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T RIVATER 15 A
\NgAL Pharmaceuticals
WHO-GMP

Poc ki hwdng din sir dung truie khi ding

THANH PHAN CONG THU'C THUOC: MBi vién nén bao phim chira:
Thimh phén hoat chdr: Rivaroxaban........................15 mg

Think phan td dupe; Lactose monohydrate, microcrystalling cellulose 101, hydroxypropyl
methyleellulose 5 cps, sodium lauryl sulfale, croscarmellose sodium, magnesium stearate, opadry
red Q4F550010 (HPMC 2910, titenium dioxide, macrogoel, iron oxide red),

DANG BAO CHE:

Vién nén bao phim.

Vién nén bao phim, hinh twon, mau dd gach, mdt mat vién cb chir "R", m{t mit co s6 "15", canh
vit thinh vién lanh 1an.

CHI BINH:

RIVATER 15 duge chi dinh 4é dy phong dit quy va thuyén tic mach toén thin & cac bénh nhin
bi rung nhi khong do bénh 1Y van tim e6 mét 6 véu td nguy cor hofic nhiéu hom nhus suy tim, ting
huyét ap, = 75 woi, ddi thio duong, titn sir djt quy hofic con thitu méu how Wr cye b thedng
AL

RIVATER 15 duoe chi dinh didu trj huyeét khoi inh mach sdu (DVT), thuvén L phﬁi (FPE) va
phing nglta DV T va PE tai phat.

LIEU DUNG, CACH DUNG:

Liéu ding:

Dy phong dit quy va thuyén tac maeh todn thin & bénk nhin rung nhi (SPAF)

Liéu khuyén cao la 20 mg ngay mdt lin, 86 cling 14 lidu tHi da duee khuyén cho.

Viée didu tri véi rivaroxaban nén dugc tiép tuc trong thiri gian dai véi diéu kién lgi ich v du
phing &t quy vA thuyén tde mach todn thin 14 vuot trdi so véi nguy co xuit huyét (xem phdn
“Cemh bdo v thdn trong khi diomg thude )

Quén lidu

Méu bénh nhén quén uﬁ-ng mit litu thuoe thi nén udng rivaroxaban ngay khi nho ra va ti:f'p e
ufrng ngay | lin theo khuyén cdo viio ngay tiép theo.

Khing nén ding liéu pip d6i trong cing mét ngay dé bi cho tiéu thude da quén khéng wi"mg.
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Dicu tri va phong wyiva tdi phat DVT vi PE

Lidu khuyén cao cho vide bit diu didu tri DVT hodc PE 1 15 mg hai lin mdi ngiy trong 3 tudn
dhu licn, tiép theo sau 14 20 mg mat lan mdi ngdy dé tiép tye digu trj va phing ngia tai phét DVT
v PE, duoc chi ma trong béng sau:

Ché 4§ lifu Licu ti da hang ngay
Neay 1 - 21 15 mg hai lin mdi ngdy | 30 mg

Npay 22 va nhilmg ngdy sau 46 20 mg mipt lin mdi ngdy | 20 mg

Thini gian diéu tri nén duwoe dinh gid cin thin v& loi ich didu tf so vl nguy co xudt hu:.ré:r. tiry
limg ci nhin (xem phdn “Canh bdo v thdn rong khi dimg thecic ). Thin pian dicu trj ngdn (it
nhét 3 thang) nén dim vio cde yéu td nguy co nhat théd (vi du: phiu thujt, chin thuemg, bat ding
pan déy) va thid gian didu i dai hom nén dira vio céc yéu t6 nguy co thuimg trye hode bénh nhén
bi DVT hosic PE khéng cb yeu to khdi phit.

Quén lidn

Néu bénh nhéin quén udng mt liéu 15 mg trong ché di liéu hai lin mét nphy (ngay 1 = 21), nén
udmg rivaroxaban ngay lp tic ¢ dam bao di 30 mg rvaroxaban mdi ngdy. Trong trdmg hop
niy cd thé udng hai vién rivaroxaban 15 mg cung mét loc. Bénh nhin nén tiép tue voi lidu 15 mg
hai ldn mdi ngiy nhr d8 khuyén cao cho nhilng ngdy sau.

Néu bénh nhén quén udng thubc trong ché do 1iéu ngay mot ln (tir ngiy 22 trér vé sau), nén ning
rivaroxaban ngay 1ap tire vA tiép e trong nhimg npdy sau véd lién mdt lin méi ngay nher 43
khuyén cho. Khing nén gip 41 lidu trong cimg mit ngiy dé bi liéu 43 quén,

Chuyén tir kivdng vitamin K (VKA) sang rivaroxaban

Vi bénh nhin didu i dy phong dit quy va thuyén tie mach todn thin, nén ngimg viée didu tr
VE A v bit ddu v rivaroxaban khi chi sd INR < 3,

Vi bénh nhin didu 1 vi phang ngira tai phat DVT, PE nén ngimg didu tri véi VKA va bit diu
viri rivaroxaban khi chi s INR < 2,5,

Khi chuyén tir VKA sang rivaroxaban, chi sb INR s& ting gis sau khi udng rivaroxaban. Chi sb
INR khong cb gid trj do lwimg hogt tinh ching ddng cia rivaroxaban, vi nhr viy khong nén s¢
dung (em phdn “Tiromg fic. heong ky ciia thude”).

C.’i'u;rgﬂ tir rivarexaban sang cic thube khding vitamin K

Cé kha ndng ching déng khimg ddy db trong thivi gian chuyén tiép Ui rivaroxaban sang VEA,
Cén dam bdo ching déng diy di lidn e trong bit ki thii gian chuyén tiép sang thubie ching
dimg thay the khae. Cén luu ¥ ting rfivaroxaban ¢o thé gop phin lim ting chi s6 INR.

J hénh nhiin chug.rén tir rivaroxaban sang VKA, nén sir dung ddéng thivi rivaroxaban va VKA cho
téri khi chi sd INR = 2,0. Trong hai ngdy diu cla giai doan chuyén dbi thude, lidu VKA dicu
chinh theo test INR dinoe sit dung san lidu chudn VKA. Khi bénh nhin st dyng démg thin
rivaroxaban v VA, nén kifm tra chi s6 INR trude liéu ke tiép cia rivaroxsban nhung phii sau
24 giir so vii lidy trede do. Khi ngimg sir dung rivaroxaban, tién hinh xé nghiém TNR 24 giir sau
litu cudi clng d& cb két qua tin cy fem phin “Trong tde, frong ky cda thude " “Licu ding,
ek diing 7).
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Chuyén tiv céc thude chong diing dwdng tiém sang rivaroxaban

© bénh nhdn hién dang st dung thube ching dong dudmyg tidm, ngimg sir dung cde thude ching
dimg dwimg tiém va nén it diu udng rivaroxaban 0 dén 2 gid trude 1dn ding tidp theo cla thude
tigm (vi du: ede thube heparin trong luomg phin rr thip) holic & thid difm npimg cdc thude truyén
tinh mach lién tue (vi du: heparin khing phin doan mr;u.'én tinh mach).

Ehn;rén rir rivaroxaban sang cde thuie f.irﬁug ding dirdmg tiém

Ngimg ubng rivaroxaban va bit du lidu diu tién thude ching déng duimg tiém vio théi diém
ding liéu rivaroxaban tiép thea,

Din s die bigt

Suy thin

Ixr ligu lim sang han ché & nhimg bénh nhin suy thin ning (49 thanh thiéi ereatimine 15-29
ml/phit} cho thiy nong 44 rivaroxaban huyet tuomg ting 1én dang ké. Vi vy nén thin trong khi
dimg rivaroxaban & nhimg bénh nhin nay. Khing khuyén cdo sir dyng rivaroxaban trén nhimg
bénh nhifin o6 45 thanh thai creatinine CrClL< 15 ml/phint (xem phdn “Cink bédo va thdn trong khi
ding thude " " Duegre ding hoe"). 0} bénh nhén suy thin muire df trung binh (46 thanh thai
creatinine 30-49 mliphiit}) hode ning (dd thanh thai creatinine 15-29 mliphit) lidu khuvén cdo
durge dp dung nhar sau:

- Trong dir phing ddt quy va thuyén tic mach toan thin & bénh nhin rung nhi khang dao van
tim (SPAF), liéu khuvén cao 1a 15 mp ngdy mét lin fxem ph:fn *Dhrgre didne hoe” )

- Trong dieu tri vi phiong neira tai phat DVT va PE: Bénh nhin nén duge dicu trj 15 mg
ngay hai lin trong 3 wén dau tién, Sau do, litu khuyén cdo 13 20 mg nEay mi lan, Mén
cin nhiic giam ligu tir 20 mg ngay mot lan xuong 15 mg neay mét lin nén nguy co xuit
huyét dupe danh gia la nhiéu hon npuy co tai phat DVT va PE. Lidu khuyén cao 15 mg la
dia vao cac thimg so nghién ciru dupe dong hoe va chia duge nghién ciu & d6i tugmg
lim séng nay (xem phan “Cdanh bao va than trong ki dimg thuae”, " Duge fre hpe”,
“Dhirgre diang hoe ),

Khéng cin diéu chinh lidu ndu rivaroxaban dicre diing & nhimg bénh ohin bi suy thin nhe (36
thauh thii creatinine 50-80 ml/pht) (xem phﬁn *Thare didere foe ™),

Suy pan

C!1Erng chi dinh rivaroxahan & céc bénh nhin mic bénh gan di kém véi bénh déng mdu va npuy
cor Xufit huyét cd lign quan vé mat lim sang bao gom cdc bénh nhin xo gan Child Pugh B va C
(xem phrf:r "{.‘.Frfi?rg chi dinh ™, " Dhepre ddng hoc”'),

Ngurdi gid

Khiing cén chinh liéu (xem phdn “Dupe dong hoe "),

Cén niing co thé

kKhong can chinh lidu (rem phc:fn “Dhrgre ding fpe ™).

Grichi

Khéng ciin chinh liéu {xem phcfn “Degre dimg foc ™).
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Tré em

Pé an todan va hidu qua cia thude & tré em va thanh thigu nién vr 0-18 tudi chua duge thidt 1ip.
Khéng cd dif ligu. Vi viy, nvaroxaban khong due khuyén cdo cho tré dudni 18 tudi.

Bénh phin can chuyén whip

Rivaroxaban c6 thé duoc bt diu hodc l.iép tue trén nhimg bénh nhan ein l.'hu:.rf:n nhip.

P%i vii bénh nhin chuyén nhip dya vao sidu §m qua thye quan mé khang duge didu t khang
dong trude do, thi rivaroxaban nén dwoc it diu it nhit 4 giir tnede chuyén nhip dé dim bio higu
qua khdng ddng ddy A (xem phin " Durge lee hoe”', " Duge ding hoe™). Nén tim hidu xem bénh
nhiin ¢ sit dung rivaroxaban nhir trong dom thude tride khi chuyen nhip hay khing cho 4t ¢ cic
hénh nhan. Viéc quyét dinh khai diu va lidu trinh diu trj nén duge dira vio cice huimg din dicu
tri khing déng & bénh nhin chuvén nhip.

Cich dimg:

Diing duémg ubng,

Thude nén duge udng cling vii thire fn (xem phin “Dwoc ddng hoc ")

Poi viri bénh nhén khéng the nudt nguyén vién thude, thi o thé nghién vién thude rivaroxaban vi
trjn v nwroe hay thite &n mem nhu mede tao ngay tneoe khi dimg va duge ding qua dudmg wing.
Sau khi udng vién rivaroxaban 15 mg hay rivaroxaban 20 mg duge nghién ra, thi nén tiép ngay
sau virl thire an. Vién rnvaroxaban nghién ra ed thé duge cho qua dng thong da day sau khi chic
chiin vige dit dng thdng ding. Vién thude nghidn ta phai dirge ding véri mdt legmg nurde nhd qua
dng thong da day sau d6 duge db thém mrdc. Sau khi uing vién rivaroxaban 15 mg hay
rivaroxaban 20 mg dugoe nghiée ra, thi nén tidp npay sau véi nudi 3n qua ditmg rudt (rem phdn
" Dhegre dimge hoc ™).

CHONG CHI PINH:

Chéng chi dinh rivaroxaban & bénh nhin méan cam véi rivaroxaban hodce bit cir thinh phﬁn nan
ctia thube (xem phin “Doc e hoc ).

Ching chi djnh rivaroxaban & bénh nhéin dang xusit huyét lién quan lm sing (nhir xust huyét noi
50, xudt huvét tidu hod) rxem,r:.i'mfn “Canh bao va thin trong kki dimg ehuic ')

Chéng chi dinh rivaroxaban & bénh nhin dang duoc didu tri véi cde thude chong déng khéc (vi dy
heparin khéng phin doan (UFH), heparin trong luong phin or thip (enoxaparin, dalteparin,...)
cic din xudt heparin (fondaparinux,... ), ede thuie ching déng dang ubng (warfarin, dahigatan
etexilate, apixaban,...) ngoai trir cde trudmg hop cu thé trong glai doan chuyén tr mit thude
chiing déng ndy sang mét thude ching déng khic fem pidn “Fidu dimg, cdeh dims ") hose khi
UFH diree cho & lidn cdin thidt dé duy 1l viée mir énng thing ding mach hodc tinh mach trung tim
fzem phdn “Twone tde, neong ky ciia thude ™).

Chéng chi dinh rivaroxaban & cic bénh nhin mic bénh gan di kém vii roi loan ding mau va nguy
cor xudt huvét b lign quan vé mit lim sing k& cd nhimg bénh nhin xo gan véi xép logi Child
Pugh B vi C.

Chong chi dinh rivaroxaban & phy nif ¢6 thai va trong théd gian nudi con bing sia me.
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CANH BAO VA THAN TRONG KHI DUNG THUOC:

3 Neuy cor xufit huyét

Ciing gi-f'rng nhir cdc thude ﬂ'tf:lng dong khic, nhimg bénh nhin sir dung rivaroxaban phai dugc
quan st cin than d6i voi cac déu hidu xudt huyét. Khuven cdo nén si dung thin trong trong
nhitg chimg bénh c6 gia ting nguy co xudt huyél Phii ngimg ding rivaroxsban néu co xudt
huyél XAV ra

Trong nhitng nghién etru ldm sing, nhimg xudt huyét niém mge (nhu chiy mau cam, Igi, tidu hoa,
niéu sinh duyc) v thifu mau thwémg dge thiy nhiéu hon trong thivi gian diéu trj dvaroxaban lau
dai so vii diéu mi VKA, Vi viy. ngodi thee dfi ldm sang diy di. thi cie test x¢él nghiém
haemoglobinhaematocrit c6 the co gia i phat hign xudt huyet bj che lap, khi dwiye dinh gid thich
ding.
Vai phan nhém b¢nh nhan, nhu duge trinh bay cha tét dudi diy, ci nguy oo K hu:rf:l gia tEng.
MNhimg bénh nhin nay phai duge theo doi cac diu hidu va tridu chimg cia -3 bién chimg st
huyét va thidu mau mit chch chn thin sau khi bat ddu didu trj frem phin “Tie dung khing mong
mwon ciia thuic™).

Bét k¥ sy gt gidm haemoglobin hay huyél dp khing gidi thich duge phai tim kiém v tri xudl

| huyét. Mac dit diéu trj véi rvaroxaban khéng cin phai theo di thiimg quy sy phoi nhiém thube,

| nhumg nﬁnu 0 rivaroxaban duge do ledmg vii xét nghidm dinh luemg khing véu 15 Xa duce

i| chudn dinh cé thé cd ich loi trong nhimg trutmg hop ngoai 1& ma sy am hidu vé phoi nhiém
rivaroxaban co thé gidp cho nhimg quvét dinh vé lim sang, vi dy: qua liéu va phiu thudl cip ciru

| {xem phin “Dhege lec hoc ™, “Duge dong hoc”)

| Cdc yéu 18 xudt huyét kivdc

|

|

Tuemg ty nhu céc thude chéng huvét khdi khac, céin thin trong khi sir dung rivaroxaban & cée
bénh nhiin ¢ nguy co xuil huyét cao nhu:

- Réi logn xudt huvét bim sinh hodc méc phai
- Tang huyét ap ddng mach nghigm trong khing kiém sodat duge
- Bénh loét dutmg tidu hod dang tién trién
- Lot duimg tigu hia gin diy
f | - Bénh I¥ ving mac do mach miu
- Xudt huydt ndi so hode xudl huyét ndo gin diy
- Bt thurésng mach mau trong tiy song hofic trong nfo
' - Philu thudt nfio, ty sdng hofc nhin khoa pén diy
- Gifin phé quéan hodc tién sir xuft huyét prhnﬁi

Can theo dai bénh nhin néu bénh nhin dang ding dong thiri voi cic thudc anh huimg dén qua
trinh cim mau — déng mau nhr cae thude ching viém khing phai steroid (NSAID), thude e cheé
' két tip tidu chu hofc cac thude ching huyét khii khc. Xem xét diéu tri dir phing xudt huyét trén
' bénh nhin cd nguy co loét dwémg tiéu haa (rem phdn “ Twang tée, twomg ky ciia thude '),

Phai tim ra vi tri xudt huyet khi haemoglobin hodc hu:rét ap giam khong gial thich duwge.
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Phidu tfiudit vé can thigp

Khi cin lién hanh céc thi thudt xim lin hofc can thiép ;rhﬁu thuit, nén ngimg difu tj bing
rivaroxaban i thidu 24 gidy trudre khi thyre hién can thigp niéu o Lthe va dua trén sy danh gid lam
siang cia bac si.

Néu khong thé tri hodin vige thye hicn tha thugt, thi nén danh gia sy tang nguy oo il I‘.Iu}'ét Wi
tinh cﬁp thi¢t caa can thiép.

Sau khi tién hanh céc thi thujt xém lin hofic can thigp phiu thuit, nén kit diu sir dung lai
rivaroxaban ngay khi cé thé mién 14 tinh trang lim séng cho phép va qud trinh cim méu diy du di
durge thiet lap.

Gy 1€ truc thin kinh {ngodi ming cimgt simg)

Khi gy 18 trye thin kinh (ngodi mang cimg/tuy song) hodic choe da iy séng, bénh nhin dirge
diéu tri bing thude ching huyét khéi 38 ngiin chin bién chimg huyét khdi cé nguy cor bi tn man
tiry séng hodc ngodi mang cing ob thé din dén liét liu dai,

Mguy co ndy thim chi con tng cao khi sir dung thi thudt 4§ dng thiing ngedi mang cimg hode sir
dung dﬁng thiri thutc cim maw. Nguy co ciing o6 thé ting 1én do chin thuomg hode i choe db
iy séng hofic ngodl mang cimg,

Bénh nhin nén duge thwdmg xuyén theo di diau hidu va triéu chimg anh hudmg trén thin kinh (vi
du: té chin hojic chin yéu, sy hit thutmg cia rui hode bing quang). Trong truimg hep ghi nhin
sir anh hudmg thén kinh, cin chian doan va diéu tr] khin cip.

Bic si nén cén nhic nguy co va gl ich tiém tang trwde khi can thiép tree thiin kinh & bénh nhin
a3 hode sap ding khing ddng 48 du phing huvét khdi.

Khing co Kinh nghigm 1am sing sir dung rivaroxaban 15 mg va 20 myg trong cédc trudmg hop néy.
Vidc rit fng théng ngodi mang climg va da vio cie d3c tinh duge ddng hoc chung it nhit 14 sau
2 lén thivi gian ban thii, nhu it nhdt 18 git & bénh nhin tré i va 26 gitr & ngued gia, sau lin
udng rivaroxaban cudi.

Nén udng rivaroxaban sém nhit 13 6 giér sau khi rit ba ong théng.

Néuw b sang thuong do choc db, rivaroxaban nén dupe utng chiam lai 24 gicr.

Bénh nhin thay van tim nhéin tao

B an todm va hiée qua cia rivaroxahan chira duge nghién cim & nhimg bénh nhan thay van tim
nhéin tao; do dd, khéng cé dit ligu cho thiy rivaroxaban 20 mg (15 mg & bénh nhin suy giam chire
néng thin vira hojic niing) dem lai sy chong déng day do & nhimg bénh nhin nay.

Bitu trj DVT va PE: Nhifng bénh nhiin bj thuyén tic pbﬁi (PE) eo huvét ding hoe khing in
djnh hojc bénh nhin cin Em tan huvét khbi hay thi thuiit iy bé vit nghén mach phbi
Rivaroxahan khéng khuyén céo didu tr thay thé cho heparin khéng phiin doan trén bénh nhin o6
thuyén tic phéi o huvét ding hoe khiing n dinh holic ¢ thé didu tr tan huyét khoi hay lam thi
thudt ]E"q,' biv viit nghén mach pduﬁi do dd an toan v hidu qua cia rivaroxaban chua duoc chimg
minh trang nhifng tinh huﬁng iam sdng ndy.
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Thube ding dbng thii

Khéng khuyén cio sir dung dﬁ‘mg thii rivaroxahan vi cée thude :_hﬁng nfim nhém azole diing
duomng todn théin {nhu h-:ml:l:lna.':cﬂ:]l hadie cée thube tre ché protease HIV (nhir ritonavir), Nhﬂ'l‘lg
thudc nay Ia cac chiit tre ché manh i CYP 3A4 1n P-gp. Do dé, cic thude nay lim ting nfmg dd
Avaroxaban trong huyét tuong dén mirc 48 cé lign quan dén lim sing (rung binh gdp 2.6 15n) b
théé déin dén tang nguy co xuét huyét feem phin “Twong tde, heong ky ctia thude ).

Tuy nhidn, thudic chﬁng ndim nhém azole nhyr fluconazole 14 mét chit e che CYP 3A4 & mic 45
trung binh, it ed anh hwdémg 1&n sur phoi nhiém cta rivaroxaban hon va co the duge ding dong thii
fxem pﬁa&‘n “Tuwewnag tde. teomg ky cia thude ).

DiEu tri DVT v PE: Suy gidm chire niing thin

{3 bénh nhén suy giam chirc ndng thin & mire 38 trung bink (CrCl 30-49 ml/phat), nén thin rong
khi sir dyng rivaroxaban dong thivi wii cae thude khée lam téng nﬁng di rivaroxaban trong hu}'ét
turomyg (xem phdan “Treemg tde, twomg by etia thude "),

Bicu tri SPAF, DVT va PE: Soy giam chire ndng than

) bénh nhan suy gidm chite ndng thin ndng (CrCl < 30 ml/phad), né,‘.-ng i rivaroxaban ¢d thé ting
Ién déng ké (trung binh gﬁp 1.6 lin) co thé din dén ting nguy co xudt hu:,-éL

WNén thin trong khi sir dung rivaroxaban & bénh nhin ed CrCl 15-29 ml/phit. Khing khuvén cdo
sir dung & bénh nhdn o6 CrCl < 15 mliphit frem phdn “Lidu ding, cdch dimg ", " Dwec ding
frre ).

Cin theo doi chat ch? cde diu hide cia bién chimg xuat huvét sau khi bit diu diéu tr & nhimg
bénh nhin suy giam chic ning thin njng hodc tang nguy co Xt huyét va b¢énh nhan sir dung
dﬁng thid thudc ching ndm nhim azole dimg dwdmg toan than hedc ede thuoe e che protcase
HIV {xem pﬁ&n “Tieomg tde, fwomg ky cua thuoe ™).

Phy nir & di tudi sinh sin

Chi nén sir dung rivaroxaban & phy nir & d9 tudi sinh sén khi cd cée bién phép trdnh thai higu qua.
Kéo dai khoing ()T

Rivaroxaban khing co tée dyung kéo dai khoang QTe.

Théng tin vé t4 duye

Thudc ndy c6 chita lactose. Bénh nhin c6 vin dé di truyén hiém gap khing dung nap galaciose,
thiéu hyt lactase toén phin hodc kém hip thu glucose-galactose khdng nén ding thude ndy.

SU DUNG THUOC CHO PITY NT CO THAI VA CHO CON BU;

Sir dung thude cho phu nir cb thai:

PG an toan va hiéu qua eka rivaroxaban & phy nik cd thai chua duge thiét lap.

Teén chudt va thé, rivaroxaban thé hién déc tinh rd rét trén diing vt me vdi nhimg sir thay ddi ve
nhan thai lién quan téi tic dung duge 1§ hoe caa thudc {nhir bién chimg xuat huyét), din dén doc
tinh trén sinh sin. Khang nhin dang dige kha ning giy quéi thai chii yéu ndo. Do npuy co it
lyét ndi sinh va biing chimg 1a rivaroxaban qua duge héng réo nhau thai, l:hélrlg chi dinh
rivaroxaban & phy nit e thai (vem phan “Chang chi dinh "),
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S dung th uiie cho [thu nir cho eon hii:

Pé an toan va hiéu qua cla rivaroxaban & phy nit cho con bt chia dige thiét lip. 0 chudit.
rivaroxaban dugc bai tiét vao sifa me.

Do d6, rivaroxaban chéng chi dinh trong thod gian nudi con bing sim me {xem ;Jh:fn "E'Fiffng chi
dinh "),

Cin phai quyi:i. dinh ngirng cho ba hodc ngimg thude didy in.

Sir dyag thudc cho phy nir & 4§ tudi sinh san/tranh thai:

Chi sir dung rivaroxaban cho phy nit & 43 twdi sinh sin cé dp dung cde phuomg phdp trénh thai
hi¢u qua.

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

D4 b bao cdo vé cac truimg hop ngit, chodng ving va cb thé anh hudmg 18n khi niing 14 xe va
vin hinh miy mac (em phdn “Tdc dung khéng mong mudn cia thude”). Bénh nhin gip phai
cdc phin img cb hai ndy khing nén ldi xe hodic si dung méy mdc.

TUONG TAC, TUONG KY CUA THUOC:

Tweng the thudc:

Tiirng tic diege dng hpe

Rivaroxaban théi trir chii yéu qua chuvén héa & gan nhér trung gian cytochrome P450 (CYP 3A4,
CYP 212) va bai tiet qua thin dudi dang khéng d5i, lién quan dén hé thong vin chuvén P-
glveoprotein {P-gp) / protein khéng ung thar vo {(Borp).

Uc ché CYP

Rivaroxahan khing ire ché CYP 3A4 holic hit ki CYP déng dang (sofarm) chil véu ndo khéc,

Cim ing CYP
Rivaroxaban khing cam img CYP 3A4 hoic bit ki CYP ddng dang chi yéu ndo khic.

Anh huimg 8n rivaroxaban

Vide st dung dong thivi rivaroxaban véi cic chat e ché CYP 3A4 v P-gp manh, cd thé din dén
sif giam 49 thanh thii qua ca gan lin thin va do &6, lam ting dng k& s phoi nhiém coa thube
lrong ca thé.

Ding dong théd fvaroxaban va thude chong ném nhém azole nhir ketoconazole (400 mg ngay 1
lﬁn}. mit chét e ché CYP 3A4 va P-gp manh, din dén AUC trung binh cha rivaroxaban & trang
théi 6n dinh ting gip 2,6 lin vé Cp trung binh rivaroxaban tang gﬁp 1,7 léin cung vl sy ting
ding ké tac dung duge lire hoe cua thude,

Dhing dr;’l'lng thési rivaroxaban va thude e ché protease HIV nhar atonavir (600 mg ngay 2 Iﬁn] -
mét chit tre ché CYP 3A4 v P-gp manh, din dén AUC trung binh cita rivaroxaban & trang thii
on dinh ting ghp 2.5 lin va . trung binh cia rivaroxaban ting pép 1,6 lin cling véi sur tang
dang ki the dung duge [we hoe cia thude.

Vi viy, khing I:Imy& cho s dung rivaroaban di'Emg thiri viri cde thube khéng niim azole diing
dirtmg todn thin nhir ketoconazole, itraconazole, voriconazole va posaconazole hofe cae thude ire
ché protease HIV frem phdn “Cdanlt bdo vir thén irpng khi ding thude ).
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Clarithromycin (500 mg ngay 2 lin), duge xem 14 mdl chat (v ché CYP 3A4 manh v e ché
P-gp trung binh, khi s dyng dong thin din dén AUC trung binh cia rivaroxaban @ng gap 1,5 Y
vit Cryee ting géip 1,4 lan. Sy ting 1én ghin voi tm bicn thién binh thuimg cia AUC va Coey duge
coi 14 khéng lién quan vé mét lim sang.

Ervihromycin (500 mg 3 lin/ngay), tc ché CYP 3A4 va P-gp & misc vira phai, khi sir dung déng
thiri, din dén AUC va Cpay trung binh cla rivaroxsban tdng gip 1,3 lin, Sy ting 1én ndy nim
trong tim bién thign binh thutmg cia AUC vit Cru v duroe coi 1a khing lién quan vé ldm sang,
() nhimg bénh nhin bi suy thin nhe, erythromycin (500 mg ba lin mdi ngay) lim ting AUC v
Consx trung binth ciia rivaroxaban 1én twomg img 14 1.8 va 1.6 lin khi so véi 3 hitng dii wromg cé
chire nang thin binh thirimg khong ding erythromycin ddng thdi. O nhimg h‘{H ahéin cé suy thin
mie 3¢ trung binh, erythromycin Lim ting AUC vi Cyy trung binh cua rivayoxaban lén tuomg
g la 20 va 1.6 lin so voi nhimg d6i nmg o6 chire ping thin binh t.'r;mg khong dung
erythromyein dﬂng thin ixem ph{irr “Carh bdo va thdn frong khi dime thude ).

Fluconazole (400 mg mit kin‘ngay), duge xem B thuoe (e ché CYP 3A4 vira phai, dan dén ting
AUC trung binh ciia rivaroxaban 1&n 1,4 lin va $ing Cpe trung binh [én 1,3 1én. Sy ting nay vin
trong gioi han bién thién binh thuimg cia AUC vt Coge v duge xem 1i khing lién quan Ve mil
lim sang (xem phin “Canh bdo v thin trong khi ding ihuoc "),

Dimg dbng thid rivaroxaban voi mét chat cam (mg CYP 3A4 va P-gp manh nhur rifampicin din
dén AUC trung binh cia rivaroxaban giam khoang 50% song song vii giam tac dung duge lye
hoe cia thube (eem phdn " Dwge dgng hpe 7). Ding ding thid rivaroxaban vivi cée chiil cam dng
CYP 3A4 manh khic (nher phenytoin, carbamazepine, phenobarbitone hodic St. John's Wont) oo
thi cling din dén iy n-ﬁng 5 rivaroxaban trong huyet tiromg. Nén thin trong khi sir dung ding
thiri vii cic chit cam img CYP 3A4 manh.

Tweng tdc duge lye koo

Céc thuée khéne déng

Saun khi sir dyng phéi hop enoxaparin (40 mg dom ligu) véi rivaroxaban (10 mg dom ligu), ghi
nhin co tac dyng cong thém trén hoat tinh tc ché véu 16 Xa nhumg khing co bat ki tac déng cong
thém test dong mau (PT, aPTT) ndo. Enoxaparin khong tde dong dén duoe ding hoe cia
rivaroxaban (xemr Fﬁ-ﬁiﬂ “Cnh bao va thin trong khi dimg thude ™).

Do nguy co xudt huvét gia ting, nén cin chi 3 bénh nhin néu didu trj ddng thii v bat ky cde
thubde chiéng dong khac (xem phdn “Canh bio va thin trong khi ditmg thude "),

NSAIDs/Cie thube ite ché kit tip tidu ciu

Clopidogrel (lidu nap 300 mg, sau 86 ding lidu duy td 75 mg) khing thiy cé tuemg tic dwoe
dimg hoe (véi rivaroxaban 15 mg) shung & mit nhom nhéd bénh nhin ghi nhin duge sy ting lién
quan dén thin gisn xubt huyét, ma khéng co tuong quan dén su két tip tiéu chu, P-selectin hodc
img 40 cia thu thé GPIb/ALa fxem phdn “Cdrh bdo va thin trong kki dimg thudc "),

Sau khi sir dung ddng thid rivaroxaban 15 mg v naproxen 500 mg. khong thay cd sir kéo dii lién
quan dén thin gian xudt huvet v& mit ldm sang. Tuy nhién, ddp img dinre luc hoo trén mit 50
bénh nhin co thé 1 1ét hom fxem phdn “Canh bdo va than rrong khi dimg thude ™)

Chira thay co cdc twong tic dwoe dong hoc va duce lye hoc dang ké vé mit lim sing khi
rivaroxaban duoe diing dong thid vai 300 mg acetylsalicylic acid.
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Cin chi ¥ bénh nhin néu didu trj bénh nhin ddng thid voi NSAIDs (bao gém scetylsalicylic acid)
vi ¢de thude e ché két p lidu cdu i vi che thude nay lm @ng nguy co xul huyet mit cach
dfic tmg (xem p.irffn “Canh bae va than trpng ki divmg thude "),

Warlarin

Vige chuyén doi cho bénh nhén tir warfarin (INR 2,0-3,0) sang rivaroxaban (20 mg) bode tir
nvaroxaban (20 mg) sang warfarn (INKE 2,0-3.0) lam thin gan prothrombind INR (Neoplastin)
ting thém nhicu hon mitc cdng hop (cd thd quan st gia i INR tang léa dén 12), trong khi thc
dyng lén trén aPTT, hoat tinh (e ché yéu 16 Xa va thrombin ndi sinh co khi ning cdng hop.

Néu mudn kidm tra tae dung dwee lue hoe ela rivaroxaban trong giai doan chuyén ddi thube, cb
thé sir dyng cic test vé@ hogt tinh @c ché yéu 16 Xa, PICT va HepTest do nhimg xét nghiém nay
khong bi the dong béi warfarin, Tir ngdy thir 4 sau khi dimg warfarin wd di, tit ¢a cdc test (bao
gbm PT, aPTT, e ché hogt tinh cda Yéu b Xa va ETP) chi phan dnh tac dyung ciia rivaroxaban
{xem pﬁr.cfn “Lidu elimg. coch dimg ™),

Néu mudn kiém tra tae dung duge lye hoo coa warfarin trong giai dogn chuyen 461 thude, ca the
do luomg chi s6 INR & thii diém rivaroxaban dat nong d6 day (24 pio sau khi wong ligu
rivaroxaban trude) do o thid diém do, rivaroxaban anh hudng dén xét nghiém & nwie dé nha nhit.

kKhing ghi nhin tuomyg tic duge ding hoe gilra warfann va nivaroxahban,

Thire din va thiee phim G sia

RIVATER 15 va RIVATER 20 ¢6 thé uding ciing vdi thire an,

Twong tic véi cde thing si xét nghigm

Céac thing sl xil nghiém d0ng mau (PT, alTT, HepTesl”} duge cho la co by dnh hwdng do
phuomg thire the dung cua nvaroxaban,

Twong ky th wie: Do khing o cde nghién el vi tinh twong ky eia thude, khing tron 1an thude
ndy voi cde thube khde.

TAC DUNG KHONG MONG MUON CUA THUOC:

Thém lwge di liéu vt 4§ an (odn

Tinh an todn cia rivaroxahan d3 duge dénh gia trong hon nghién citu pha 111 bao gom 6097 bénh
nhiin ding rivaroxaban 10 mg phiu thust chinh hinh chi dudi (thay toin bé khép hing hay khop
a6i) trén 3997 bénh nhin bénh ndi khoa nhép vién duoc diéu tr téi 39 ngdy, va trong ha thir
nghiém pha 111 diéu trj VTE vdi 4556 bénh nhén dimg 15 mg rivaroxahan 2 1 mdi ngdy trong 3
tuan, tiép theo la 20 mg mdt lan/ngay hode 20 mg mdt lin mdi ngay dicu trj dén 21 thing,

Hom nita tinh an toan con nivaroxaban cing 48 duge dinh gid trén 7750 bénh nhén bi rung nhi
khiing do van tim tir hai nghién cira pha 11T véi it nhdt mt lidu rivaroxaban eling nhar trén 10225
bénh nhin ACS véi it nhit mét lifu hode 2,5 mg (hai lin‘ngdy) hodc 5 mg (hai lin m&i ngay)
rivaroxaban thém vao hode ASA hode ASA clng vii clopidogrel hay ticlopidine.

Do phiremg thite the dung dirce 1% hoe, dvaroxaban b the di kém véi ting nguy co xult huvet séu
hafic nédng tir bit ki mé hofic co quan ndo trong co the, ob the din dén thidu méu sau xuat huyét.
Nguy co xudt huyét ting &n & mdt 6 nhém bénh nhin, nlur bénh nhin ting huyvét dp ddng mach
nghiém trong khéng kigm sodt duge vidhode dimg ding théd cac thude anh hmg dén qué trinh
cim mdu (xem phdn “Canh bdo v thin trong bhi dimg thuoe ™)
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Chic diu hidu, tridu chimg, v mic 46 ndng (bao gdm c¢i tir vong) thay 801 thy theo vi tri v mi
dé bose pham vi wudt huvét vaihoge thidu méu frem pﬁﬁﬂ “Ohie Tiéu vér edeh xie tri™).
Bien chimg xuit huvet thuomg duge bidu hidgn nhu yéu co, i nhot, chodng vang, dau diu hofic
sumg khong giai thich duge, khd tho v s khing giai thich duge. Trong mit vai truomg hep, gh
nhin dwge cde trigu chimg thidu mae cyc b tim nhu dau ngye hede con dau thit ngye, co {hé la
hiu qua cia thidu méu.,
Cée bién chimg tir thir yéu dén xuit buyét nghiém trong nhu héi chimg chén ép khoang va suy
thin do gidm Wi médu di duoe hio cdo cho rivaroxaban. Do d6, clin cin nhie khi nang xuit
huyét trong vige danh gid tinh trang bénh & bit ky céc bénh nhan duwge diéw tri ching ding,
Cic tic dyng khing mong muiin
Tén sult gip cde the dung kbbng mong mudn cia rivaroxaban duge thm tt nhir bén dudi, Trong
moi nhdm phin logi theo thn sudt, ce the dung khdng mong mudn dirre sfup :-'.ép theo thir fir mirc
dé nehidm trong pidm din. Céc nhom phén loai tin sudt diroe quy wde nhar sau:

Riit thuémg gip (= 1/10)

Thuémg gip (= 1/100 dén < 1/10)

It gaip (= 171000 dén < 1/100)

Hiém gap (= 1/10000 dén < 1/1000)
Tt cd céc tie dyng khéng mong mudn cia rivaroxaban trong qud trinh dicu trj duge béo cdo trén
céc bénh nhén trong thir nghigm im sang pha I11 (RECORD 1-4 gip, ROCKET, J-ROCKET,
MAGELLAN, ATLAS va EINSTEIN (DVT/PE/Extension)).
Thiimg pap
Céec roi loan trén mau va hé bach huyét: Thidu mau (bao gém cd théng sb xét nphiém tromg img)
Céc rii Joan trén mét: Xukl huyi‘t mit (bao ghm xuiit hu;,-'él mang két mac)
Céc i loan tidu hod: Xudt huyét nuedu rng, sult huyét tidu hoa (bao pdm ca xudt huvét true
trang), dau da diy radt va dau bung, khd tigu, budn nin, tio hon™, tidu chiy, nén”
Céc rbi loan chung va cdc phan (me xay ra tal vi tef dua thude: S6t", phi ngoal vi. giam sic lye
va ning hromg chung (bao gf&m ca mét mai va suy nhiroc)
Tén thuong, déc tinh va bién chimg hiu phiu: Xuit huyet hiu phiu (bao gbm ci thicu méu hiu
phiu va xudt huyét vét md), dung dip
Cie xét nghiém: Ting ndng J6 cie transaminase
Cic réi loan trén hé co xwong va mé lién két: Bau & chi®
Cac roi logn than kinh trung vomg: Chodang vang, daw dau
Cac r6i logn thin va tiét nigu; Xudt huyét dwomg nidu-sinh dyc (bao gdm ddi mau va rong kinh®),
suy thiin (bao gﬁm od tAng creatinine man, ting uré miu “"','I
Céc rdi loan dudmyg hi hﬁ}r: Chay miu cam, ho ra mdu

Céc rii Toan da va mi duwii da Ngia (bao gbm cd trudmg hop ngira todn thin it gip), phat ban,
bém tim, xudt huyét tai da va dudi da

Cée rdi loan trén mach: Ha huyét dp, tu miu
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It gap

Cée 101 loan rén mén va hé bach huyét: Tang tiéu cdu nguyén phat {bao pom tang sd hoong tigu
cﬁu}l "‘

Cée r6i loan trén tim: Nhip tim nhanh

Cde roi fogn tiéu hoa: Kho miéng

Céc 151 logn chung v céc phan (mg xdy ra t3i v tri dwa thude: Cam thily khang khae (bao gom
khé chiju)

Céc rdi loan gan-mét: Bat thudmg chire ndng gan

Cée i logn h mién dich: Phin dmg dj (ng, viém da dj (mg

Tém thucmg, doc tinh va bién chimg hiu phiu: Vé thireng xudt tid®

Cée xét nghiém: Ting néng d bilirubin, ting ndng dd phosphatase kim trong mau®, tang LDH®,
lang lipase®, ting amylase®, ting GGT®

Che roi loan rén hé eo xuromg va md lién két: Tu méau khép

Céc roi loan than kinh trung uomg: Xudt huyét ndo va néi so: ngit

Chc 161 loan da va mé dudi da: May day

Hiém gp

Cc réi logn chung vi cée phan img xdy ra tai vi i dum thude: Phis i ché®

Céc 161 logn gan-mét: Vang da

I'6n thurong, dic tinh va bién chimg hiu phiu: Gia phinh mach

Cac xét nghiém: Tang néng 46 bilirubin lign hop (cing hode khimg ciing véi tang ALT)

Ciie i loan trén hé co xwomg va mi lign két: Xudt huyét co

* quan sdt sau phiu thudt chinh hinh chi dudi

® duge ghi nhin trong diéu tri VTE, hay gip & phu nit < 55 udi

© quan s8 khing thidmg xusvén trong trf lidu ACS (sau khi can thidp qua da)

<Cheh trinh bay cic thudt ngft ADR dura trén MedDRA phign béin 14.1>

Cie khao sat sau khi rivaroxaban doa ra thi treimg

Céc the dung khiing mong mudn dindi ddy ducc ghi nhin ciing viéi thév gian rivaroxaban leu hanh
trén thj trudmg:

Céac roi loan hé thong mién dich: phit mach va phi dj img.

Cic roi loan duimg mil cia gan: (e mil, viém gan (bao gﬁm ton thuvmg 1€ bio wan).

Céc roi logn hé théng mau va bach huyét: giam tidu ciu.

Thing bdo ngay cho bde 57 hoge duge st nhime phan g cé hai pap phat khi sie dung thuoe,
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QUA LIEU VA CACH X1 TRi:

Qus Hidu:

Cdc truomg hop qud lidu hiém 18n dén 600 mg dwge bdo cdo, khing cb cic bién chimg xudt huyér
hodic cic phin émg cd hai khic. Do s hdp thu bi giéi han, nén tde dung trin khing ting thém sur
phoi nhiém huyét tromg trung binh duge mong doi & mire lidu trén lidu didu tr tir 50 mg tré lén,
Ciich xir tri:

Hign chua co chit glal die dic hifu doi khing tac dyng duge lye hoe cia mamxahm S dung
IhEn hum dé glam ]:Lap Lthu trong truomg hop qua ligu rivaroxaban duwoe
gﬂn ket v prolein rong I'Ih.l:ﬂ.l (womg cao nén ngudi ta cho rng khong TJ1:I:

|
X tri xmirt .F:.l.'_ref .'f !

Trén bénh nhin leﬁn[11 rivaraxaban néu xa\ k8 bicn chimg Kt hU}r:T thi rﬁﬁ-‘tam ngimg lidu didu
lr! tiép theo hofc ngimg hin diéu tri néu thich hgp. Rivaroxaban co thii gian hﬂ]:l thai ‘bihmng 5
dén 13 gidr. Vide xir tri cho riéng iimg cd nhan thy theo mive 40 ning w4 vi 1 xudt huyét CH the
sir dpng céc bién phap diéu tri tritu chimg néu cin thidt, nhir s dung thiét bi &p co hoe (nhu vii
chiy mau cam ndng), sy cam méu trong phiu thudt véi cie quy trinh kidm sodt xult huyél, truyén
dich v céc bign phap hi trg huyét ddng, cic sin phim mau (hing ciu Ying hode huyét trong
dong lanh twoi Wy thede vao tinh lrang thiéu méu hodic bénh dong miu di kém) va tidu clu.,

Néu khong thé kidém soat tinh trang xust huvét bing cic bicn phép trén, nén xcm xét st dyung
thude diic hidéu dio chicu chat ticn ddng mau nhy phire hop prothrombin ¢d diic (PCC), phic hgp
prothrombin hoat hoa of dic (APCC) hode yeu 16 V1la t4i 16 hgp (r-FVIla). Tuy nhién, hién gid
ei ril it kinh nghim 1am sang vé viée sir dung nhimg ché phim nidy trén nhimg bénh nhin ding
nvaroxaban,

Protamine sulfate va vitamin K khong dugc cho la cd anh hwong lén hoat tinh c]'u.“mg dong cla
rivargxaban,

C6 it kinh nehiém v& vige siv dung scid tranxenamic vi khing o6 kinh nghidm v& vide st dung
acid aminocaproic va aprotinin irfn cic bénh nhén ding rivaroxaban. Khong o6 1y do g ich v
mit khoa hoe cling nhir khéng co kinh nghigm sir dung véi cie chil cdm mau toan thin
desmopressin & cae bénh nhin ding rivaroxaban,

DUCC LUC HOC:

Nhiim diwge [y: Chit ire ché trie tiép yéu th Xa

M ATC: BOIAFO

Co ché tic dyng

Rivaroxzaban 12 mét chil fe ché e tiép chon loc cao d6i vai yéu o Xa co tic dyng qua dutmg
uéng.

Sur hoat hod yéu 16 X thinh yéu 16 Xa (FXa) qua con duimg ndi sinh va ngogi sinh déng vai trd
trung tim trong dong thac ddng maw, FXa tryc teép bién didi prothrombin thinh thrombin thong
gua phire hop prothrombinase va cubi cOng, ddn dén su hinh thanh ¢y méu ddng fibrin va hoat
héa tidu cdu bii thrombin. Mt phén tir FXa ¢6 khi ning tao ra wrén 1000 phin tir thrombin do
ban chit khuéch dai cha dong thic dong mdu. Ngodi ra, ty 1¢ phin tmg cia prothrombinase-gin
FXa tang lén gip 300.000 ldn so véi FXa & dang rr do va din dén sir bing nd tao thrombin. Cde
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chét tre ché chon loc FXa cb thé kim hdm gud trinh bing né khuéch dai tao thrombin. Két qua la
mi sb test chung va dac hidu vé tao cue mau ddng bi anh hudng béi rivaroxaban. Sir (e ché hogt
tinh yéu th Xa phy thude lidu dimg duoe ghi nhin trén nguwi.
Tie dung dwge loe hoe
Su fre ché Yéu td Xa phy thufe lidu ding duge ghi nhin I:nm nguin. Thin E.Lﬁ.il prothrombin {PT}
bi dnh huimg b rivaroxaban theo cdch phy thudc liéu vii mdi weong quan gan voi ning d§ thude
trong huydt tiromg (2id tri r bing 0,98) néu sir dung Neoplastin. Céc thutc thir khic s& cho két qua
khic nhau. Két qui cia PT duge biéu thj theo gidy. boi chi 56 INR (International Normalized
Ratio} chi duge dinh off va cb gid tr] cho coumarin va khong duge sir dung cho bit ki thudc
chéng déng nao khic.
Trong mét nghién ciu duge [y lam sang vé sy ddo MELICC duge lire hoe cha rvaroxaban trén doi
tugmg ngudn lim khoe manh (n = 22} hidu quéa don lidy {51} T kg) eda 2 loai PCC khie nhau,
PCC gam 3 yéu t6 déng mau (véu 16 11, IX va X) vi PCC glm 4 yéu 1 (yéu 14 11, VL1, IX va X)
duge danh gia. PCC 3 giam gid n Nmﬂmhn”ﬂ' trung binh khodng 1 gidy wong vong 30 phil,
so voi sy giam khodng 3.5 gidy quan sdt duce & PCC 4. Npuge lai, PCC 3 ¢6 higu qua chung
manh vi nhanh hem trén thay ddi din nguoe & nhom thrombin ndi sinh so véi PCC 4 fxem pﬁ:f?r
e ligm va edoh xar tef”). O bénh nhdn s dung rivaroxaban dé diéu tri DVT va PE va dy phong
w41 phit DVT va PE, bach phin vi 5/95 cta PT (Neoplastin) 2-4 gid sau khi udng thuiic {ngh'iu E
& thii diém thude c6 e dung tei da) ldn lugt trong gicd han tir 17 gidy dén 32 gily cho lidu 15
myg ndy 2 lin hofc tir 15 pidy dén 30 gidy cho lidu 20 mg ngay | ln.
(3 bénh nhin rung nhi khing do bénh 1y van tim sit dung tivaroxaban 8 dy phing it quy va
thuyén thc mach todn thin, bach phan vi 5/95 cho PT (MNeoplastin} 1-4 gi¢r sau khi udng vién
thudc (nghia 1 thid diém thede co tic dyng t0i da) an hoot trong gidi han tir 14 pidy dén 40 gidy
cho ligu 20 mg ngay 1 lan hofic tr 10 gidy dén 50 gifly & hénh nhin suy giam chire ning thin &
mire dé trung binh duge diéu trj voi 15 mg ngay 1 lin
Thii gian prothrombin duge hoat hod timg phin (aPTT) va HepTest ciing bj kéo dai phy thude
liéu dimg; tuy nhién, cic xét nghiém nay khdng dwoe khuvén cdo d& dinh gia tac dung dwoc e
hoc cua rivaroxaban.
Khang cin theo dii cdc thimg sih déng man trong thid gian didu trj biing rivaroxaban.

Tuy nhién, khi cé chi dinh trén lim sing, do hiu qui cla rivaroxaban cd the duge tien hinh bﬁng
thir nghiém do ning 46 khang Xa (xem phdan* Durge lue hpe ™),

DUCGH BPONG HOC:

Hip thu va sinh kha dung

Rivaroxaban duge hip thu nhanh, véi ndng dd 161 da (Caw) san 2 - 4 giér udng thube.
Rivaroxaban hiip thu hiiv nhu hoan todn qua dwimg udng va sinh khd dung dwémg udng cao (80 -
100%) voi vién 10 mg, bat k& udng thudc & tinh trang déi/no. Vige sir dung thude cing vii thire
iin khéng lém anh huing dén AUC hay Co c0a rivaroxaban ¢ lidu 10 mg. Rivaroxaban vién 10
mg co thé dimg clng hodc khing cing vioi thie dn (xem pfrﬁ:u "Lidu dimg, cdach ding "),

Dio mire di hip thu gism, sinh kha dyng dwdmg wing cia vién rivaroxaban 20 mg udng lie doi chi
dal 66%. Khi u-fmg rivaroxaban 20 mp clng wii thive 4 lam ting AUC tung binh 39% so vai khi
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uuﬁnng thude vao lic d6i, che thiy thude hap thu hiu nhir hodn todn va e sinh kha dung dudmg
uing cao (vem phan "Lidu dimg, edch dimg™).

¢} tinh trang no, sy hdp thu cla vién rivaroxaban 10 mg, 15 mg, 20 mg 67 1€ thudn véi lide ding.
Tinh bién thién trong duge ddng hoc cla rivaroxaban vira phadi voi tinh bién thign gita cc cd thé
(CV%) trong gici han tir 30% dén 40%. Sy hip thu rivaroxaban thy thude vio vi tri phing thich
thube trong dimg tidu héa. Gidm 29% va 56% AUC va Cuy, duge so sinh ddi voi vién thube
dirgre béo edo khi rdivaroxaban nghién nhd duwge phéng thich trong doan gin cia rubt non. Sy phot
nhidm edn gidm thém khi thudc drge phéng thich trong doan xa cia madt non, hay trong dai trang
lén. Trdnh dira rivaroxaban dén doan xa hon dg day vi cd the din den giam sy h:ip thu va sy phom
nhidm lign quan dén thude,

Tinh sinh khd dung (AUC va Cau) €O thé so sanh ddi voi rivaroxaban 20 mg nghlr:n ra dlmg cho
dirig uﬁng tr{in vivi murde tdo hay dich treo trong nude va ding qua dng thémg da day hE*]:r theo la
thirc &n long, dwge so sinh v uing nguw:rr vién thudc. Dac diém die lue hoe clia rivaroxaban
co thé dir dodn, ti 1€ vai liéu, nén cic két qui sinh kha dung tir nghién cin ndy c6 thé dp dung cho
cie lidu rivaroxaban thap hem.

Phiin bi

Gén két protein trong huvét twong & ngunii cao. xdp xi khodng 92% 1067 95%, véi albumin huyél
twromg 12 thanh phin gin két chinh, Thé tich phin b & mirc trung binh vii gid i Ve khoang 50 1,
Chuyén hod va thai trir

Trong léu rivaroxaban udng vao cd khodng 2/3 lidu bj thoai bién theo chuyén héa, v mdt nira
sau ¢ durgee thai o gua thdn va mdt niea kia bj thai trir qua dudmg phan, 1/3 liéu dimg con lai thai
trir trurc liép gua thiin Jdudi dang hogl chit khing 46i trong nude tiéu, phin 1on qua sy bai 16 cha
déng cia thin,

Rivaroxaban duge chuyén hod qua cic co che CYPIAL, CYP2I2 vi co ché khing phy thude
CYP. Sy thodi bién do oxide hoa nhom morpholinone va thiry phén cée lign két amide 14 cic vi tn
chii ].'éu ciia sy bién d0i sinh hpe. Theo cae nghién cir in vitro thi rivaroxaban 1 mit chil nén
clia céc protein vin chuyén P-gp (P-glycoprotein) v B crp (prolein khing ung thu vi),
Rivaroxaban ¢ dang khong dai 13 hop chit quan trong nhit trong huyvt trong ngui voi s ed it
chia cac chiit chuyén hoa khing quan trong hodc 6 hoat tinh dang luu hinh. B§ thanh thai toan
phiin ciia rivaroxaban 1a kKhoang 10 Ih, duge xép vao nhom thude o6 48 thanh thai thip. Sy thai
trir rivaroxaban khoi huvdt tromg xdy ra véi thii gian bén thai khodng 3 - 9 gid & ngui tré tdi
vi khodng 11 - 13 gidr & ngudi gia

Biénh nhin lio khoa

O bénh nhin cao woi, nong dd thude trong huvét twong cao hom & noudi tré tuoi voi pia mj AUC
trunbbmh{:auhﬂnﬁpﬂj gﬁp | lﬁjlfphall Iom do giam (1 rAng) do thanh thai todn phin va 4
thanh thai qua than (xem _uhxm ‘Lidu ding, cdch dimg®).

Gidi

Giira bénh nhiin nam v nir khéng co sy khdc biét vé dugie ding hoc trén 1dm sang (xem phin
“Liéw dimg, cich dimg "),
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Cén ning

Cac murc thai e cia can ndng oo thé {< 50 kg so véi = 120 kg) chi co anh hudmg nho 18n m"‘mg
4 rivaroxaban trong huydt trong (dudi 25%) (xem phdn "Liéu ding, cdch dimg").

Tré em v thanh thién nién

B an todn va higu qué ela thudc & tré em vA thanh thidu nién dusdi |8 1wehi chua duoe thiét 1ip
(xem phin "Liéu dimg. cdck dimg ).

Sw khic bigt vé diin t§e

Khéng c6 sir khie nhau ve duge ding hoc va duge lye hoe lign quan Him sing giira cde bénh nhin
da tring, npudi M# gbe Phi, Tiy Ban Nha hodc Bé Dao Wha, Nhit Ban va Trung Quic dem phin
“Ligu ding, edeh dimg ).

Suy giam chire ndng gan

Anh hirimg ciim sy suy gidm chire niing gan 18n duge ddng hoe ¢la rivaroxaban duge nghién cim
trén cac déi neomg digre phén nhém theo hé thing xép logi Child Pugh, mdl quy trinh chuén trang
phat trién 1dm sing. Muc dich ban diu clia xép logi Child Pugh {4 danh gia ti¢n hegmg bénh gan
man tinh, chit véu 1a xo pan. O bénh nhin du d:ir.h ding thudc ching déng, diéu quan irgng cia
suy gidm chite ning gan 13 gidm tong hop cac véu 16 dong méu binh l.hl.nmg & gan, Vi didu ndy
chi do duge ahir mat trong nim do romg 1im sénghoa sinh trong hé thiing phiin Jowi E'I'ul:l Pugh,
nén khéing co mai twomg quan 18 rang gifta nguy oo xudl huyét & bénh nhin vii sy sip xép phin
loai cia hé théng nay. Do da, quyét dinh digu trj thude ching ding cho bénh nhin phai djc lp
v xiép loai Child Pugh.,

Chéng chi dinh rivaroxaban & céc bénh nhin méc bénh gan di kém véi bénh dong miy, din dén
nguy oo xudt huyét lidn quan lim séng (xem phan “Chdng chi dinh ™).

() bénh nhén xo gan suy gidm chire nang gan & mic 30 nhe (dwec xép loai Child Pugh A) duge
déng hoc cia rivaroxaban chi thay d8i nhd (trung binh AUC ciia rivaroxaban ting 1,2 1in), gin
nhur twong dweng véi mire dat duge & nhdm dbi chimg khée manh, Khéng ghi nhén thiy s khic
biét ¢ lign quan vé dac tinh duoc luc hoe gilka cdc nhém ndy.,

(} bénh nhin xo gan suy gidm chirc ndng gan & mic 4§ trung binh (duge xep loai Child Pugh B),
AUC tnmg binh el rivaroxaban ting ddng k&, gip 2.3 lan so véi o ngwii tinh nguyén khoé manh
do sir thanh thii thude giam di ding ké thé hién bénh gan 16 rét. AUC cta phin khang gin két
tang php 2.6 ln. Khéng co dit liéu & bénh nhin suy gidgm chire ndng gan ning, Sy o ché hoal
déng ciuz yéu to Xa ting gip 2.6 in so vii trén ngui tinh nguyén khoe manh; sy kéo dai PT
turomg 1 ting pip 2,1 lan. PT trong xét nghiém ding mdu todn b dinh gia con disimg ngogi sinh
bao gim cac yéu td déng mau VIL X, V, 11 vii | duge téng hop & gan. Bénh nhén suy gidm chirc
nang gan o mire df trung binh thuwimg nhay cdm hom vin mfnrmahan, din dén db thi biéu dién
méi quan hé Duge ddng hoo/Dee e hoe (PE/PD) gitta ndng di va PT trd nén déc dimg hom,

Hién khéng o6 div ligu vé& cdic bénh nhan Child Pugh C frem phdn “Liéu dimg. cdch dimg ",
“Chang chi dinh ").

Suy giim chire nang than

Sy phoi nhiém cila rivaroxaban ting lén nguoc lai véi sy suy gidm chie ndng thin duge danh gid
qua dé thanh thdi creatimine.
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() bénh nhin suy gidm chic ning thin & mée 40 nhe (86 thanh thai creatinine 50-80 ml/phit),
trung binh (46 thanh thai creatinine 30-49 mb/phit) vi ning (d§ thanh thal creatinine 13-29
ml/philt). nénng_ dé rivaroxaban trong hLE:,.'ét thanh (AUC) lan lupt ting gap 1,4; 1,5 va 1.6 lén so
viri & ngudi tinh nguvén khie manh (rem pﬂ:rj‘fr “Ligu dimg, cdch dimg”, “Canh bdo va thgn
irong khi dimg rhube "),

Sur ting téc dung duge lyc hoe twong img rd rét hon (vem phan “Lidu dime, cdeh dime ", "Canh
héo va thin trong khi dimg thube ). A
) bénh nhin suy gism chic ning thin & mic 4 nhe, lrung binh v& n&nb..%
}éum‘ianml:hungtﬁnglaniumgaplﬁ l?valﬂlmauxmungml 3
sy kéo di PT tuomg tu ting tuong (myg 14 edp 1,3; 2.2 ¥4 2.4 Hin, Ehn}n,g’ﬁi dir ligu vé bénh nhﬁ.n
e dd thanh théi creatinine < 15 ml/phit.

Khing khuyén cdo si dung thude & binh nhan ¢6 &§ thanh thai creatinine < 15 ml/phit. Nén thin
trong khi sir dung rivaroxaban & bénh nhin suy giam chic ning thin ning 6 d§ thanh thai
creatining 15-29 ml/phit frem phdn “Lidu dimg, cdck dimg”. “Céanh bdo ve thin irpng khi ding
thude™).

Do biéri bénh nén, nén nhimg bénh nhin ¢d suy gidm chie ndng thin ndng cd nguy co ting cd xudt
huyét va huyét khéi.

QUY CACH BONG GOI:

Hgp 3 vi x 10 vién nén bao phim.

Hap 1 chai 30 vién nén bao phim.

PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC:
Bio quian: O nhiét 4§ dudi 30"C, noi khi rdo, trdinh dnh sing.

Hgn diing: 24 thing ké tir Ny san xudl Khing ding thude khi qud han sir dyng.

Tiéu chudn chit loyng cia thube: TCCS
TEN, BlA CHIi CUA €O SO SAN XUAT THUOC:
CONG TY CO PHAN DUQC PHAM OPY

S& 27, Budmg A, Khu Clng Nghigp Bién Héa 1l, Phiémg An Binh, Thanh pho Bién Haa,
Tinh E};Emg Mai, Viét Mam.

DT : (0251) 3992999 Fax : {(0251) 3892344
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