong thdi ky chuyi5n d6i, vigc do

lucrng INR c6 thO duqc sir dgng t4i n6ng d0 Ct,ouer, cta rivaroxaban (24 gid sau khi u6ng HEu

rivaroxaban tru6c d6) vi thrl nghiQm nay r6t it bi anh huong boi rivaroxaban t4i thoi tli6m niy.

I(h6ng c6 tuong t6c dugc dQng hqc nio duo. c ph6t hiQn gitla warfarin vi rivaroxaban.

Thric 6n vi c6c chti phim tu sta

Rivaroxaban l0 mg c6 th6 itugc dirng cung ho4c kh6ng ctng voi thric dn (xem phin Dqc tinh

duqc ilQng h7c).

Nhiing tuong t6c thulSc ttuoc cho th6y kh6ng tdn tai

Kh6ng c6 tuong trlc duo. c ttQng hqc Hn nhau gita rivaroxaban vi midazolam (co ch6t ctra

CYP 3A4), digoxin (co ch6t ctia P-glycoprotein) ho{c atorvastatin (co ch6t cria CYP 3A4 vi
P-ep).

Dung it6ng thoi voi ch6t ric chii bom proton omeprazol, ch6t dOi kh,ing thg th6 H2 ranitidin,

antacid nh6m hydroxide / magiO hydroxide, naproxen, clopidogrel ho[c enoxaparin kh6ng

anh huong di5n sinh khn dgng vi duo. c ttQng hqc cria rivaroxaban.

Khdng quan s6t tldy tucrng t6c duo. c dQng hgc hoflc duo. c lyc hgc c6 f ngtria lAm sang khi

rivaroxaban dung d6ng thoi voi acetylsalicylic acid 500 mg.

Tuong t6c voi c6c th6ng s6 x6t nghiOm

C6c x6t nghi$m do luong th6ng s6 d6ng m6u (PT, aPTT, Hep Test@) dugc cho li sC bi anh

huong bcvi co chti t6c dgng cua thuiSc.

* Tuong ky

Do kh6ng c6 cfuc nghiOn cr?u vA tfnh tuong ky cria thu6c, kh6ng trQn l6n thui5c ndy voi c6c

thu6c kh6c.

T6c dgng kh6ng mong mu5n cfra thu6c
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* Tdm tfu ni so tlnh an todn

Tinh an todn cira rivaroxaban tt6 dugc <t6nh gi6 trong 20 nghiOn criu pha III bao g6m 70.021

benh nhen sri dgng rivaroxaban, duo. c fiet kC trong bang du6i d6y:

Bing 1: Sd bQntr nhin nghiOn cftu, t6ng fidu hirng ngiy vir khoing thdi gian rlidu tri t6i
da trong cic nghiGn cftu pha III cria thu6c

Chi ilinh trong cic nghiOn crfru

pha III
56 bQnh

nhf,n*
T6ng lidu hing ngiry

Khoing thiri gian

ili6u tri t5i Aa

Phdng ngira thuy6n t[c huy6t

ktrOi tinl mach (VTE) d benh

nh6n nguoi lcm dugc ph6u thuat

theo chucrng trinh thay thti khcrp

h6ng ho4c khop gdi (RECORD

r-4)

6.097 10 mg 39 ngdy

Phdng ngira thuyOn tic huy6t

tctrOi tintr m4ch 0 benh nh6n mic

bQnh nQi khoa c6p phii nhflp

viQn (MAGELLAN)

3.997 10 mg 39 ngdy

Di6u trf vi dg phdng t6i ph6t

DVT vd PE (EINSTEIN DVT,

PE, -EXT, -CHOICE)

6.790

Ngiy | -21:30 mg

Ngny 22vitsau d6: 20

mg

Sau it ntr6t O thang: 10

mg hoflc 20 mg

2l thifJlg

DU phdng dQt quy vd thuy6n t6c

m4ch toan thdn d c6c bgnh nhan

rung nhikh6ng do bQnh lf van

tim (ROCI(ET -AF, J-

ROCKET)

7.750 20 mg 41 thrlng

Ds phdng huytit kh6i d benh

nhdn nguoi lon sau hQi chtmg

m4ch vanh c6p (ACS) (ATLAS

ACS TrMr sl)

10.22s

5 mg ho{c 10 mg tuong

img trong ktit hgrp v<ri

ho4c ASA hoflc ASA

ctng voi clopidogrel

ho{c ticlopidin

3l thrlng

Dg phong dQt quy, nh6i m6u co

tim vd tri vong do tim m4ch, vd
18.244

5 mg dung kOt hqp voi

100 mg ASA ho{c 10
47 thang
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dy phdng nh6i m6u chi c6p tinh

vd tri vong 6 benh nhdn c6 bQnh

dQng m4ch vanh (CAD) hopc

bQnh ttQng mach ngo4i biOn

(PAD) (COMPASS)

mg don trf

Dp phdng dQt quy vi thuy6n t8c

mach toin than 0 nhiing bQnh

nhan b!dQt quy do t6c m4ch

kh6ng x6c <t!nh gan Aay

(NAVIGATE ESUS)

3.562 15 mg ngdy mQt l6n 24thang

Dy phdng c6c bi6n c6 VtP c6

triQu chimg vi tfr vong li6n quan

<Ii5n VTE trong thoi gian 45

ngdy sau khi xu6t viQn o bQnh

nh6n mic bpnh nQi khoa c6p

ph6i nhfp viQn c6 nguy co cao

(MARTNER)

5.892
l0 (hoac 7,5) mg ngiy

^_,tmot lan
45 ngdy

Giam nguy co tu vong, nh6i

m6u co tim ho{c <tQt quy o

nhting benh nhan bi suy tim vi
bQnh mpch vinh nghiOm trgng

sau mQt dqt suy tim m6t bir

(CoMMANDER HF)

2.499
2,5 mgngdy hai mn nit

hgrp voi ASA 100 mg

42thang(ho4c >

1.260 ngdy)

Giam rj lQ tich lfiy cira DVT, PE

vi VTE li€n quan d6n tu vong d

benh nhan nguoi lon mic c6c

1o4i ung thu kh6c nhau c6 nguy

co VTE cao (CASSINI)

405 10 mg ngiy mQt l6n
6,9 th6ng (hoac

207 ngiLy)

So srinh ph6c ttd ch6ng huy€t

ttrOi srf dgng rivaroxaban voi

ph6c tt6 str dgng thu6c khang

tii5u cAu sau khi thay van <tQng

m4ch chti qua da (TAVR) a6 tOi

uu h6a ki5t cpc l6m sang

(GALTLEO)

801

10 mg ngdy mQt l6n +

ASA li6u th6p/sau 90

ngiy dung l0 mg

24 thing (hoitc 720

ngdY)
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Di6u trithuy6n tEc huyOt khdi

tinh m4ch (VTE) vd dy phdng

t6i ph6t VTE 0 tr6 so sinh dt
thrlng vd trd em du6i 18 tu6i sau

khi bat itAu cti6u tr!ph6c ct6

kn,ing d6ng ti6u chu6n

(EINSTEIN Junior Phase III)

329

Li6u di6u chinh theo

trgng luqng co th6 dO

d4t dugc mric phoi

nhiSm quan s6t thdy 6

ngudi 16n khi di6u tr!

DVT vd PE voi 20 mg

rivaroxabanngiy I l6n

12thing

DU phdng c6c bi6n cO huytlt

ttrOi O benh nhan sau thir thuft

t6i th6ng mpch mdu chi du6i

gan Oay do PAD c6 triQu chimg

(V0YAGER PAD)

3.256 2,5 mgngdy hai hn ket

voi v6i ASA 100 mg

42thang

*Benh nhdn sri dune it nBenh nhan sri dung it nh6t mQt li€u rivaroxaban

Bing 2z T! lQ crflc bi6n c6 xu6t huy6t vi thi6u miu & nhinng bQnh nhin di di6u tri vtfi

rivaroxaban trong cic nghiOn cftu pha III dfl hoin tdt:

\
5,

iA

/
.,i.t

Chi ilinh trong cic nghiOn cftu pha III Xuit huy6t bAt ky Thi6u miu
Phdng ngua thuy6n tic huytlt kh6i tinh m4ch

(VTE) 6 benh nhdn ngudi lon duo. c phSu

thuQt theo chuong trinh thay th6 khop h6ng

hoac khop gOi lnrCORD l-4)

6,8% bQnh nh6n 5,9% benh nhan

Phdng ngira thuy6n tic huyi5t t<trOi tintr m4ch

d benh nhdn mic benh nQi khoa c6p phii

nhap viQn (MAGELLAN)

l2,6Yo benh nhan 2,1% bQnh nhan

Di6u tri vi dg phdng DVT vd PE t6i ph6t

(EINSTEIN DVT, -PE, -EXT, -CHOICE)
23% benh nhan 1,6% benh nhan

DU phdng tlQt quy vd thuy6n tic m4ch toan

than d c6c bQnh nhdn rung nhi khdng do bQnh

llf van tim (ROCI(ET-AF, J-ROCKET)

28 trOn 100 benh nhan

n6m

2,5 tr6n 100 benh

nhdn n6m

Dg phdng huy6t ttrOi 0 benh nhan nguoi lon

sau hQi chimg m4ch vanh c6p (ACS)

(ATLAS ACS TrMr sl)

22trdn 100 benh nhan

ndm

1,4 tr6n 100 benh

nh6n n6m

DU phdng ilQt quy, nh6i mau ccy tim vd tri

vong do tim m4ch, vd dg phdng nh6i m6u chi

c6p tinh vd trl vong d benh nh6n c6 bQnh

6,7 tr€n 100 benh nhan

n[m

0,15 tren 100

benh nhan ndm*
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dQng m4ch vdnh (CAD) hoflc bQnh ttQng

m4ch ngo4i bi0n (PAD) (COMPASS)

,

i
I

DU phdng dQt quy vi thuy6n tIc m4ch toan

then d nhiing benh nhan bi dQt quy do tic

m4ch kh6ng x6c dinh gAn d6y (NAVIGATE

ESUS)

l2,4oh benh nhan 0J% benh nhan*

Dg phdng c6c bi6n c6 Vtp c6 triQu chimg vi
tir vong li6n quan di5n VTE trong thdi gian 45

ngdy sau khi xu6t viQn d benh nhan m6c bQnh

nQi khoa c6p phni nh{p viQn c6 nguy co cao

(MARTNER)

3,0% benh nhan
< 0,1% benh

nhan*

Giam nguy co tri vong, nh6i m6u co tim ho{c

dQt quy o nhimg benh nhan bi suy tim vd

bQnh m4ch vanh nghiOm trgng sau mQt dgt

suy tim m6t btr (COMMANDER HF)

ll,sYo benh nhan l,4%obQnh"ha"-.)

)
Giam t} lQ tich lty cria DVT, PE vd VTE li6n

quan d6n tri vong d benh nhdn nguoi lon mic

c6c lopi ung thu kh6c nhau c6 nguy co VTE

cao (CASSINI)

23,2Yo benh nhan
l4,lohbQnh

nhen*

So srffi ph6c <16 ch6ng huy6t kh6i sri dUng

rivaroxaban voi ph6c tt6 sfr dUng thu6c kh6ng

ti6u cAu sau khi thay van clQng mpch cht qua

da (TAVR) a6 tOi uu h6a k6t cpc l6m sang

(GALTLEO)

25,6Yo benh nhan 2,4%b}rhnhan*

Di0u tri thuyOn tdc huy6t kh6i tinh m4ch

(VTE) vi dg phdng t6i phrlt VTE 0 trd so sinh

ttir th6ng vd tr6 em duoi l8 tu6i sau khi bit

dAu diAu tri ph6c eO krang <l6ng ti6u chuAn

(EINSTEIN Junior Phase III)

39,50 benh nhan 4,6% benh nhen

Dp phdng c6c biOn c6 huy6t kh6i 0 benh nhen

sau thtr thuflt trii th6ng m4ch m6u chi duoi

gan Oay do PAD c6 triQu chimg (VOYAGER

PAD)

(16,9% benh nhan)

8,38 tr6n 100 benh nhan

ndm

(1,5% benh

nhan*) 0,74 tr€n

100 benh nhan

ndm*

* Phuong ph6p ti6p cOn chsn lsc x6c <tinh tru6c t16 thu thdp bi6n c6 UAt lqi dd duqc 6

Trang 16/25

th4p p dung.

https://trungtamthuoc.com/



Do phucrng thr?c t6c dgng dugc ly, thu6c c6 th€ tli kdm vdi tdng nguy co xu6t huyiSt tiQm dn

ho4c rd rang ttr U6t ty m6 vi co quan c6 th6 d6n ACn thi6u mdu hfu xu6t huyi5t. Nguy co xu6t

huytit c6 th6 t6ng trong mQt s6 c6c nh6m benh nhan, vi dg benh nhan t6ng huy6t rip r1Qng

m?ch nghiCm trgng kh6ng kir5m so6t dugc vdlho4c dring d6ng thoi thudc inh hucrng rltin sU

cAm m6u (xem phdn Cdnh bdo vd thQn trsng khi dimg thuiic). C6c d6u hiQu, triQu chimg, vi
mfc <tQ nghiOm trgng (bao g6m cd ktit qu6 tr? vong) sE thay d6i theo vi trf vi mric <lQ hay

pham vi xu6t huytit valtro{c thiiiu m6u (xem phdn euti tiiuvd cdch x* tri).
Bii5n chimg xu6t huy6t c6 th6 bi6u hiQn nhu suy yi:n, t6i xanh, choang ving,nhric dAu ho4c

stmg t6y, kh6 thd vi s5c kh6ng gi6i thfch dugc. Trong mQt s6 trudng hgp ln mQt hfu quA cria

thi6u m6u, c6c triQu chimg cta thii5u m6u cuc b0 tim nhu dau nggc ho{c itau thit ngyc dd

duo. c quan s6t.

C6c bitin chimg thf c6p da bi6t d6n cria viQc xu6t huyi5t nqng nhu hQi chrmg khoang vd suy

th0n do gi6m tu6i m6u dE du-o. c b6o c6o cho thu6c. Do d6, khi ndng xu6t huyi5t n6n du-o. c xem

x6t trong viQc danh gi6 cdc di6u kiQn trong b6t cri bQnh nhdn di6u tri thudc ch6ng d6ng m6u

nio.

* Brtng fiet kA cdc trfrc dltng hh6ng mong mudn

Ctlc tdn su6t ctia ADRs b6o c6o voi thu6c e benh nhdn nguoi lon vd tr6 em dugc t6m tit trong

bang duoi <tdy. Trong mdi nh6m tdn su6t, cdctfucdgng kh6ng mong mu6n dugc trinh bdy theo

tht tU mtc t10 nghiOm trgng giim aan. fan su6t dugc x6c dfnh nhu sau:

R6t thucrng gap (> l/10),

Thuong g{p (> l/100 d6n < l/10),

it gap (z l/1.000 di5n < l/100),

Hii5m gap (> l/10.000 di5n < 1/1.000),

Bing 3: TAt ci cic phin fug thudc trong thtri gian ilidu tri dugc b6o c6o O nhtug bQnh

nh0n trong cic nghiGn crriu giai dop III (c0ng ddn ttr RECORD l-4, ROCKET, J

ROCKET' MAGELLAI\' ATLAS, EINSTEIN (DVT/PE/Extension/CHOICE) vir

COMPASS*, NAVIGATE ESUS* MARINER*, COMMANDER HF*, CASSINI*,

GALILEO*, trong hai nghiGn crfru pha II vi mQt nghi0n cli,u pha III EINSTEIN Junior

0 tr6 em, vi VOYAGER PAD*)

4
r
i

,Pl{

e

Nh6m hQ co quan

(MedDRA)
Thuimg gflp it eip Hi6m gflp

R6i lo4n hQ th6ng m6u

vd b4ch huyiSt

Thi6u m6u (bao g6m ci
th6ng so x6t nghiQm

tuong img)

TEng tii5u cAu (Bao
}.-A.gom tang so luQmg

titiu cAu) A

R6i loqn tim Nhip tim nhanh
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Rdi lo4n mit Xuat huy6t mat @ao

g6m xu6t huytit ktit

m?c)

R6i lo4n ti6u h6a Xu6t huy6t nudu ring

Xu6t huyi5t clucrng ti6u

h6a (bao g6m ci xu6t

huytit trpc trang)

Dau bgng vd d4 diy

ru0t

Kh6 ti6u

Bu6n n6n

T6o b6n A

Ti6u chiy

N6n A

KhO miQng

R6i loan chung vd bQnh

tai ch6 u6ng thu6c

S6t A

Phir ngo4i vi

Giam sric lpc vi nlng

luqng (bao g6m cd mQt

m6i vd suy nhugc)

Cdm gi6c ldr6ng kh6e

@ao gdm kh6 chiu)

Pht cpc bQ A

R6i lo4n gan - mflt Suy gan Vang da

R6i loqn hQ th6ng mi6n

dich

Phan wrg diung

Vi6m da d!tmg

Thuong tich, ngQ <IQc vd
, ,.icrlc bi€n chimg sau thri

thu4t

huyOt

thu4t (bao gom thitiu

m6u sau ph6u thuit, vi
xu6t truytit viSt thuong)

ttUng dap

Dich ti6t ra tu v6t

thuong A
Gia phinh

mpch

C6c x6t nghiQm Tdng transaminase TEng bilirubin

TEng phosphatase

ki6m trong m6u A

T[ng LDH A

T6ng lipase A

TEng amylase A

Tlng GGT A

-\31

colr
c0t
GL(

iilllt

.>rto
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R6i lopn co xuong, m6

HOn ki5t vi xuong

Dau o ddu chi A TU m6u khop Xudt huy6t co

R6i loen h9 than kinh Chorlng vrlng

Nhftc dAu

Xu6t huy6t nQi sg vi
n6o

Su b6t tinh

R6i lo4n thfln vi ti6t niQu Xu6t huy6t ttucrng tiiSt

niQu sinh dgc (bao g6m

ci tirSu m6u vd rong

kinh B)

Suy th4n (bao g6m tdng

creatinin m6u, tdng urO

tlng) A

R6i loan ducrng hO h6p Chdy m6u cam

Ho ra m6u

R6i loan da vd m6 duoi

da

Ngria (bao g6m ch

trucmg hqrp khdng pho

biiin benh ngria

toan thdn)

Ph6t ban

BAm xu6t huyrSt duoi da

Xu6t huytit da va

ducyi da

Chung mdy day

R6i lo4n m4ch H4 huyOt 6p

Tg m6u

quan s6t sau ph5u thu4t c.hinh hinh chi du6i

-/.
'4

B quan s6t th6y trong <ti6u tri VTE r,6t ptrO bitin o phu nt <55 tu6i
c quan s6t kh6ng thuong xuy6n trong tri liQu ACS (sau khi can thiQp qua da)

* Phuong ph6p titip cfn chgn lgc x6c dlnh tru6c <li! thu thfp biiSn cO U6t lqi de dugc 6p dung.

Ty l9 gip c6c ADR khOng tlng vi kh6ng c6 ADR moi duo. c ghi nhen tt d[ liQu nghiQn ctu
pha III trOn ngucri lon dA dugc phdn tich.

Cic khio sit sau khi thudc dua ra thi trudmg

C6c phan img ngo4i f duoi tl6y <lugc ghi nhan cirng voi thoi gian thu6c luu hanh tr€n thi

trucrng.

C6c rdi loan hQ tMrrg mi6n dich: Phir m4ch vi phir di ung

C6c r6i lo4n tludmg mflt cria gan: Tic mft, vi6m gan (bao gdm t6n thucmg tti bio gan)
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C6c rdi loan hQ th6ng m6u vi b4ch huytit: Gi6m ti6u cAu

Th6ng bdo ngay cho bdc s! hofic drqc sj nhibng phdn ftng cd hqi sdp phdi khi sfr dyng

thudc.

Qui lidu vir c6ch xft tri
MQt s6 it trucrng hqp qu,i liAu l6n tttin 1960 mg tt6 dugc b5o c6o. Trong truong hgp qu6li6u,

c6n quan s6t cAn thfn bitin chimg xu6t huyi5t ho4c phan tmg b6t lqi kh6c 6 benh nh6n. Do sy

h6p thu bi han ch6, n6n hiQu qui d mric t5i da mi kh6ng c6 th6m sg gia tlng phoi nhi6m trong

huy6t tuong trung binh c6 th6 xdy ra cv licu tr6n di6u tr! 50 mg ho{c cao hon.

ViQc sri dpng than ho4t tinh ldm gi6m h6p thu trong trucmg hap qu6 li6u rivaroxaban c6 th6

duoc xem x6t. Do rivaroxaban gfn vcri protein huytit tuong cao n6n c6 th6 kh6ng th6m t6ch

du-o. c.

Xft tri xufu huyiit

Ni5u mQt bi6n chtmg xuAt huytit xhy rad benh nh6n dang dtng rivaroxaban, thi cdn tri hodn

viQc u6ng thu6c tii5p theo ho{c cAn ngung di6u tri thich hgrp. Rivaroxaban c6 thdi gian ban

hriy khoang 5 diin 13 gio. Xt trf cho timg c6 nh6n tuy theo mric dQ nghiOm trgng vd vi tri xu6t

huytit. Ei0u tri triQu chimg thich hqp c6 thiS dugc sti dung khi can thii5t, cheng h4n nhu n6n 6p

co hgc (vi dp nhu, d6i voi chiy m6u cam nang), cim m6u ph6u thuat voi c6c tht thu{t kii5m

so6t xu6t huyi5t, truy6n dich vi h5 trq vC huy6t dQng hgc, c6c san phim m6u (h6ng ciu hng

ho{c huytit tuong tl6ng lanh tuoi, tuy thuQc vio tinh trang thii5u m6u ho{c bQnh it6ng m6u di

kdm) ho4c ti6u cAu.

Ntiu xudt huytit kh6ng ttrO nem so6t duo. c b6ng c6c biQn ph6p tr6n, thi viQc dung mQt ch6t ti€n

d6ng mriu <t{c hiQu, ch6ng h4n nhu phric hqp prothrombin c6 rtflc (PCC), phric hgrp

prothrombin c6 d{c duo. c ho4t h6a (APCC), t5i t6 hgp yi5u tO VlIa (r-FVIIa), ho{c andexanet

alfa, mQt t6c nhin dio ngugc ric chti y6u td Xa d{c hicu cen dugc xem x6t niiu c6 s8n. Tuy

nhi6n, hiQn nay kinh nghiQm l6m sang cdn 
"6t 

tan chil voi viQc srt dgng c6c san phAm niy tr6n

nhtrrg nguoi <Iang dung rivaroxaban (xem phdn Dfic tinh Duqc lqc hpc).

Protamine sulfat vi vitamin K sE kh6ng duo. c xem ld c6 anh huong diSn ho4t tfnh ch6ng rl6ng

m6u cta rivaroxaban.

Kinh nghiQm cdn han chl5 voi axit tranexamic vd kh6ng c6 kinh nghiQm voi axit aminocaproic

vi aprotinin d nguoi dtrng rivaroxaban. Kh6ng c6 ly do khoa hgc cho lgi fch cfing nhu kinh

nghiQm voi desmopressin cAm m6u toan thdn tr6n nhtng nguoi dtng rivaroxaban.

D[c tinh duqc lgc hgc

Nh6m thu6c tri liQu: Ch6t rtu ch6 tryc titip y6u t6 Xa

Md ATC: B0IAF01
* Co chd ttic dlrng

\

\

,,
.$

I
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Rivaroxaban li mQt ch6t fc chti chgn lgc cao vi tryc tiiip yi5u td Xa dung theo rlunng ui5ng.

Sg ho4t ho6 ytiu tO X thanh y6u t6 Xa (FXa) th6ng qua c6c con dudng nQi sinh vi ngo4i sinh

git vai trd trung t6m trong ddng th6c d6ng m6u.

* Tric dqtng drgc hpc

Sg ric chti ho4t tinh cira Ytiu tO Xa phq thuQc liAu <te dugc quan s6t th6y tr6n nguoi. Thoi gian

Prothrombin (PT) bi enh huong lQ thuQc theo li6u rivaroxaban st dpng c6 tuong quan ch{t

ch6 voi c6c n6ng <tQ huytit tuong (gi6 tri r bang 0,98) niSu dirng Neoplastin <10 thri. C6c thu6c

thri kh6c c6 th6 cho c6c kiSt qun kh6c nhau. KiSt qui cho PT <lugc tfnh theo gi6y, bcri vi chi s6

INR (Ti lQ chu6n ho6 qu6c tiS; chi tluqc dinh chuAn vi c6 gi6 td A6i v<yi coumarin vi kh6ng

th6 st? dung cho b6t crt thudc ch6ng d6ng ktr6c. O nhfng bgnh nhan trii qua dai ph6u chinh

hinh, ti le 5/95 A5i voi PT (Neoplastin) 2 - 4 gid sau khi udng thu6c (rlc ld thoi gian dqttdc

dpng t6i da) trong gioi han tir 13 toi 25 gi6ry.

Thoi gian ho4t ho6 mQt phdn thromboplastin (aPTT) vd HepTest ctng bf k6o dni phg thuQc

vio li6u d*g; tuy nhi6n kh6ng k*ruy6n c6o srl dgng c6c chi s6 niy tt6 <ilffi gi6 t6c dpng dugc

lgc cua rivaroxaban.

I(h6ng can thiiit phii theo d6i c6c tham s6 d6ng m6u trong didu tri hm sing thuong quy vcri

rivaroxaban.

Tuy nhi6n, khi c6 chi dinh tr6n l6m sdng, ndng ttQ cria rivaroxaban c6 th6 dugc do blng c6c

x6t nghiQm ttinh luqng yiSu t6 kh6ng Xa.

Df,c tinh duqc dQng hgc

* Hdp thu vd sinh khd dryng

Rivaroxaban h6p thu nhanh voi ndng dO tOi da (Cmar) khoang 2-4 giit sau khi u6ng thu6c.

SU h6p thu theo <tudrng u6ng cua rivaroxaban h gan nhu hoan tod,n vi sinh khi dgng duong

u6ng ktr6 cao (80 - IOO%) OOi voi li6u thu6c vi6n l0 mg, b6t tC AiCu kiQn nhin <16i/ hay dA An.

Dung ddng thoi voi thtc 6n kh6ng hm enh huong toi AUC hay Cmax cta rivaroxaban d li6u

lOmg. Thu6c c6 th6 dtng cirng ho{c kh6ng ctng voi thtc dn (xem phin Ctich dimg, liiu
dilng).

Tinh biiSn thi6n vO dugc <tQng hgc cua rivaroxaban 0 mtic vira phii voi tinh bii5n thi6n gita

cdc cdthC (CV%) gioi h4n fi30% ddn40%.

Trong truong hqp dung rivaroxaban qua con tludng lJr6c (vi dp nghidn thu6c ra vi dua qua

iSng th6ng d4 ddy), tnffi dua rivaroxaban <ti5n <lopn xa hon da dny vi di6u ndy th6 ldm giim sp

hAp thu vd phoi nhi6m thu6c.

Tinh sinh khi dqng (AUC vi Cmax) tuong t.u d6i voi vi6n rivaroxaban 20 mg nghidin ra vi
trQn vdo nudc s6t t6o ho{c nu6c dirng <tudmg u6ng qua 6ng th6ng da dny titip theo sau d6 li
bta dn l6ng so vcri u6ng todm vi0n thu6c. Do d4c tinh dugc dQng hgc tuong img vdi li6u c6

6
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th6 dU dorin duo. c cta rivaroxaban, ndn tinh sinh khi dUng tir nghiOn cr?u ndy c6 th6 6p dUng

cho li6u rivaroxaban th6p hon.

* PhAn b6

Thu6c gin t6t cao voi protein huy6t tuong ngudi, khoang 92% t6i 95%o, chtryiSu voi thanh

phan albumin. Tho tich phdn bo o mric wa ph6i vu giltri vss khoang 50L.
* Chuyin hod vd thdi trir

Khoang 213liil rivaroxaban u6ng vdo bi tho6i bii5n do chuy6n ho6, sau <16 mQt nria s6 dugc

thai tru qua thfn vn phdn cdn l4i qua phdn. 1/3 liAu dtng ttu-o. c thai tru tr.uc tiisp qua th{n duoi

dqng hoat ch6t khong rt6i trong nudc ti6u, chri yriu qua bii tiiSt tich cpc & thfln.

Rivaroxaban dugc chuyOn ho6 nhd CYP3A4, CYP2J2, vi co chi5 ctgc lfp voi CYP. Str tho6i

biSn do oxid h6a ph6n nfta morpholinone vd thriy ph6n c6c 1i6n t6t amid li c6c vi trf sinh

chuy6n ho6 chinh. Dya tr6n c6c nghiOn ci;a in vitro, rivaroxaban ld ch6t ndn cria protein vgn

chuy,Sn P-gp (P-glycoprotein) vd Bcrp (protein AOi Hr6ng ung thu w).
Rivaroxaban d4ng kh6ng b! chuyOn ho6 h hgp ch6t quan trgng nh6t trong huyi5t tuong nguoi

kh6ng c6 ch6t chuy,-An ho6 tudn hoan chri yi5u ho4c c6 ho4t tinh ndo. Vdi dO thanh thii co th6

ldroang 10 l/h, c6 th€ x6p rivaroxaban vio nh6m c6c thu5c thanh thni chflm. SU thai tru cria

rivaroxaban kh6i huylSt tuong xhy ruvoi thoi gian brin hty tu 5 rttin 9 gid 6 nguoi tr6 tudi vi
tt 1l <ti5n 13 gid & nguoi cao tu6i.

* Ngudi cao tuii
N6ng dQ thu6c trong huytit tuong bQnh nhan cao tur5i cao hon so voi 6 benh nhen tre tu6i voi

cic giittri AUC trung binh cao hon khoang 1,5 lah, chri yi5u li do giim dO thanh thai qua th4n

vi toan phdn @em phin Cdch dimg, tiiu dilng).

* Girlt t[nh

I(h6ng c6 kh6c biQt vA duo. c <lQng hgc tr6n l6m sang gitta bQnh nhin nam vi nt (xem phtin

Cdch dimg, tiiu ditng).

* CAn ning

Nhting benh nhan 0 nhihrg th6i cgc trgng lugng co th6 kh6c nhau (<50 kg so voi >120 kg) chi

c6 anh huong r6t it dtin n6ng <IQ thuiSc rivaroxaban trong huytit tuong (< 25%) (xem phdn

Cdch dimg, liiu dimg).

* Tri em (tu hic sinh ra cho toi 16 ho{c 18 tuoi tu} thuQc luft o nu6c sd t4i)

Chua x6c dlnh <tuo. c hiQu qui vd tfnh an toan cho tr6 em vd thanh thia5u ni6n duoi l8 tliti (xem

phdn Cdch dimg, liiu dimg).

* Khtic biil ve dAn Qc
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I(h6ng c6 sg kh6c bigt tr6n l6m sang gita c6c ddn tQc nguoi da hiing, My - Phi, Tdy Ban Nha

vi BO Ddo Nha, Nhat Ban hay Trung Qu6c li6n quan d6n duo. c <lQng hgc vd ducr. c lpc hgc ctra

thu6c (xem phdn Ctich ditng, tiiu dimg).

* Suy gan

Antr truong cta suy gan toi duo. c dQng hgc cria rivaroxaban tl6 dugc nghi€n cr?u tren c6c bQnh

nhdn ttugc phdn lo4i theo x6p lopi Child Pugh, mQt quy trinh chuAn trong nghi6n cr?u ph6t

tri6n vA hm sang. Mpc ttich co ban cria xtip lopi Child Pugh ld dO ddnh gi6 ti6n lugng cfia

bQnh gan mqn tinh, cht ytiu li xo gan. O nhimg benh nhan dugc du <tinh diAu tri ch6ng d6ng,

thi khia c4nh quan trgng ctia suy gan ld giAm t6ng hgp c6c y6u t6 il6ng m6u binh thucrng t4i

gan. Do v6n AA ndy chi dugc d6nh gi6 th6ng qua mQt trong s6 5 chi s6 l6m sang/sinh ho6 c6u

thanh hQ th6ng phdn lo4i Child Pugh, n6n nguy co xu6t huytit ctia bQnh nhdn c6 th6 kh6ng

tuong quan ch{t chc tcri c6ch thric xi5p lo4i ndy. Vi vay quy6t dinh rtiCu tri ch6ng d6ng cho

benh nhan sE dQc lfp voi mt?c rtQ xtip lopi Child pugh.

Rivaroxaban chdng chi itfnh d benh nh6n c6 bQnh gan iti kdm vcyi r6i lo4n d6ng m6u din toi

c6c nguy co xu6t huytSt tr6n l6m sang.

Benh nhan xo gan v6i t6n thucrng gan nhg (phan loai Child Pugh A) chi bi thay it6i r6t it ve

duo. c ttQng hgc ctra rivaroxaban (AUC trung binh cta rivaroxaban ting gdp 1,2 tan;, gan nnu

c6 th6 so srffi vcvi nh6m chimg kh6e mqnh. Kh6ng nhan thay c6 sg kh6c biQt vC dAc tinh dugc

llrc hgc giita c6c nh6m ndy.

O benh nhdn xcv gan vcri t6n thuong gan trung binh (phan loai Child Pugh B), AUC trung binh

cta rivaroxaban t5ng l6n <t6ng kti, g6p 23 ldn so voi nguoi tinh nguyQn khod m4nh, do riq

thanh thii cta thu6c b! giam dring ki5, cho th6y bQnh gan nghi€m treng. AUC cua phdn thu6c

tp do tnng ldn2,6lan. Kh6ng c6 dt liQu trOn bQnh nhen suy gan nAng.

Sg ric ch6 hoqt tinh cua y6u td Xa t6ng lOn voi hQ sd 2,6l<ht so siinh voi nguoi tinh nguyQn

kho6 manh, sy k6o dai thoi gian PT cffng tlng l6n tuong t.u voi hp s6 2,t. Benh nhan suy gan

trung binh nh4y cim hon voi rivaroxaban, din toi m6i tuong quan PK/PD gita n6ng <tQ thutSc

vi PT ting d6c <timg hon.

HiQn kh6ng c6 dtt liQu fi6n benh nhan Child Pugh C (xem phdn Cdch dilng, liiu dilng vd

Chiing chi tt!nh).

* Suy thQn

Sy phoi nhi6m rivaroxaban tiing l6n, tuong quan nghich ttio voi sg suy giim chtic ndng th{n,

ttugc ttrffi gi6 thdng qua dQ thanh thai creatinin.

O benh nh6n suy thfln nhe (CrC < 80-50 mllphrit), trung binh (CrC tt 50-30 ml./phrit) ho4c

nang (CrC tt 30-15 ml/phtit), n6ng tIQ rivaroxaban huytit tucmg (AUC) tilng l€n gdp 1,4;1,5
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ve 1,6 l6n so voi tr6n nguoi tinh nguy$n kh6e manh (xem phdn Cdch dimg, tiiu dilng vd Cdnh

bdo vd thQn trgng khi dilng thuiic).

Sy tdng tuong img cria hiQu qua dugc lgc hgc rO rang hon (xem phdn Cdch dimg, liiu ditng vd

Cdnh bdo vd thQn trsng khi dimg thuiic).

O benh nhdn suy thfn nhg, vira ho{c ning, ho4t tinh ric ch6 ytiu t6 Xa n6i chung tdng l6n v6i
hQ s6 tucrng tmg ld 1,5;1,9 vd2,0 khi so srinh voi nguoi tinh nguyQn kho6 manh; k6o dii pT

ctng tdng tuong ty voi hQ sd tuong urg ld 1,3;2,2vd2,4.

Kh6ng c6 dt liQu tr6n benh nhan voi CrC <15 ml-/phrit.

I(h6ng khuytin c6o st dgng thu6c cho bQnh nh6n c6 dO thanh thii creatinin <15 ml/phrit. Sir

dUng thin trgng rivaroxaban tr6n bQnh nhdn suy than nang c6 <t0 thanh thii creatinin 15-30

ml/phrit (xem phdn cdch dilng, lidu dimgvd cdnh bdo vd thin ffpng khi dimg thude.
* Dft liQu dwgc ilQng hgc 6 bQnh nhAn

O nhtng benh nhan dring rivaroxaban dO phdng ngira VTE l0 mg ngdy mQt ldn, n6ng dQ

trung binh hinh hgc (khoang dp <toan 90%) 2 - 4 gio vi khoang 24 giir sau HAu (<tai diQn x6p

xi cho n6ng dQ tOi da vn ti5i thitiu trong khoang thoi gian dung thudc) tuoag tmg ld 101 (7 -

273) vd 14 (4 - 51) mcg/I.

" Mdi quan hQ dr,gc itQng hgc / dngc lyc hgc

M6i quan hQ duo. c ttQng hgc / duo. c lgc hgc (PK/PD) gita n6ng dd rivaroxaban trong huyi5t

tuong vi mQt si5 ti6u chi v6 dugc llrc hgc (tc chi5 yi5u t6 Xa, PT, aPTT, Heptest) dE dugc danh

gi6 sau khi dung mQt khoang rQng c6c li6u (5 - 30 mg ngiy hai hn). M6i quan hQ gitia n6ng

dQ rivaroxaban vd hoat dQ yi5u tO Xa duo. c m6 ta tOt nfr6t beng m6 hinh Emax. OOi voi PT, m6

hinh tuytin tinh c6 tti6m cit thudmg m6 ti dt liQu tOt hcyn. Tuy thuQc vdo c6c thu6c tht pT

kh6c nhau dugc sri dung, hQ s6 g6c kh6c nhau ttrlng k6. Khi sri dgng Neoplastin PT, PT co s&

h kAoang 13 gi6y vn hQ s6 g6c ktroang 3 iliin 4 gi6'y / (100 mcg/l). f6t qua phdn tich PK/PD

trong nghiOn cr?u pha II vi III pht hqrp vcvi dt liQu duqc thirit lflp d cdc itdi tuqng kh6e menh.

O benh nhen, yi5u td Xa vi PT co s0 bi anh huong boi phdu thuat d6n di5n sU kh6c biQt ve ne

s6 g6c gita ndng dO-PT giiia ngiy sau phiu thugt vi tr4ng th6i 6n rtinh.

Quy cich il6ng g6i: HOp I vi, 3 vi, l0 vi x 10 vion, kdm theo td huong d6n sri dung.

Dilu kiQn bio quf,n: Nhiet dQ kh6ng qu6 300C.

H4n dtrng: 36 thrlng kO tu ngdy san xu6t.

SO tO san xudt, ngiy san xult vi h4n sri dung xem tr6n bao bi chinh cria san ph6m.

Ti0u chuin chdt tugmg: Ti6u chu6n co sd.

Nhi sin xuit:

cONc rY cO rHAN DrIgc MEDTrHARCo
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Dia chi: 08 Nguy6n Trunng TQ, phuong Phu6c Vinh, thenh ph6 Huri, tinh Thira Thi6n Hu6

DiQntho4i: 19001010 -0234.3837731 *Fax: 0234.3826077

Ngdy 73 thtng lLnamzOZq
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