TO HPONG DAN SU DUNG

Ry, THUOC KE DON
VIEN NEN BAO PHIM

Enoclog 20 mg

DE XA TAM TAY TRE EM. )
POC KY HUGNG DAN SU DYNG TRUGC KHI DUNG,
NEU CAN THEM THONG TIN XIN HOI Y KIEN BAC STHOAC pugc si.
KHONG SU DUNG THUOC QUA HAN DUNG GHI TREN NHAN.
THUOC NAY CHI DUNG THEO PON THUOC.

THANH PHAN

Hoat chét: Rivaroxaban ... .. . S — .20 mg

T4 dwee: Viva du 1 vién

(B-Cyclodextrin, sodium lauryl sulfate, magnesium stearate, colloidal silicon dioxide, PVP

K30, microcrystalline cellulose 101, crospovidon, opadry white Il, iron oxide red),

DANG BAO CHE: Vién nén bao phim.

M6 t& sén phdm: Vién nén tron, bao phim mau dd.

CHI DINH

Dang & ngudi ldn va tré tir 18 tudi trer 18n d& didu trj trong trwdng hop:

- Ngan ngura dot quy va thuyén tdc mach toan than & bénh nhan FW’-""Q thanh bj rung tam

nhi khéng do van tim véi mét hodc nhigu yéu td nguy co nhu: Suy timsung huyét, tang huyét

4p, trén 75 tudl, dai thao dueng, tign sir dot quy hodc con thiéu mau ndo thoang qua.

- Diéu trj huyét khéi tinh mach sau (DVT) va tc mach phéi (PE), va phong ngira DVT va PE

tai phat & ngui lon. )

LIEU DUNG VA CACH DUNG

Liéu ding

Phong ngtra dot quy va thuyén tic mach toan than: oy

Lidu I?hugén cgo ?é 20 mg ri)\lraroxaban x 1 lan/ngay, day cang la lieu t6i da dugc khuyén nghj

Diu tri bing ENOCLOG nén dupc tidp tic 1au dai vei didu kign 1a g7 ich phong ngira dgt auy

va thuyén tc mach toan than lén hon nguy cor chay mau.

Didu trj DVT, didu tri PE vé phong ngira DVT va PE tai phat: ) )

Lidu khuyén cao cho viéc bat dau didu trj DVT hodc PE 1a 15 mg rivaroxaban x 2 !eimfn_gay

trong 3 tudn dAu tién, tiép theo sau la 20 mg rivaroxaban x 1 Jan/ngay dé tiép tuc diéu tri va

dy phong tai phat DVT va PE, nhw sau: N < ) . .

+Ngay 1 - 21; Dung lidu 15 mg rivaroxaban x 2 lan/ngay. Lieu thi da hang ngay: 30 mg.

+ Ngay 22 va nhirng ngay sau dé: Dung liéu 20 mg rivaroxaban x 1 1an/ngay. Liéu téi da hang

ngay: 20 mg.

Thoi gian digu tri nén dugc danh gia can than v loi ich didu trj so v&i nguy co chdy mau.

Thei gian diu trj ngn (it nhét 1a 3 thang) nén dua vao cac yéu td nguy co nhat thoi (nhu

phau thuat, ch&n thuong, bat dong gan day) va thai gian diéu trj dai hon nén dya vao cac

yéu té nguy co thueng trec hoac bénh nhan bj DVT hoac PE khdng co yéu té khdi phat

Du phong DVT va PE tai phat (sau it nhét 6 thang diéu trj DVT hodc PE), lidu khuyén cao la

10 mg rivaroxaban x 1 lan/ngay. ;

O nhitng bénh nhan cd nguy co téi phat DVT/PE cao (nhw mac bénh kém phirc tap, DVT

hoac PE da tai phat khi dw phong kéo dai bang 10 mg rivaroxaban x 1.1an/ngay): Can nhac

dung liéu 20 mg rivaroxaban x 1 lAn/ngay.

Phéng ngira VTE & bénh nhén trudng thanh trdi qua phéu thuét thay khdp hang hodc khop

gbi tw chon:

Liéu khuyén céo la 10 mg rivaroxaban x 1 lan/ngay. Liéu ban d4u nén duoc st dung trong

6 dén 10 gi& sau khi phau thuat va da dugc cdm mau.

Thei gian diéu tri:

+ D6i v&i bénh nhan trdi qua dai phiu khop hang, thoi gian didu tri 13 5 tuan.

+Déi véi bénh nhan trai qua dai phau khép gdi, thei gian didu tri a 2 tudn.

Chuyén tiv khéng Vitamin K (VKA) sang ENOCLOG:

Bénh nhan diu trj dy phong dot quy va thuyén tic mach toan than, nén ngirng viéc didu tr

VKA va bat dau véi ENOCLOG khi chisé INR < 3.

Bénh nhan diéu trj va dy phong tai phat DVT, PE nén ngirng VKA va bt dau véi ENOCLOG

khi chi sé INR < 2,5.

Khi chuyén tir VKA sang ENOCLOG, chi sé INR sé tang gid sau khi uéng ENOCLOG. Chi s

INR khang c6 gia tri do luémng hoat tinh chéng déng clia ENOCLOG, va nhw vay khdng nén

slr dyng.

Chuyén tir ENOCLOG sang cac thudc khang Vitamin K:

C6 kha nang chéng déng khong dﬁy du trong thoi gian chuyén tiép 1 ENOCLOG sang VKA

Cn dam bao chéng déng ddy dii lién tuc trong bét ky thoi gian chuyén tiép sang mét thude

chéng déng thay thé khac. Can luu y ring ENOCLOG cd thé gop phan lam tang chi s INR

& bénh nhan chuyén tor ENOCLOG sang VKA, nén si¢ dung d&ng thi ENOCLOG va VKA.

cho téi khi chi SéANR 220,

Trong hai ngay dau tién cta giai doan chuyén ddi thubce, |i 0

dwoc st dyng sau liéu chudn VKA. Khi bénh nhan s dulr:égudvb}:Ag,ﬁ:lggggfgg iEQStvNKs

nén kiém tra chi sé INR trudc lidu ké tiép cua ENOCLOG nhuvnggh i a5 D4 i 50 wat I
rng si dyng ENOCLOG, tién hanh xe Phalaau 23 9.0 SO oo

truge dé Kha)ngu‘ng el xet nghigm INR 24 gi¢r sau lidu cudi cung

dé co két qua tin cay

Chuyén tir céac thubc chéng dong dm;ng m;m sang ENOCLOG:

& bénh nhan hién dang str dyng thudc chdng déng dudmg tiem, nag .

chéng déng dutng tiém va nén bat d4u ubng ENOCLOG tgiv 0 d&nngug?g :ﬁ::régn %afn;hzgf,

theo caa thubc tiém (vi dy: cac thube heparin trong legng phan tr thap) hodc & thor didm

ngirng céc thudc truyen tinh mach ién tuc (vi dy: heparin khong phan doan truydn tinh mach)

Chuyén tir ENOCLOG sang céc thube chéng déng duong tiem:

Ngrng ubng ENOCLOG va bit dAu lidu dhu tién cla thudc chéng ddng durtng tiém vao thai

digm dung lidu ENOCLOG tiép theo

Bénh nhan suy than

Khong nén st dyng rivaroxaban & nhirng bénh nhan c6 6 thanh thy; creatinine < 15 miphut

(suy than nang) ,

¢ nhirng b&nh nhéin bj suy thiin vira phai (39 thanh thai creatinine 30 . 49 mi/phut) hodc ndng

(a6 thanh thai creatinine 15 - 20 mi/phit) ap dung khuyén cao lidu sqy aay

+ Db phong ngira Aot quy va thuybn the mach todn than & bdnh nhan, rung tam nhi khong do

van tim, libu khuyén cdo 18 15 mg x 1 ln/ngay

+ Db dibu trj DVT, PE vaa phong nglra DVT va PE tai phat: Bénh nhan ndn duec didu tri voi

15 mg x 2 An/ngdy trong 3 tulin dAu. Sau do, I khuyén cao 1a 20 mg x 1 n/ngay, nén gidm

libu 10 20 mg x 1 ln/ngay xubng con 15 mg x 1 An/ngay ndu b@nh phan dugc danh gia co



nguy oo chdly mau cao hon nguy co DVT va PE 14l phat

Khong cAn didu chinh lidu & bdnh nhan suy than nhe (40 thanh thai creatinine 50 - 80 mi/phut)
Khi lidu khuydn cao 1a 10 mg mdi ngay mdt 1n, khéng can didu chinh lidu tir lidu khuyén céo
Bénh nhan suy gan: Chéng chi dinh & bdnh nhan mAc bénh gan di kem véi rbi loan dbng mau
vi nguy co chdy mau ¢ lién quan vé mat 1am sang bao gdm nhimg bénh nhén xo gan véi
xép loai Child Pugh B va C

Nguti cao tudi: Khong cAn chinh lidu

Tré duoi 18 tudi: DO an toan va hidu qua cia thudc & tré em va thanh thiéu nién tir 0 - 18 twdi
chua dugc thidt 1ap. Khong co dir ligu. Vi vay, rivaroxaban khéng dugc khuyén céo str dung
cho tré dudi 18 tdi

Bénh nhan cdn chuyén nhjp: ENOCLOG c6 thé duge bat dAu hodc tidp tyc trén nhirng bénh
nhan can chuy8n nhip. D&i véi bénh nhan chuydn nhip dua vao siéu Am qua thyc quan ma
khong duoc didu trj khang déng trude d6, thi ENOCLOG nén duge bt dhu it nhét 4 gior
trudre chuydn nhip a8 dam béo hidu qua khéng déng ddy dd. Nén tim hidu xem bénh nhan
¢6 str dyng ENOCLOG nhur trong don thudc trurdre khi chuy8n nhip hay khéng cho tat ca cac
bénh nhan. Viéc quyédt dinh khdi ddu va lidu trinh didu trj nén dugc dya vao cac hudng dan
didu tr khang déng & bénh nhan chuyén nhip.

SPAF: Nhilng bénh nhan d& dugc PCI (can thigp mach vanh qua da) c6 dat stent: Cac
bénh nhan cé rung nhi khdng do bénh van tim, nhirng ngudi duge thyc hign PCI co dat
stent nén dugc dung lidu da gidm 15 mg rivaroxaban x 1 1n/ngay (hoéc 10 mg rivaroxaban
x 1 1An/ngay cho nhirng b&nh nhan suy than trung binh [Cle: < 30 - 49 mifphat]) bd sung
vao phac d8 co chAt tre chd P2Y12. Phac db didu trj nay duac khuyén cdo trong téi da 1
12 thang sau khi thyc hién PCI cé dét stent. Sau khi hoan thanh liéu phap chéng két tap
tidu cAu, nén tang lidu rivaroxaban 1&n lidu chuln cho nhirng bénh nhan c6 rung nhikhong
do bénh van tim,

Cach dung

Thubc nén duge ubng cung véi thire an. Vién nén bao phim ENOCLOG 20 mg bj mét higu
qua didu tri khi bénh nhan ubng luc déi.

Déi vori bénh nhan khdng thé nudt nguyén vién thudc, co thé nghidn vién thubc va tron voi
nuée hay thire an mém nhu nude tao ngay trude khi udng.

Vién ENOCLOG 20 mg nghidn ra c6 thé duge cho qua éng thong da day sau khi chéc chin
viéc dét 6ng thong dung. Vién thudc nghidn ra phai dugre dung véi mét lugng nuée nhd qua
éng thong da day sau d6 dugc dd thém nuéc. Sau khi udng vien ENOCLOG 20 mg dugc
nghidn ra, thi nén tidp ngay sau véi nudi &n qua dudng rudt,

Néu quén mét lidu trong giai doan didu trj 15 mg x 2 IAn/ngay (ngdy 1 - 21), bénh nhan nén
dung rivaroxaban ngay 1ap tirc dé dam bdo ubng 30 mg rivaroxaban mdi ngay. Trong
truong hop nay, hai vién 15 mg co thé dugc ubng cung mot lic. Bénh nhan nén tiép tuc
ding 15 mg x 2 1an/ngay theo khuyén cao vao ngay hém sau.

Néu quén mot lidu trong giai doan didu tri mdi ngay mot 1An, bénh nhan nén ding rivaroxaban
ngay 1ap tirc va tiép tuc vao ngay hom sau véi lwgng dung mot 1An m8i ngay theo khuyén
céo. Khdng nén tang gép dai lidu trong cung mot ngay dé bu cho lidu da quén.

CHONG CHI BINH

Bénh nhan man cam véi rivaroxaban hoac bét ky thanh phan nao clia thubc.

Bénh nhan cé nguy co chdy mau nghiém trong nhu: Loét dudng tiéu hoa, xuét hién khdi u
ac tinh véi nguy co' chdy mau cao, co tén thuong ndo hodc cot séng, phéu thudt ndo, cot
séng hodc mét, xuét huyét ndi so, dugc biédt hodic nghi ngdr gidn tinh mach thuc quan, dj
dang ddng tinh mach, phinh mach mau hodic cac bAt thudng mach mau 1én trong cdt sdrig
hodc ndl so. s
B&nh nhan méc bénh gan di kém véi réi loan dong mau va nguy co chdy mau c6 liégn quan
vé mat 1am sang ké ca nhirng bénh nhan xo gan vai xép loal Child Pugh B va C.

Bé&nh nhan dung phdi hep voi cac thube chdng déng nhu heparin khéng phéan doan (UFH),
heparin trong lugng phan tir thdp (enoxaparin, dalteparin, ...), cac ddn xuét heparin
{fondaparinux, ...), thuéc chéng ddng dang ubng (warfarin, dabigatran etexilate, apixaban, ...),
trir cAc trudmg hop dic bigt trong ligu trinh chuyén dbi thude khang dong hodc khi UFH duge
str dung & lidu cAn thiét d& duy tri viec m& éng thdng dong mach hodc tinh mach trung tam.
Phy nir co thai va cho con bu.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Nguy co xudt huyét

Bé&nh nhan dung rivaroxaban phai dugc theo doi cAn than khi co ddu higu chay mau. Khuyén
cd&o nén sir dung than trong trong nhirng ching bdnh co gia tang nguy co xuét huyét. Nén
ngirng st dung rivaroxaban néu c6 xuét huyét xay ra.

Trong céc nghién cru IAm sang, nhing trudmg hep chdy mdu niém mac (nhur chdy mau
cam, lgi, dudng tidu hoa, tiét niéu bao gdm chay mau am dao bét thurang hodc tang kinh
nguyét) va thidu mau thuomng dugo thiy nhidu hon trong didu tri béng thudc rivaroxaban dai
han so voi didu tri VKA. VI v@y, ngodi thec dai 1am sang ddy du, thi cac test xét nghigm
haemoglobin/haematocrit ¢6 thé c6 gid tri phat hidn chay mau bj che I4p, khi dugc danh gia
thich dang.

Mot sb nh%m bdnh nhan cé nguy co chdy méu cao cn phai duge theo doi cdn than cac déu
hiu va trigu chirng cla bién chirng chay mau va thidu mau sau khi bt dAu didu trj.

Bét ky sy tut giam haemoglobin hay huyét ap khong gidi thich duoc phai tim kiém vi tri chay
mau. Mac di didu trj voi rivaroxaban khéng cAn phai theo ddi thudng quy sy phoi nhidm
thubc, nhung ndng 6 rivaroxaban duge do Judrng vori xét nghidm dinh lrgng khang yéu té
Xa dugc chuln dinh cé thé c6 (ch lgi trong nhang trrdng hgp ngogi 1§ ma sy am hidu vé
phoi nhiém rivaroxaban co thé giip cho nhimg quydt dinh v& 1am sang, nhu trong qué lidu

va phéu thuét écép ct;ujma
huyét lo}

?ﬁ;ﬁ: ti\:éc::: t!hubjé chéng huydt khdi khéc, rivaroxaban khéng duge khuyén céo & nhirng

bénh nhan co nguy COAChAY I:“\:U ac:nr:“ g:l;hél

- Rbi loan chdy mau bam sinh ho .

-Tang guyét ayp dong mach nang !chOng kiém sodt du-o:é ol

- Bénh loét dudng tiéu hoa dang tién ridn, loét dudmg tiéu hda gan day.

- Bénh vbng mac mach mau do mach mau.

- Chéy méu ndi 5o hoéc chdy mau nao gén day. "

- BAt thudmg mach mau trong tay séng hodc trong nao.

- PhAu thut néo, iy sbng hoac nhén khoa ghn day.

- Gian phé quan hodc tidn sir chdy mau phdi.

Suy giém chuc nang than

o :h%'ng bénh nh!g biiuy than nang (40 thanh thai creatinine < 30 mi/phat) ndng d4 trong

huyét trong cua rivaroxaban c6 thé tang dang ké (trung binh gp 1,6 1An) c6 thé ddn dén

tang nguy co' chay mau. Rivaroxaban phal dugo sir dung than trong & nhirng bdnh nhan ¢d

d6 thanh thal creatinine 15 - 29 mi/phit. Khong ndn s dyng rivaroxaban ¢ nhirmg bénh nhan

6 46 thanh thai creatinine < 15 mi/phut

Rivaroxaban phai dugc sir dung thn trong & nhirng b@nh nhan suy than, ddng thor sk dung

V6 thubc khac lam tang ndng do trong huyét tuong cla rivaroxaban,

B@nh nhén thay van tim nhan tao

Rivaroxaban khong nén sur dung a8 didu tri huyét khdi & banh nhan mai trdl qua thay van

d6ng mach chu qua dudng dng thong. BY an toan va higu qua ciia rivaroxaban chua dugc

nghidn ciru & bénh nhan thay van tim nhan tao. Do 46, didu trj bng rivaroxaban khdng dugc

khuydn céo cho nhirng b@nh nhan nay.



?:32( \nﬁm; mic hoi chumg khang phospholipid
I e T o oo s o e
chung khang phnsPhnliDl: it B Con ot At
g:"l’l"f‘:’l'g:; bi ; :ng 1am nhi khong do van tim phai thyre hign PCI c6 dat stent

sang tr mot nghién ciru can thidp vol myc dich chinh |4 danh gid sy an toan &
nhimg bénh nhan bj rung 1am nhi khéng do bénh van tim, c6 kem dat stent. DO li§u vd hibu

qud trong nhém bnh nhap ndy rét han ché
Bénh nhan PE khong én dinh huyét dong hogic bénh nhén cdn didu tr téu huydt khdi hodc

cat bo phdi

Rivaroxaban khong durgc khuyén cao thay thé cho heparin khong phan doan & nhiing bénh
nhan bj thuyén tac phdi khang on dinh vd huyét dong hoac bénh nhan chn didu tr| huyét khoi
hodc cét bo phdi do sy an toan va hidu qua cua rivaroxaban chua duge nghién ciru & cac
bénh nay

Géy 16 truc than kinh (tdy séng/ngodi mang cung) .

Khi gay 1 thAn kinh (tiiy séng/ngodi mand cimg) hodic choc do tly séng, bénh nhan dugc
didu try bAng thudc chéng huyét khéi dé ngan chan bién chung huyét khdi c6 nguy corbi ty
méu tdy s6ng hodc ngoai mang cing €0 thd dén aén lit 1au dai. )
Nguy co nay c6 thd tang lan khi str dung tha thuat dat bng thong ngoai mang cirng hodc s
dung ddng thoi thubc cAm mau. Nguy co ¢dng 6 thé tang 1én do chén thirong hodc tai choc
dd tiy sbng hodc ngoai mang ciing.

B&nh nhan nén dugc theo dol thuéng xuyén cac dAu higu va trigu ching anh huéng trén
thAn kinh (nhu & hodc yéu chan, rbi loan chirc nang rugt hoac bang quan_g). Trong trudng
hop ghi nhan duge su Anh hudng trén than kinh, cAn chan doan va didu i khan cép.

Bac s nén can nhc loi ich tiém nang so voi nguy c& trudrc khi can thiép true than kinh &
banh nhan da hoac sép dung khéng déng dé dy phong huyét khéi.
Khéng c6 dir ligu 1am sang vé viéc sir dung rivaroxaban 15 mg va 20 mg trong nhirng truong

hop nay.

Rut éng thdng ngoai mang cung: it nhét 18 gi¢r & bénh nhan tré tudi va 26 gitor & ngur cao
tubi, sau lAn ubng rivaroxaban cuol. )

Nén ubng rivaroxaban s¢m nhét la 6 gity sau khi rut bo éng thong.

Néu co sang thuong do chec do, rivaroxaban nén dugc st dung cham lai 24 glo.

Ph&u thuét va can thiép

Khi cAn phai thyre hién tha thu
thidu 24 gier trwdc khi can thiép, 0
Néu khong thé tri hodn viéc thwe hién
vévi tinh cAp thiét ctia can thigp. Sau K
thudt, nén bat dhu sir dung lai ENOC
phép va qua trinh cdm mau dhy du da

thuét, nén dirng ENOCLOG tbi
doan 1am sang caa bac si.

i4 sy tang nguy co’ chay mau
14n hodc can thiép phu
h trang 1am sang cho

At xam 4n hoédc can thiép phiu
&4 co thé va dya trén chin
th thuét, thi nén danh g
hi tién hanh cac thu thuat xam
LOG ngay khi co thé, mién |4 tin

duoc thiét 1ap.

Phu thuét gay xuong héng
P56 an toan va higu qua cla rivaroxaban chua dugc nghién ciru & nhirng bénh nhan trai qua
ph&u thuét gay xuong hong.

sau khi phéu thuét xam I4n vé can thigp phau thuét ngoai

Khuyén céo vé liéu Jugng troe va

phdu thuét thay khop héng hoéic khép gbi tw chon

Néu can phai thyc hién phéu thuat hoac {ht thuét xam l&n, cAn ngirng ENOCLOG trudc can
thiép it nhat 24 gio, néu c6 \hé va dyra trén quyét dinh 1am sang ctia bac si.

Néu khang thé trl hoan thi thuat, cAn danh gia nguy co tang chdy méau so véi mirc d6 khan

cAp cta can thiép

Sau this thuat xam f4n hodc can thiép phéu thuat, can tiép tuc dung lal ENOCLOG cang som
cang tét khi tinh trang lam sang cho phép va khi cdm mau dugc thiét 1ap theo quyét dinh cua
bac s diéu tri.

Tuwong téc voi cac san phém thude khac

Viéc st dung rivaroxaban khong dugc khuyén céo & nhirng bénh nhan dang diu trj toan
than bang thudc chéng nAm nhem azole (nhu ketoconazole, itraconazole, voriconazole va
posaconazole) hodc thudc Gc ché protease HIV (nhur ritonavir). Cac hoat chat nay la chét i
ché manh ca CYP3Ad va P-gp va do dé co thé lam tang ndng d6 trong huyét tvong cia
rivaroxaban (trung binh gép 2.6 14n) c6 thé dAn dén tang nguy co' chay mau. ’

Cén than trong néu bénh nhan dugc didu tri ddng theri vai cac san pham thuéc anh hudng
dén qué trinh cdm mau nhu céc san pham thudc chéng viém khong steroid (NSAIDs), acid
acetylsalicylic va thubc Gc ché tai hap thu serotonin (SSRls, SNRIs). DI voi nhirng bénh
nhan co nguy co méac bénh loét duong tiéu hoa, co thé can nhic didu tri dy phong thich hop.

Ngudi cao tudi
Tang tudi co th
Phan (mg da liéu

Céc phan ingdang
va hoi chigng DRESS, da dugc ba

& Jam tang nguy co xuAt huyét.

hiém trong, bao gdm hgi chirng Stqve_ns-Johnson/hoai ter bidu bl dgc hai
o cao trong qua trinh giam sat sau str dung rivaroxaban.
B&nh nhan thueng 6 Nguy cor cao vl cac phan trng nay trong giai doan sé'm cla qua trinh
didu tri. Nén ngung dung rivaroxaban khi xut hign phat ban da nghiém treng (nhu lan réng
hoac phong rop) hodc bét ky déu higu man cam néo khac két hop véi ton thuong niém mac.
SUf DYNG THUOC CHO PHY NOr CO THAI VA CHO CON BU

Phy nir co thai

P6 an toan va hiéu qua coa rivaroxaban trén phy ni c6 thai chua dugo thiét 1ap. Céac di ligu
trén déng vét cho thay rivaroxaban qua dugc hang rao nhau thai. Do d6, chéng chi dinh
rivaroxaban trong subt ther gian mang thai.

Phy nir cho con bd
6 an toan va hiéu qu
ligu trén dong véat cho th

rivaroxaban khi ngung cho con bu.
ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Rivaroxaban coO anh hudmng nhd dén khé néng lai xe va sr dung may méc. Céc tac d
. . un

khéng mong mubn nh:;' ndgét (:;gng phb bién) va chéng mat (phd bién) dé dugc bao ctic'g
Bénh nhéan gap nhirng 1ac Ling khong mong mubn nay khong nén 1ai xe h o d y
TUIONG TAC, TUONG KY CUA THUOG . kL
Rivaroxaban duroc thai rir chil yu theo duong cytochrome P450 (CYP3A4, CYP2J2

. ua
trung gian chuyén hoa tal gan va béi tiét qua than & dang khong bl lén quantéi ho t)hgng
van chuyén p-glycoprotein (P-gp).

Thudc e ché CYP3A4 v8 Pgp
s(r dyng déng thol rivaroxaban véri cac thubc (e ché manh CYP3A4 va P-gp, c6 thé dan toi

giém thid tri thubc qua cé gan va than, do d6 sé lam tang dang ké ndng 49 va thoi gian tac
"U"gf""g’m” ‘ ban voi thubc chéng né :
Ding déng ther rivaroxaban voi i u chbng nam toan than nhom azole nhu k
(400 mg X 1 !anlnga)’) ho#c thube tre ché protease HIV nhu ritonavir (600 mgux ; tll;i?:;émt
"2(’"9::; ?:, ;,g T:,f ‘,’r;,,l;: ;?’ acn;Pk:;A:a v% P-gpé déin dén ndng do dinh cla rivaroxaban tayng
oty _ c dyng dugc lyc hoc cia thube, c6 thé din dé

i i tang

y co chiy mau Do @0, viéc sir dyng rivaroxaban khéng dugc khi g

nhan dang Aibu m toan than dbng theri vél thube chéng négm nt?:r: alz)‘i: ncﬁz c:ar;hﬁ'ng i
itraconazole, voriconazole vl.: posaconazole hofic thube (rc ché protease HIV i
Clarithromycin (500 M@ "dzo "ngay) - chit (rc ché CYP3A4 manh va chét irc ché P )
pha, dn 0én tang ndng d0 dinh cda rivaroxaban gép 1,4 1An. Sy tang 18n gn voi té?r;: l\)fiz:

acla _nvarcxaban trén phy n( cho con bu chua dugc thiét 1ap. Cac dr
4y rivaroxaban co bai tiét vao stra me. Do d9, nguéi me chi str dung



thién binh thudng ciia nbng a6 dinh va dugc coi 1a khong lién quan vé mat 1dm sang
Erythromycin (500 mg x 3 IAn/ngay) - chét (rc ché CYP3A4 va P-gp & mirc d0 vira phai, dn
dén tang gép 1,3 14n ndng df dinh cua rivaroxaban & bénh nhdn c6 chire néng than binh
thuémg va tang gép 1.6 1An ndng @6 dinh & bénh nhan bj suy than nhe. Sy ting 1én gan véi
tAm bién thién binh thudng cia ndng @4 dinh va duec coi la khong lién quan vé mat 1am sang.
Fluconazole (400 mg x 1 1an/ngay) - chét (rc ché CYP3Ad vira phai, d&n dén tang gAp 1.3 14n
néng db dinh ciia rivaroxaban. S tang l&n gan vdi tAm bién thién binh thudmg ciia néng 46
dinh va duoc coi 1 khong lign quan vé mat 1am sang.

Thuébe cam ung CYP3A4
Ding ddng thai rivaroxaban véi rifampicin - cdm (ng CYP3A4 manh, [am gidm tac dung
dugc dong hoc cua rivaroxaban. Vige sir dung ddng thoi rivaroxaban v&i cac thudc gay cam
(g CYP3A4 manh khéc (nhu phenytoin, carbamazepine, phenobarbital) cing co thé dén
aén giam ndng db trong huyét twong cda rivaroxaban. Do do. nén tranh dung dbng thai véi
cac thuéc gay cam (rmg CYP3A4 manh trir khi bénh nhan dua'c theo déi chat ché cac déu
hiéu va triéu chirng cta huyét khéi.
Thubc chéng déng méu

Sau khi két hop str dung enoxaparin (40 mg don lidu) véi rivaroxaban (10 mg don liéu), ghi nhan
o6 tac dung b sung trén haat tinh (rc ché yéu t Xa nhung khéng ¢ bét ky tac dong bd sung
trén test dong mau (PT, aPTT). Enoxaparin khong tac dong aén dugc ddng hoc clia rivaroxaban.
Do nguy co' chdy mau gia tang, nén cin chii y bénh nhan néu didu trj ddng theri voi bat ky
c4c thube chéng déng khac.

NSAIDs/chat (e ché két tép tiéu clu

Clopidogre! (lidu nap 300 mg, sau d6 dung lidu duy tri 75 mg) khong théy cd twong tac dugc
d6ng hoc (v&i rivaroxaban 15 mg) nhung & mét nhém nho bénh nhén ghi nhan dugc sy téng
lién quan dén thei gian chay mau, ma khéng co twong quan dén su két tap tidu ciu,
P-selectin hoac ndng d6 cua thy thé GPIIb/lila.

Sau khi str dung dbng thoi rivaroxaban 15 mg va naproxen 500 mg, khéng thay c6 sy kéo
dai lién quan dén thoi gian chay mau vé mat 1am sang. )
Chua thiy co cac trong tac dugc dong hoc va dugc luc hoc dang Kké v& mat lam sang khi
rivaroxaban dugc ding ddng thei véi 500 mg acid acetylsalicylic. o
Cén than trong néu bénh nhan duge didu tri déng thei voi NSAIDs (bao gbm acid acetylsalicylic)
va thubc (rc ché két tap tidu cAu vi nhirng thuéc nay thudng lam tang nguy co chay mau.
SSRIS/SNRIs ,

C6 kha nang bénh nhan bi tang nguy co chdy mau khi dung ddng tho rivaroxaban voi SSRIs
hodc SNRIs theo nhu tac dung da duge bao cdo clla cac thube nay trén tidu cau.

Warfarin

Vigc chuyén ddi cho bénh nhan tir warfarin (INR
rivaroxaban (20 mg) sang warfarin (INR 2,0 - 3,0) lam th&i gian prothrombin/INR (Neoplastin)
tang thém nhiéu hon murc cdng hop (co thé quan sat gia tr INR t&ng Ién dén 12), trong khi tac
dung 1én trén aPTT, hoat tinh (e ché yéu t Xa va thrombin ngi sinh c6 kha ndng cong hop.
Néu muén kiém tra téc dung duoc lyc hoc clia rivaroxaban trong gial doan chuyén déi thudc,
c6 thé sir dung céc test vé hoat tinh e ché yéu tb Xa, PICT va HepTest do nhirng xét nghiém
nay khong bj tac d6ng béi warfarin. Tl ngay thir 4 sau khi dirng warfarin tr& g, tat ca cac test
(bao gbm PT, aPTT, trc ché hoat tinh yéu t6 Xa va ETP) chi phan anh tac dung clia rivaroxaban.
Néu mudn kiém tra tac dung duoc luc hoc cla rivaroxaban trong giai doan chuyén adi thudc, c6
thé do ludmg chi sé INR & théi diém rivaroxaban dat nbng o day (24 gier sau khi ubng lidu
rivaroxaban trudrc) do & thai diém do, rivaroxaban anh hwong d&n xét nghiém & mirc d6 nhd nhat.
Khéng ghi nhan tuong tac dugc déng hoc giira warfarin va rivaroxaban

Thude str dung déng thoi khac

Khéng co trong tac dugce dong hoc hay duoc e hoe 6 y nghia 18m sang khi duang
rivaroxaban phbi hop véi midazolam (co chét clia CYP3A4), digoxin (cor chét cta P-gp),
atorvastatin (co cht ciia CYP3A4).

Théng s6 xét nghiém

Thei gian prothrombin (PT) bi anh huéng bdi rivaroxaban theo cach phu thuge lidu, theri gian
thromboplastin tirng phan (aPTT) va HepTest cling kéo dai phu thudc vao liéu.

TAC DUNG KHONG MONG MUON CUA THUGC (ADR)

Do phuong thirc tac dung dugc Iy hoc, st dung rivaroxaban c6 thé 1am tang nguy co chay
mau sau hoac nong tir bat ky mé hodc cor quan nao trong co' thé, cb thé din dén thiéu mau
sau xuét huyét.

Cac tac dung khng mong muén sau day duoc bao cdo voi cac tAn suét tuong (rng: Rét
thirong gép (ADR 2 1/10), thuong gap (1/100 < ADR < 1/10), itgap (1/1.000 < ADR < 1/100),
hiém gap (1/10.000 < ADR < 1/1.000), rét hiém gép (ADR < 1/10.000) va khéng 16 (khéng thé
wore tinh tir diF ligu c6 sén).

Téc dung |Thwong gdp,| [tgdp, Hiém gép, | R4t hiém gdp, | Khong r6

2,0 - 3,0) sang rivaroxaban (20 mg) hoéc tir

khéng (11005 | (1/1.0005 |(1/10.0005|  (ADR < (khéng thé
mong ADR < ADR < ADR < 1/10.000) wére tinh tir
mubn 1/10) 1/100) 1/1.000) diF ligu c6 sin)
Réi loan Tang tiéu ciu
hé théng (bao gébm sb
méuva | Thiéumau lugng tigu
mach cdu tangy,
bach huyét giam tiéu ciu
R6i loan Nhijp tim
tim nhanh
Xuét huyét
mét (bao
Réi ];ta" gbm xuét
m huyét két
mac)

Réiloan | Chay mau
dwérng cam, hora
hé hap mau

Chay mau
nwéu, xudt
huyét duvong
tiéu hoa (bao

. gén; xuét

ROI loan huyét tryc

tidu héa |trang), dau da Kho migng
day va tiéu

héa, kho tiéu,

budn ndn, tao
bon*, tieu
chay, non*




Vang dn
bilirubin
lién hgp
1ang
Suy gan, tang | (co hodc
bilirubin, tAng khong
R:: Io.n! !ran::r:l?'lmn phosphatase | kém theo
gan - my kiém mau*, | 1ang ALT),
tang GGT* r mat,
viém gan
bao gbm
tbn thuong
té bao gan) I B
Phén ung dj Phén tng
Ré&i foan (rng, di ing phén vé bao
hé théng viém da, phu gbm sbc
mién djch mach va phu phan vé
dj ng
Héi chirng
Rél loan chén ép
©o - Xwong| pay & tir chit| Ty mau khap | XU *‘;V“ khoang thir
vamé co bép phat do chay
lién két méau
Sétt, phu
ngoai bién,
Réi loan giam strc Cam théy
chungva | MaMNVA | ypangkhde | Phiclc
taivjtri | MANGIUong | hag gdm b
dng thubc czgfr‘r?r(niaf khé chiu)
madi va suy
nhuoc)
Xuét huyét
sau phéu
: thuat (bao
T’;“::"g gbm thiéu
ngd age |  Tausau Gia phinh
g phéu thuat va i
va bién xuét huyét mach
chimgsau| thueang),
phéu thuat nhiém tring,
vét thuong
xuét tiétr
Roi loan Xuét huyét
hé Cnh: 33 dn;it, nao va ndi so,
than kinh ngét
Xuét huyét
dudng tiét
niéu (bao
gbm tiéu ra Suy than/suy
mau va rong than cép thr
Réiloan | yinne) suy phét do chay
thdnva | yan (bao mau du aé gay
tiét nigu gdbm ra giam tuéi
creatinine mau
mau tang,
uré mau
tang)
Ngtra (bao
gbm cac
ln.rgng hep H&i ching
hiem gép Stevens-
;ﬂ;ﬁ% tcl.'|a nglra May day .{ohnsonlhoai
dubida | t0an than), (u_bléu bi dc
phat ban, hai, hi chirng
cham, xuét DRESS
huyét tai da
va dudi da
Céc Téng LDHA,
xét "ﬂh'.m liﬁg Ilpase‘,
tang amylase*
Rébiloan |Ha huyét ap,
mach ty mau
A Quan sét sau phau thuét chinh hinh chi dudi.
© Quan sét thay trong dibu trj VTE r&t phé bién & phy n(r < 55 tudi.
¢ Quan sat khong thuerng xuyén trong tri liéu ACS (sau khi can thiép
qua da).
Théng béo ngay cho béc si hojc dirge si nhikng phdn g co hai gdp phii khi sir
dyng thubc
QUA LIEU VA CACH X0 TRI
Qué libu

Céc trtmg hop qua lidu 16n dén 600 mg duge bao cdo, cho thily khdng c6 cac bién chimg
chity mau hodc cde phan (mg c6 hal khac. Do sy hap thu bl giél han, nén tac dung t8i da
khong tang thém sy phol nhim huyét luong trung binh dugc mong dot & mure 1idu trén lidu
Oibu tri tir 50 mg trdr 16n

Céach xir tri

Hign chira c6 chiit gidi ddc de hibu dbi khang tac dung dugc lye hoo cla rivaroxaban Co
thé s(r dung than hoat ab gidm hp thu trong trdmg hop qua lidu rivaroxaban

Xir tri chéy maw: Trén bnh nhain ubng rivaroxaban néy xdy ra bién chirng chdy mau, thi nén
1am ngirng fibu dibu tri tidp theo hodc ngimg hdn didu trj ndu thich hep. Co thé st dung cac
bién phap dibu tr] trigu chirng nbu chn thit, nhir sir dung thidt bj 8p co hoc (nhu véi chay
méau cam nang), sy cAm mau trong phu thudt véi cae quy trinh kidm sodt chay mau, truydn
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dich vA cAc bién phip hg o huyt d0ng, cic sdn phdm mau (hdng cAu IAng hole huybt

turong 38ng lanh o tuy yuoe vio Unh trang thibu mau hodc bdnh dbng mabu di kém) va tidu

chu. Néu khdng thd kidm soat tinh trang chily mau bAng cac bign phap trén, nbn xem xét sir

aung thubc dac hidu ddo chibu chitt tidn ddng méu nhu phirc hop prothrombin cb déc (PCC)

phurc hop prothrombin hogt hoa cb dac (APCC) hodc ybu 14 Vila 14i tb hop (r-FVila)

CAC PAC TINH DUQC |y

Durgre Iyre hoc

Nhom dure Iy: Thubce chéng huydt ki, thube tre ché trc tidp yéu th Xa

M& ATC BO1AFO1

Rivaroxaban 1& mot chét ;¢ ché tnc tiép c6 tinh chon loc cao dbi véi ybu 16 Xa c6 tac dyng

qua dudrng ubng.

Sur rc ché yéu t Xa Jam gian doan con duémg ndi sinh va ngoai sinh cia quéa trinh déng

méu, irc ché ca sy hinh thanh thrombin va sy phat tridn cia thrombin. Rivaroxaban a4 duge

chirng minh khéng irc cha thrombin va khong c6 téc dyng trén tidu cAu

Dwegc ddng hoc

Hép thu

Rivaroxaban duroc hip thy nhanh, dat ndng db dinh sau 2 - 4 gio ubng thube

Rivaroxaban hap thu hiy nhu hoan toan qua duéng ubng va sinh kha dung duéng ubng cao

(B0 - 100%) véi vién 10 mq, bét ké ubng thubc & tinh trang déi/no. Viec sir dyng thubc cing

Vi thire an khong 1am anh hudng dén sinh kha dung ctia rivaroxaban & lidu 10 mg.

Ml.‘rc % hép thu gidm, sinh kha dung duong ubng cua vien ENOCLOG 20 mg ubng luc d6i

chi dat 66%.

Khi ubng ENOCLOG 20 mg cung thirc &n Iam tang sinh kha dyng ciia thubc (AUC trung binh

tang 39%) 50 voi khi ubng thube vao lic déi, cho thy thubc duoc hAp thu hAu nhur hoan toan

::Giéésmh khd dung dueng ubng cao. Do 36, ENOCLOG 20 mg nén dugc ubng cung véi
n.

Khi no, sy hép thu ctia ENOCLOG 20 mg ty 18 thuain véi lidu ding.

Phén b6

Gén két protein trong huyét tueng & nguei cao, x4p xi khoang 92% dén 95% vai albumin
huyét tuong 1a thanh phin gan két chinh. Thé tich phan bé & murc trung binh khoang 50 Iit.
Chuyén héa va thai trir

Rivaroxaban dwoc chuyén héa & gan nhé trung gian cytochrome P450 (CYP3A4, CYP2J2).
Révamxaban chuyén hoa qua qua trinh oxy héa nhém morpholinone va thily phén cac lién
két amide.

Trong lidu rivaroxaban uéng vao co khoang 2/3 lidu bj thoai bién theo chuyén héa, véi mét
nira sau d6 dwgc thai trir qua nudc tidu va mét nira kia bj thai trir qua phan. 1/3 liéu dung
con lai thai trir trge tiép qua than dudi dang hoat chat khdng dbi trong nurdrc tidu.
Rivaroxaban & dang khéng déi 14 hgp chéat quan trong nhét trong huyét twong ngudi véi su
c6 mét cla céc chat chuyén hoa khdng quan trong hodc c6 hoat tinh dang Ivu hanh. B6
thanh thai clia rivaroxaban 1a khoang 10 lit/gid.

Thi gian ban thai cla rivaroxaban khéi huyét trong khoang 5 - 9 giér & ngudi tré va khoang
11 - 13 gitr & ngudri cao tubi.

Ngudi cao tubi

O bénh nhan cao tudi, ndng d¢ thudc trong huyét trong cao hon & ngudi tré tudi véi ndng
a8 rivaroxaban trong huyét thanh trung binh cao hon xap xi gép 1,5 Ian, phan Ién do giam
(r6 rang) @6 thanh thai toan phdn va d6 thanh thai qua than.

Bénh nhén suy gan

O bénh nhan suy gidm chirc nang gan & mic 46 nhe (xép loai Child Pugh A) dugc ddng hoc
cua rivaroxaban chi thay ddi nhé (nng do rivaroxaban trong huyét thanh ting 1.2 I3n), gén
nhu trong dwrong v&i mic dat dugc & nhom déi chirng khée manh. Khéng ghi nhan thay sy
khdc biét cd lién quan vé& dac tinh duoc Iy hoc gitra cac nhém nay.

& bénh nhan suy giam chirc ndng gan & murc 49 trung binh (xép loai Child Pugh B), nbng d6
rivaroxaban trong huyét thanh tang déng k&, gap 2,3 14n so v&i & ngudi tinh nguyén khde
manh do sy thanh thai thubc giam di dang ké thé hién bénh gan rd rét. Khong cé di ligu &
bénh nhén suy gidm chirc ndng gan néng.

Bénh nhan suy than

O bénh nhan suy giam chirc nang than me d§ nhe (A% thanh thai creatinine 50 - 80 ml/phat),
trung binh (3 thanh théi creatinine 30 - 49 m/phtit) va n3ing (66 thanh thai creatinine 15 - 29 ml/phut),
ndng d¢ rivaroxaban trong huyét thanh 1&n Iugt tang g4p 1,4; 1,5 va 1,6 14n so v&i & nguoi
tinh nguyén khde manh.

QUY CACH PONG GOI

Hop 2 vi, 3 vi, 5 vi, 10 vix 10 vién

H&p 1 chai 30 vién, 60 vién, 100 vién

BAO QUAN: Noi kho rao, nhiét d¢ khéng qué 30°C, tranh anh séng.

HAN DUNG: 36 thang ké tir ngay san xuat.

TIEU CHUAN: TCCS.
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