Ex

R
RIVACRYS =T ’?’ff “\

?:' BAIDIEN 5

.Ir'llmTHumul,"/

e

"\,\\_ A
=

fh:ref.:. moy ehi .:.l'!er'i,gr theo dom thudic
thwe k¥ ||‘prrf.|'|ri-;,L detn s alterigt iriecre KR i.l’r.ru‘[.i
DY thutic xa tdm tay vé tém vl clia tré em

THANH PHAN CONG THUC THUOC
Thanh ph:’in hogt chit:

MGi vién nén bao phim chim: Rivaroxaban 15mg
Thanh phin td dwge:

Hypromellose, mycrocrystalin cellulose, lactose monohydrat. natri lauryl sulfat, croscamellose natri,
magnesi stearat, phim méau dé Opadry 04F250009,

DANG BAO CHE

Vién nén bao phim

Vién nén hinh trin, hai mt 16i, mao dd, duge Khic sb 15" & mét mat,

CHI DINH

Ngrweerd irm

Phiwg ngir it quy v thayén tie mach toan thin ¢ bénh nhin nguid 1én bi ming ahi khng do bénh

Iy van tim v mdt hodic nhidu viu b nguy co nhir suy tim sung huyét, ting huyét an, (i = 75, dai
thio dwime, tién ddt quy hode con thidu méu nfo thodng gua.

Bl tri huydt khii tinh mach sfu (D‘JJ } vt thuvén tie phii (PE), vé phﬂmg ngir tdi phit DVT va PE

o ngu'rlrl lim (xem muc Canh bao v thin trong khi dang thuie déi vii bénh nhin PE khéng 6n
dinkh vit |'II.1'_I|"L|. ddmg).

Tré em

Brigw tei byt khdi finkh mach (VTE) v ngin ngira tdi phit VTE & tré em va thanh thiéu nién dudi 18
tudi va cin nding ti 30k dén 30kg sau t nhat 5 npay ké tir ngdy khai diu didu td thude ching dong
miiu qua diromg tiém.

CACH DUNG, LIEU DUNG

Litu dimg :

Phing ngtea 40 gy vi thupén tée mach odn thdn & nged ddn

Lidu khuyén cao 14 20 mg mit lin méi ngiy, diy ciing 14 lidu t6i da dige khuvén céo,

Ligu phip diéu trf vai rivaroxaban nén duoe thye hidn trong thid gian dai v6i 1o ich du phimg dit

quy vi thuyén 1ic mgch toan thin vugt tril so vai nguy co chay mau (xem mye Cinh bio Thin
trong khi diang thuoc),

"-JEL: by 1 ml !1éu bénh nhin nén ding rivaroxaban ngay [ap tic va l1ép tuc vio ngdy hdm sau v
liéu lugmg mit lin mdi ngdy theo khuyén cho, Khong dice ting lidu gip doi trong cing ngay & bi
cho ligu d& quén.

ity srj byt khoi tink mach sdu (DVT) va thuvén tiie ;Jfﬂ'.’r':' (PE), phong ngira tai phet DVT va PE &
nEwoi fom,
Lidu &huytn. cin dé khai déu digu tr1 DV hodic PE r:érl tinh la [5mgx 2 Lﬁn.’nb_.l.ﬁ.}l trang ha fiefin :Iiu
tiép theo 12 20 me x | Hn/ngdy dé didu tri duy trl va phong ngita DVT va PE 14 phit.
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Thini ginn diéu tri ngan (it bt 3 thang) nén duge xem xé1 & nhitng bEnh ahin DVT hofic PE gy m
héri cdc yéu th nguy co thodng qua nghiém trong (tie 1a phiu thudt Iém hoje chiin thuomg nghiém
tepng gin div). Thi gian didu lr:| déi hon nén duge xem xét & nhimg binh nhin o DV hoje PE b
nguyén nhiin khing lién quan dén cde yéu 19 npuy co thoang gua nghigm trong, DVT hejic PE khing
nguyén nhin, hode co tién s DVT hode PE (@ phat.

Khi co chi dinh kéo ddi phong ngira DVT vi PE thi phit (san khi hodn thanh ligu phap didu tri DVT
hode PE it nhit & thang), i khuyén cdo la 10 mg x | lin/ngdy, Cin nhitc sir dung ligu rivaroxaban
20 mg x 1 Ié:n’ngi}- trén nhimg bénh nhan cé nguy co DYV'T hodic PE tal phat duge coi (4 cao, ching
hgn nhur nhimg ngwdi ¢d bénh kém theo phite tap, hofe nhimg ngwdn di thi phat DVT hode PE v
liéu dy phong kéo dii rivaroxaban 10 mg x 1 lunn’ngil:r

Thiri gian didu tr v Iyra chon liéu nén dige cd nhin hoa sau khi danh eid chn thin lai ich digu trf so
viri npuy e chay miu (xem mue Cinh béo v thiin trong khi dimg thuﬁr:]

Khoang thii gian Lich dimng thudc Ting liéu hing ngay
fé f.: ‘Eﬂﬁ E;“Tff Ngiiy 1-21 |15 mg x 2 lin/nghy 30 me
1l phat Neay 22 o di | 20 mgx | Iﬁmngﬂ}r 20 mg
"himg ngia DVT | Sau khi hoan thanh lign | 10 mg x 1 Hn/ngay 10 mg
|va PE tdi phit phap it nhat 6 thang doi hﬂiﬂl hodic
vii DVT hode PE 20 mg x 1 Kin‘ngay 20 myg

Néu by 1y mdt 1iéy Lroig gm! doan didu trj 15 mg x 2 ]ﬁu-"ngaj.r (ngay 1 - 21), bénh nhiin nén dung
rw:amxahan ngay lap tirc dé dam bdo di 30 mg rivaroxaban moi ngay. Trong lnmng hop nay co the
uing hai vién 15 mg cing mit e, Bénh nhéin nén Giép tue v lidu 15 mg x 2 lnmgay nhu khuyén
cio vao ngay him sau,

Néu b 1 mi i trong giai doan didu tr mt Lin mdi ngéw biénh nhin nén ding rivaroxaban ngay
lap wire, vi l.n:p e vao ngay hdm san v lirgng mt lin mdi npdy nhir khuyén cdo. Khong dirce thng
litu pip 481 trong eling ngay dé bl cho ligu 43 quén,

Didw i vt kb sinh mach (VTE) v dy phang 1di phdi VTE ¢ tré em va thanh thiéw nién

Biu trj rivaroxaban O tré em vi thanh thi¢u nién dwai 18 i nén duge bat diu saw it nhit § ngay ke
tor ngay khai ddu didw trj thube ching déng mau qua dikmg tiém.

Ligu ding cho tré em vit thanh thidu nign duge tnh dua teén trong luomg cor the.

- Trong lugmg cor thié tr 30 dén 50 ke

Khuyén co dimg lidu rivaroxaban 15 mg mot lin mdi ngay. Py La lidu t5i da hing ngay.
= Trong lugng co thé tir 50 kg trer lan:

Khuyén cao ding liéu rivaroxaban 20 mg mit lan mdi ngay. Péy 14 lieu t6i da hang ngdy.

Cin th xuyén theo dii can ndng con tré va xem xél lidu. T-"u:u ndy dé dam bio duy tri Héu didu
trj. Viée dicu chinh lidu chi nén duge thue hién dya trén sy thay & trong lrgng cia co this

Théri gian diéu tri edn duge duy 16 trong it nhit 3 thng & 1té em vi thanh thigu nién. Thii gian diéu
trj b th kéo dii dén 12 thing Lkhi ciin thi#t vé mit lim sing. Khong cb dit lidu eb sin & teé em ng
I vige giam lidu sau 6 thing diéw trj. Nén danh gia lgi jch-nguy co cua vige ticp tue diéu trf sau 3
th}ﬁng_di,m trén cor & timp cd nhin, ¢6 tinh dén nguy co 14 phat huyél khii so véi nguy co chy mdu
Hem dn,

Néw by 16 mot licu trong eiai doan didu tri mdt Lin mdi ngdy, bénh nldin nén ding rivaroxaban ngay
liip tire, va l.iép tue vio ngay him sau vii hogng mdt lin mdi ngay nkwr khuyen cdo. Khiong durge ting
Hiu gip dbi trong cling ngéy d¢ ba cha licu da quén,

Chaviin e Thude 361 Ehdrg vieamin K (VEA) sang rivarocaban:
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- Dbi vdi bénh nhin duge didu trj dé phing ngira dit quy vé thuyén the mach todn thin:
Nén ngime didu i VKA vi bt diu diéu tr bing rivaroxaban khi t 18 chudin héa qubc & (INR-
International Normualised Ratio) = 3,0.

- DNi v didu trf DVT, PE va phong ngita tai phat & ngudni lém v voi digu tri VTE vi phong
ngla thi phdt & bEnh nhin nhi:

Nén ngime dicu trf VKA va bt diu dicu tri bang rivaroxaban khi INR = 2,5

Khi chuyen bénh nhén tr VA sang rivarsaban, pia g INR of ting gia sau khi udng rivaroxaban.
INR khing 6 gid trj d& do hoat tinh chong dbng mén cha rivaroxaban, do 36 khing nén sir dung
[xem muc Twong the thuic).

qu.}rE'u i rivaroxaban sang Thisde doi khdng Vitamin K (VKA)

Cé khia nfing xiy ra tinh trang chong déng khéng di trong qua trinh rhli:.fErl tir varoxaban sang VKA.
Cﬁn dém bia ching dﬁng i lién tyc trong qui trinh chuyén sang thufic chbng déng thay thé. Cén luu
v ring rivaroxaban co the gop phan lam ting [NK.

E:F nhimg benh nhin Lhu}'l:;‘l tir rivaroxaban sang VEA, nén siv dung ding thin VEA cho dén khi TNR
2,0, Trong hai ngay ddu tidn cia glai doan l:.JlIJ}'ﬁI'I d0i, nén sir dyng ligu tiéu chufin ban déu ea
"r’K..-"a, san 46 14 lifu VKA diéu chinh theo kcl yua INR. Trong khi bgnh nhin dang sir dung ca
rivaroxaban va VEA, l"-.IH_ khéing nén duge kidm tra sém hon 24 gitr sau lidu diing trinde va triede khi
ding Lidu rivaroxaban tiép theo, Sau khi ngimg sir dung rivaroxaban, xét nghiém [NR co thé dugre
thure higén mot cach dang tin ciy it nhdi 24 gidr sau lidu cudi cing (xem myc Twong tie thude v Bic
tinh duye dijng hge).
Bé&nh nhiin nhi: Tré em khi n:luu.niu fir rivaroxaban Sang VA cin '[IE‘]'} 1y sir dyng rivaroxaban trong
48 gidh sau lidu VKA dbu tién. 2 ngay sau khi -:qug két hep ci rivaroxaban va VKA, ein dink pia
INR trudrc khi tiep e litu VKA tiép theo theo ké hogeh. Vige ding kit hop rl*.-'m‘-c:-!mhm va VKA
nén dugre m:p tye den khi INR 2 2,0, Sau khi dimg rivaroxaban, kim tra INR sau liéu cudi cong si
dung (xem mus Tuong the thuic).

Chuvén Hr thuide ching done mdu ddng tém sang rivaroxaban:

D viéri nhiteg bignh nhin hign dang ding thube r;hung diing mau durcmg tiém, hity ngirng thuie Lhung
déng dl.mug tigm va bt du ding rivaroxaban 0 dén 2 gidr trudic there diém ding thude theo lich tiép
theo (dbi vdi heparin trong lwgng phin Lie l.Jmp] hoiic tai thiv didm ngimg st dung sin phﬁm thuie
chiing ding dimg tiém ding lign e (d8i voi heparin khdng phin doan tiém {inh mach),

il _].-'ﬂ'l' i rivaraxaban sang thiude L‘hffﬂg dang necr trcrg (iGm

Thimg Tidu diu tign cia thude chdng déng mau dwimg tiém vio thad diem udng lidu rivaroxaban ip
theo.

Nhihare biénh nbhedn dic bigt:
Nereri suy thdn

Mg lém:
D ligu lim sang han ché trén bénh nhin suy thin ndng (45 thanh that creatinin 15 - 29 ml/phit) chi
ra rﬂn,g ning dd rivaroxaban trong huyét toomg ting 1én ding keé. Do do, rivaroxaban phai duge sir

dyng thin trong cho nhimg bénh nhin nay, Khong kbuyén o sit dung & nhimg bénh nhin co da
thanh théii creatinin < 15 ml/phat (xem mye Cénh bdo va Thin trong khi ding thude va Biic tinh

dwge dgng hoc),

Trwémg hyp suy thin trung binh (40 thanh thai creatinin 30 - 49 mlphit) hodie suy thin ning (4
thanh thai creatinin 15 - 29 ml/phit). ip dung khuyén nghi vé lidu luong san diy:
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- bé Fhl.‘:ung ngira 4ot quy _1.51'4. tic mach hé 'Ih-:ﬁng & bétnh nhén rung nhi khéng do bénh van tim, litu
khoryén céo 14 15 me x 1 lan/ngdy (xem muc Dic tinh dwege djng hge).

- Ella dicu trj DWT, didu tri PE vi phing ngira 181 phat DV va PE: bénh nhén nén dtrv;m didu tr v
liéu 15 myp x 2 |.;|.rI.I'I'JE,:El]|' trong 3 tudn déu. bnu da, khi liéu F:huj.rcn nghi la 20 mg x | Van/ngdy, nén
xem 6t pidm ligu tir 20 mg x | Lin/ ng.’l} xuong lidu 15 mE X | Bn/ngay néu danh gia nguy cer chiy
méu cao hom nguy co tai phat DYT va PE, Khuyén cio sit dung ligu 15 mg « 1 lin/ngay dua trén mé
hinh dupc déng hoe va n:.lum dirge nghién citu trong bii cdnh Him sing ndy (xem muc Cinh bio va
thiin trong lkhi ding thuiie, Bic tinh duwge lye hge vi Bie tinh duye ding hoe).

Khi liéu khuyén cio 1 10 mg x 1 linpay, khdng cin didu chinh liéu so véi lidn khuyén edo,

Khimg fin difu chinh 1iéu & benh nhén suy thin nhe (d6 thanh thai creatinin 50 - §0 ml/phal) (xem
muc Bde tinh duwge ding hec),

Bénh nhin nhi:

- Tré em vi thanh thiéu nién suy thén nhe (the di loc cfiu thiin 50 - 80 mliphit'1,73 m*3: khing cin
didu chinh lidu, dima trén dit ligu & nguds 1om v dit ligw han ché & bénb nhi {xem myuc Pde tinh dwge
ding hoel,

- Tré em v thanh thidu nign b suy thin vira hofic nfing {toe db loc cau thin < 50 miphit/],73 m®):
rvaroxaban khang dige khuyén cdo vi khing c6 div lidu 18m sdng (xem mue Cinh béo vi thin
trgng khi diang thude).

Sty pan

Rivaroxaban duge chong chi dinh & nhitng bénh nhin bi bénh gan lién quan dén rili logn déng mau
vi nguy oo r.:ha}' méu [ién quun i mat lam sing bao gmn cae bénh nhin xo pan Child Pugh B va C
(xem myuc Ching chi dinh va Péc tinh diwge ding hoe).

Khing ed dir liéu lim sbng & 1ré em bj suy gan.

Nyrurcri Iivn tuii

Khiing diéu chinh lidu (xem mye Pic tinh duye ding hoc)
Trone heong co thé

Khing di¢u chinh lidu (xem mue Bie tinh duoe ding hoe)

Byi v bénh nhiin nhi, lidu lugng duge xde dinh dua trén trong lugng co the,

Cridi (irifi

Khéng digu chink liéu (xem mue Bic tinh duge ding hpe)

Bénly nhdn dang didu tri sde dién chuyén nhip

Rivaroxaban co thé duoe bit diu hofic tidp tye & nhitng bénh nhén cin sbe dign chuyén nhip

Bifi véi bénh nhfin chuyén nhip dya vao sigu fm gua thue quan (TTE) ma khing duge dicu trj khing
déng trnde do, rivaroxaban nén duge Lkt ¢t nhait 4 gily trundic chuyen nhip dé ddm bédo higu qua
khéng ding diy d0 (xem muc Bde tinh dwge Ire hoe va Bie tinh dwge ding hoe), Nén lim hidu
xem bénh nhin of sir dung rivaroxaban nhu’tmng dom thude tnde khi chuyén nhip hay khiing cho
tit ed cde binh nhin. Viéc quydl dinh khai ddiu va liéu trinh didn te nén dwoe dia vio che hudng din
didu trj khang déng & bénh nhéin chuvén nhip.

Bénh nhin rune ot khdng do bdnh van tm dd tral gua PCE fean thigp mach winh gua de) vii dat
stend

Cd it kinh nghigm vé vide gidm ligu 15 mg rivaroxaban mét lin méi ngay (hodc 10 my rivaroxaban
miit lin méi ngdy cho bénh nhin sl thiin trung binh (d@ thanh théi creatinin 34 - 49 mlphat) khi It
hgrp viri chélt te ohé P2Y 12 trong (61 da 12 thang & nhitng bénh nhin rung nhi khing de bénh van tim
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ein ding khang déng dutmg udng vit trii gua PCL e dit stent (xem myc Cinh bdo vil thin trong
khi ditng thude vi Dic tinh dugre bue hye).

Bénh nhidn nhi

An todn va higu qua con rivaroxaban & tré em hr{l' dén 18 tudi chua duge xde dinh trong chi dinh

phiong HE.l"I’H it quy ".-'.':"I thuyén tic mach hé lhung ot bignh nhiin rung nhi khing do bénh vao tm.

Khéng co dir [1éu oo 280, 1 da khung khu}r...n cao s dung th néde cho tré em dirdd 18 tudi véi cde chi
dinh khic ngodi didu tri huyét khéi inh mach (VTE) vd phimg netlra i phat VTE.

Chch diing

Ngwdi lim
Thudie ding duimg uing
Udng thuiie cling wai thite an {xem muc Pic tinh dwge ding hoe).
Nehidn ndt vidn thude

Dii v nhimg bénh nhin khong thé nudt ¢d vidn, cd thé nghidn ot vién nén rivaroxaban va
hira v muede hofie trdn vl téo xay nhoyén neay trede khi st dung va utng. Ubng rivaroxaban
15 mg hode 20 mg sau khi nghién mat ngay trude khi dn.

Vién nén rivaroxaban da duge nghien nat ciing o thé duge dua qua ong thing dyg day sau khi
d8 xiae ohan ding vi tri d&t ong vaio da day. Vién nén 48 diroe nghién nét ndn duroe ding vii
mdt lwemg nhd nude gqua érng thimg dg diy, sau &6 phai rim sgeh bang nude. Sau khi vién

rivaroxaban 15 mg hode 20 me d8 duge nghidn nit, nén cho 4n ngay qua dudmg mdt (xem muc
Bac tinh dwye ding hoce).

Tod em v thanh thidu nidn ndng tie 30 kg dén 50 ke
Rivaroxaban dwoc ding bing dwémg udng.

Bénk nhin nén ubng vién thude vai _chﬁr long. Nén duge dimg cing vii thire fn (xem mue Dic
tinh dwge d§ng hoe), Che vién thude nén duore udng cdeh nhau khodng 24 gio.

Trong tredmg hirp bénh nhén nhé ngay lidu thude hote ndn ra trong véng 30 phit sau khi ubng
thudie thi nén uhng mit liéu md. Tuy nhién, néu bénh nhin nin qun 30 phit sau khi udng thi
khfing nén u-ﬁng lai ligu d6 va phai diing ligu tiep theo theo thivi gian béc s7 ké don.

Ehéng duge chia nhd vién thutie nhim mye dich ding ligu it hon 1 vién,

Nehién ndi vién thudc

i vori nhirmg bénh nhin khimg thét nudl ¢d vién, vién Rivaroxaban cb !rhé durgee nghién it va
haia véri nirde hodie triin voi tio xay nhuvén ngay tede khi si dung vl udng.

Ca thé cho vién thude &8 duge nghién nét qua Emp, thidng mili da diy hodic éng thong da day
{xem mye Pie tinh duye ding hoc).

CHONG CHI BPINH

OQud min voi hoat chit hofic véi bit k¥ thinh phin néo cla thudc,

Bénh nhin chay mau dang kE trén 16m sing,

Tiin thuong hodic tinh trgng duge coi Li od nguy eo ding ké diin dén chay man nghlém trong ¢b the
bao gbm dang holie mdi loét dudmg tlvEu héa, sy hién dién ciia khﬂl u dc tinh cd nguy cor uh&_'p i
cao, méi chin thuong nido hode oit song, phiu thuit nfo, ¢it song hodc nhin khoa, méi it hu:.rr't
néi 20, gifin tinh magch thye quin da bidt hode nghi npér, di dang ding tinh mach, phinh mach hoge
bt thutmg mach mdu ndi tiy hodc trong ndo,

Bidu i 4.{1_1111._1 thin vin I.I'lill;jl. -;:hung ddng nuu khie, vI du: heparin khdng phin doan (UFH), heparin
trong lhegmg phiéin t lhﬁp (enoxaparin, dalteparin, v.v.), din xudt heparin (fondaparinux, v.v.), thube
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chiing ddng dwdmg ubng {warfarin, dabigatran etexilate, apixaban, v.v.) tni nhitng trrdmg hep chuyén
ddi liéu phip ching déng méu en thé (xem mye Cach diing, Liu ding) hoje khi UFH duge ding
vir lidu lugmg cdn thiét dé duy tri mé finh mach trung Wm hodic dit catheter ddng mach (xem muyc
Tuung the thuie).

Bénh gan lién quan dén rbi loan déng méu vi nguy cor chdy mau lién guan vé mét 1am sing bao g
bénh nhén xo gan Child Pugh B va C (xem myc Bc tinh dwye ding hoc),

Phi i mang thai vé cho con bl (xem mue Sicdyng thude cho phy nir eb thai va cho con bi).
CANH BAO VA THAN TRONG KHI DUNG THUOC

Theo dai lim sing phit hop véi thire hinh ching déng miu duge khuyén cao trong subt thad gian diéu
ri.

Nguy o xuiit hp}ﬂ

Cling nhir cae e L.hrﬂug ddang médu khic, i:bénh nhiin ding rivaroxaban phil duwge guan sat can thin
che diu hidu chiy mdu, ﬂr’m trgng trong cdc tinh trang tAng nguy co xudt huyit. Nén ngimg ding
rivaroxaban néu xay m sl hl.l_':.’{!l nang.

Trong cac nghién ciru [m sﬁng, chay m:iu niégm mae (e 13 chidy mdu eam, loi, dwdmg tiéu hoa, dutmg
tiét nidu bao pdm chiy mau dm dao bit Lhm'.:lng hodc ting chiy méau trong ky kinh npuyét) va thiéu
miu durge thiy thuimg xuy@n hon khi diéu tri rivaroxaban léu dai so voi d1-5u trj VEA. Do do, ngodi
viée theo dai lim sang ddy di, cd thé xét nghlem hn:mu-globtru"]‘mmatucnt de phat hign t,-]'b;l}' midi fn
v dinh luonmg mire 48 lidn quan lim sang cla chay mau qua mi. R

Mot 56 nhom bénh nhin, nh dtru't. trinh bay dudi diy, cd nguy co chiy mau cao hon. NI ;
nhdn ndy phai dm;lc then I:Iﬂl cin thin vé ede diu hidu va widu chirng cia bitn chimg n::hm-',-
thidu méu sau khi bit diu diéu trj (xem mye Tie dyng khing mong mudn),

Giam huyét sie th hofic huyét ap khong o nguyen nhin cdn phai tim higu vi tri chay miu,

M dis didy tri béng g rivaroxaban khdng yéu céiu theo dai unng -111;1 thude thuimg xuyén, nhung nﬁtllh
d rivaroxaban dwoc do l'ﬂng x¢1 nghigm dinh hn;mg khing yiu 16 Xa di hiéu chudn e thé hito ich
trong che trwdng hop ngoai 1§ ma sy am hidu 1.n:r ning dif rivaroxaban of the gifip cho nhitng quyét
dinh 1dm sdng, vl dy: qua liéu va phiu thudt LHp cir, (xem mue Pie tinh dwge Ipe hoe va duye
ding hye).

f¢mh nhdn nhi

o3 dir Lidu han ché & tré em e nhiém tring hé than kinh mmg worngz bi huyét khii tinh mach ndo va
xm‘mh {xem muc Die tinh dwye Iye hoe). Cin dinh gid cin thin nguy o0 chiy mau tnede vi trang
khi dicu tri bilnp rivaroxaban,

Suy thin

(3 phitng bénh nhin suy thin ning (i thanh thai creatinin < 30 mb/phat). nong a6 rivaroxaban trong
huyét twong o6 thé ng 180 ddng lé (trung binh 1,6 1n) va oo the din dén ting npuy co chiy mdu,
Thén trong khi ding rivaroxaban cho nhimg bénh nhin cd d§ thanh thai creatinin 15 - 29 ml/phit.
Khéng khuyén cio si dung & nhimg bénh nhén ¢é di thanh thai ereatinin < 15 mlphoit (xem mue
Cach diing, licu dimg va Be tinh dwge ding hoe).

Rivaroxaban nén oo sir dung thin trong cho bérh nhin suy thin dang ding cée thude khac lam
ting némg d6 rivaroxaban trong huvEt teomg (xem mye Twong tie, twong ky cia thuiie),

Rivaroxaban khing duge khuyén edo & teé em va thanh thigu nién bj suy thiin vira hode niing (e dd
I{,:r.- ciu than < 50 |11L."p|111t|fl 73 m?*), vi khong co dir ligu lim sing.

Vige st dung rivarexaban khong duge k]]u}-én ean o nhimg bénh nhin dang didu tri dong thavi v
thude khing ndm azole (nhu ketoconazol, iraconazol, voriconazol vi posaconazol) hodc thutc e

]
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ché protease HIV (vi du: ritonavit). Cc hoat ehit néy L4 chdt (e ¢hé manh ca CYFP '3A4 va P-gp, da
d6 ch thi lam ting nﬁng ¢ rivaroxaban trong huydt wrong & moe 45 e lién quan \ viz [im sang (trung
binh 2,6 lin) va cd thé diin dén ting npuy co chiy mau (xem myc Twong tie th uie).

Cin thin trong |':-E11 bénh nhfin duge diéu tri dbng thid v&i ce thude dnh hudmg dén yud trink ciim
méu nhir 1h|_m-|., n::hu-ng viém khong stervid (NSAID), axit acetylsalicylic (ASA) va thude e ché ket
tip tifu citu hofic thube e ché tdi hip thu chon loc serotonin (SSRI) vi thudie e che i hip thu
serotonin nnra:p:nephunﬂ (SNR1). D voi nhimg bénh nhin cé neuy co mic bénh loét dutmyg tidu
b, 6 the ciin nhic diéu trj diz phong thich hop (xem myc Twong téc thuiic).

Cée yéu 1o npuy oo xudt huvet khac

Cling nhu cac thuie ching hu}rét khihi khie, rivaroxaban khing duge khuyén cho & nhifng bénh nhén
cé nguy co chay mau cao nha:

- Roi logn chay mau him sinh hodic mie phai
- Tiing huyét ap dang mach nghitm trong khidng kiém sodt dwpc

- Bénh duwémg tigu héa khdc khing cb vét loét hoat ding nhwmg ¢ thé tiém tang dén dén bién chimg
chay mdu (vi dy ohu bénh viém rudt, vidm thire quan, viém da day va bénh trdo nguoe da day thae
qun})

- Bénh véng mac mach mibuw
- (iifin phé quan hofic tién sit chiy méu 'phél:i
Bénh nhin ung thu

Bénh nhin mic bénh de tinh oo the dﬁng thél co nguy cor cha:.r miu v huyet khii cao hon. L ich
riéng & ela vide didy tri chiing hu:.-'et khii nén dwge cin nhac vai nguy co chay mau o bénh nhan
mﬁc ung thu dc tinh phy thude vao vi tri cia khii u, liéu phip ¢hﬁng ung thir vit gini doan bénh. Uit.
khi u nfim é dm:mg tiéu héa hofic dwimg sinh duc e lign quan $&&n nguy cor ting chiy mau trong suit
gud trinh ditu trj hing rivaroxaban.

WNhimg benh nhiin cd khii u de tinh e nguy oo chiy miu cao, chéng chi dinh sir dyng rivaroxaban
(xem muc Chiing chi dinh)

Bénh nhin cd van nhin tao

Rivaroxaban khing nén duge sir dyng dé dyr phing illl:r'é‘l khisi e nhifng bénh nhin virm wai qua thay
van déng mach chi qua ong thing (TAVR). Tinh an todn vi hidu qua cda rivaroxaban chua duge
nzhifn cine & nhimg bénh nhin ¢6 van tim nhin tao; do 44, khdng e dir lidu ndo chimg minh ring
rivaroxaban co the uhéng déng mdau thich hep cho nhém bénh nhan nay, Khing khuyen cio digu tr
hing rivamxahzm cho nhitng bénh nhin nﬁ:.'

Khﬂng I:_huyén cAn s -|j|,mg thude I:hm]g dung s durimg unnE, the dung, true tlép (DOAC) bao pim
rivaroxaban cho nhimg bé&nh nhin ed tidn sir huyét khii duge chin dodn méc hdi chimg khing
phospholipid. Bdc bidl dhi v nhitmg bénh nhin diromg tink b ba (dbi vii chil ching dnng mau dgng
lupus, khing thié khdng urdmhpm v khang thé b:hzmg beta 2-glycoprotein 1), diu trj hang DOAC
b thé lam ting t:; 1& bidn cb ]1u:,'et lehii thi phﬁi 50 vir didu Lrj I:lﬂng thuoe khang vitamin K.

Dt ligu lim séng co san tr mit nghw:n ciry can lhu_:p v mue tiéu chinh 14 dénh gid mire dé an todn
& bitnh nhin rung nhi khéing do biah van lim 83 trdi qua PCL ed & stent. D Ligu v& higu qué trong
nhdm niy eon hun ché (xem muc Chch dimg, Lidn dimg vi Phe tinh dwge ding hoe), Khing ed
di¥ lidu nio vé nhitng bénh nhin ndy cb tién sir dit guycon thide méu cpe bd thodng gua (TTA).

Bénh nhin PE khéng dn dinh vé huyét déng hodc bénh nhin cin tidu huyét khii hodic phiu thudt iy
huyét khéi i phii
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Rivaroxaban khing dugc khuyen cio thay thé cho heparin khang phin doan & bénh nhiin thuyén tﬁ‘c
phéi khéng &n dinh vé huyét dong hofic o6 thé duge im tan huyét khéi hode phiu thudt liy huyét
khéi & ]:I-hlfri vi chira xde dinh duge tinh an todn va higw qua cia dvaroxaban tong cde tinh hudng lam
SANE nay.

Khi giy 1& thin kinh (gdy & thy sbng/ngodi ming cimg) hode chpe do tiy song/ngoai mang cimg,
bénh nhin duoe didu e} bing thude chéng hu;-'si:t. khii dé ngin ngira hidn chimg hu:.fét khoi ¢t ngpuy
cor phat trién ty msu ngodi mang cimg hofic Wy somg, cb thé diin dén 1iét 1du didi hodic vinh vién. Nguy
cor xdy ra cie bien oo ndy oo the tang 16n do sir dung catheter gy 18 npodi mang cimg sau phﬁuﬁ thudt
hofic st dung ding thin che thude o6 dnh hudmg dgn qué trinh cim mdu, Nguy co cling < the tang
18n da chin thuromg hodc nhigu l&n choe do ngodi mang eimg hojc iy song. Bénh nhin phai durge
theo dbi thudmg xuyén vé cic déu hidu va trigu chimg suy gidm than kinh (vi dy nhur 12 holle yéu
chén. réi loan chire nﬁni; ruiit hofdic bdng quang). New tin thuong thiin kinh durgre ghi nhdn, cén clin
dodn v ditu tr khin cap, Truwde khi can thiép than kinh, bdc 57 nén cin ohic gifa loi lch tiém ning
s0 v nguy oo & bénh nhin didn tri nhfﬁng déng miu hodc bénh nhin dupe digu trj do phang huayés
khdi biing thude ching ddng méu.

Dé& gidm nguy co chiy mau o6 thi xdy ra khi sir dung déng thai rivaroxaban v gy 1E true théin kinh
{ngodi mang cimg/oly sing) hofic choe dé tiy sing, hiy xem xét dgc diem dupe ding hoc cia
rivaroxaban, Pt hode mit catheter ngod mang cimg hoje choe do that lung disge thire hign 1061 nhit
khi tic dyne chong déng mau cia rivaroxaban duge dinh pid 2 thiip (xem muc Bie tinh duge lpe
hge). Ty nhién, thivi diém ehinh wie 48 dat duge hidu qua ching dong di thip & mdi bénh nhin vin
chura durgre bigt,

D& it catheter ngoal mang cimg va dya trén die diém dge dong hoo chung, phai cach it lﬂ'gﬁt 2 lin
thiri gian bdn hiry, oo 14 o rihdit 18 giér & bénh nhin tré va 26 giir & bénh nhin cao tudi, sau lin ding
rivaroxaban cudi cling (xem myc Bie tinh dwye ding hoce), Sau kb mit dng thing, phin edeb i nhit
6 i trude khi dimp liéu rivaroxaban tiép theo.

Méu e chin thiremg do ehoe dis, tr halin sie dung rivaroxaban trong 24 gidr,

Khang e dit liéu vé thii diém 44t hode thdo dng thing trye thin kinh & tré em khi ding rivaroxaban,
Trong nhimg trirdmg hop nhw vily, by nglng diing rivaroxaban va xem xét ding thude ching ding
midu didmg tiém tac dung ngdn.

Khuvén cdo vé lidu luomg trude v sau khi thue hién cde th hiiu thud
Méu ciin phéi tién hanh mt th thudt xém kin hode can thidp phiu thudl, nén ngimg ding rivaroxaban
it nhat 24 gicr trude khi ean thigp, néu cb the vi dua trén ddnh gid Bm sing cia bic si.

Méu khing thié trl hofin thit thudt, nén ddnh gif tinh trgng ting nguy co chiy mau so vai mire df khin
:;-fup cha can thiép.

Rivaroxaban nén dwge bit diu lai cdng sém céing tdt sau khi tién hanh thi thudt xdm lin hodc can
thigp phiu thudt vai didu kién tinh trang 14m sang cho phép va da duge cdm mau diy di theo quyét
dinh cta bdc si ditw trj (xem mye Dic tinh duwye ding hoe).

My gia

Tubi edng can cd thé lm ting nguy co wudt huyet (xem muye Die tinh dege djng hoe).

Phin dmg trén da

Cée phin img nghiém lepng trén da, bao gérn hii chimg Stevens-lohnson/hoe iy hidu bi r}hﬁm dic
v hii chimg DRESS, di dwge bao cfio trong qud trinh gidm sit sau luu hanh lign guan dén vige st
dung rivaroxaban {xem muyc Tie dung khing mong mudén). Nhitng bénh nhin cd nguy co cao nhit
gip phéti nhitng phén (g sém ohu sau trong qué triinh didu tri: khéd phit cia phin (mg xdy ra & phin
It efie trrémg hop trong nhitng tudn diu diéu . Wén ngimg ding rivaroxaban khi phan img tén da

8
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trés nén nghiém trong {vi dy: lan rng, di dgi virhodic phing rip), hoge bit ky diu higu mén cam nbo
khac kém thaeo tin throng nidm mac.

Thing tin vé th duoc

T: huﬁ-{: cd chnra lactose. Khing nén ding thudc cho cie benh nhin cd cac viin d& di truyén hiém gip
v khong dung nap palactose, thifu hut lactase todan phin hode kém hip thu plucose-galactose,

Thude ndy b chim dudd Trnmol (23 mg) natri trong mdi vién, vé co ban duge xem nhir “khéng chima
natri.

TUONG TAC, TUUNG KY CUA THUOC

Mike d§ twemg the o tré em chua duge biét, DI ligu twong tae dige A2 ofip dudi ddy duge thu thip &
ngudi 1ém vi cfin tinh dén cdc canh bdo trong muce Cinh bie va thin trong khi ding thude dii v
tré em.

Chill ire ehié CYPIAS vA P-pp

Ding d:‘ﬁng thén rivaroxaban voi ketoconazole (400 mg x | [aru"ngﬁy} hofo ritonavir (600 myge x 2
linmgay) din dén AUC trung binh cia rivaroxaban ting 2,6 2,5 Fin vt Cony 1 ung binh cia
rivaroxaban ting 1,7 lan/1,6 lén, gis tAng ding, kit tde dung duge Jye hoe, ed thé diin dn dEng nguy
cor chay méu. Do do, khing khuyén cdo sir dung rivaroxabin & nhimg bénh ahin dang digu trj todn
thén dnng théri o thuul: khang nam ezol nhw ketoconazol, itraconazol, voriconazel va posaconazol
hofe cac chiit fre ché protease HIV., Cée hoat chiit niy 4 chilt (re ché manh ca CYP3A4 va P-gp (xem
muyc Ciinh bédo vd thiin trong khi dang thube).

Ctc hoat chiit chi (e ché manh mn;':nt trong céc con duimg théi trir fvaroxaban, hode CYPIA4 hoiic P-
gp, dirge cha 1a 52 lam ting nong dé rivaroxahan trong hu}rEL twomg & mic df lh:lP hom, W1 dy,
c]arlﬂ'u'ﬂmyun (300 mg x 2 'Ian.-’nga:.r] dure coi 1a chit e ché CYP3A4 manh va chat (e ché P-gp
trung binh, din dén ting 1,5 lin AUC trung binh v tilng 1.4 1in Con trung binh cta nvaroxaban.
Tiromg the veri elarithromyein eé the khing lién guan vé mit lm sing & hiu hél bénh nhin nhumg eé
th b ¥ nghia & nhitng bénh nhin cd nguy oo cao. (B30 veri bénh nhén suy thiing xem mue Canh bio
vir thin trong khi dimg thude).

Erythromyein (500 M 3 13114'11535;} ire chié vira ph:-n CYP3IA4 va P-gp, din dén ting 1,3 lin ALC
vl Cones trung binh cia rivaroxaban, Tuomg tic vai erythvomyein b I]'IE h:l'lﬁﬂ_g lign quan ".-'é mét |&m
sing ¢ hiu hét bénh nhin nhung ¢ the c6 ¥ nghia & nhilmg bénh nhin cé nguy co cao,

{3 nhig bénh nhiin suy thin nhe, erythromyein (300 mg x 3 lan/ngay) lam tang 1,8 lin AUC trung
binh vi ting 1,6 lin Ca trung binh cia rivaroxaban khi so sanh vii nhitmg ngudi ed chire nang thin
binh thudng. l.'_‘.l nhitng bénh nhin suy thin mdac 34 trung binh, erythromycin lam tEng AUC trung
binh ciia rivaroxaban gép 2 1n va Cox ciia rivaroxaban Ging gdp 1,6 lin so vii nhimg nguwéi e chire
néng thin binh thugmg. Tac dyng eia erythromyein phu thude vio tinh trang suy thin (xem muc
Canh hao va thin trong khi ding thuiic).

Fluconazol (400 mg 5 1 Iﬁn-"ngﬂyj durgre eol 1 chit e ché CYP3A4 vira phii, lam tang 1.4 Inn ALIC
trung binh va ting 1,3 lin Cypa trung binh eta rivaroxaban. TLI‘I:I'J'IJ= tde vii fluconmaol b thé khong
li&n quarn vE mit 1dm séng & hiu hét bénh nhiin nhumg co thé cé ¥ nghia & nhimg bénh nhin cd nguy
coreao. (D01 voi bénh nhin suy thin: xem myc Cianh bdo vi thin trong khi dimg thuic).

Do dit igu 1m séing han ché viti dronedaron, nén teanh ding dong thod vai rivaroxaban,

Thudie chiing dong miu

Sau khi diing két hop enumpfm n (40 mg liéu duy nhit) véi rivaroxaban (10 mpg lidu duy nhét), the
dyung phy trén hogt tinh clia khang yéu 16 Xa d duge quan sit thiy mi khong cd hét kv tdc dung bii

sung nao trén cdc xét nghidém dong mau (PT, aPTT). Enoxaparin khong dnb hudng dén duoe ddng
hoe cla rivaroxaban,
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Do nguy oo chay méu ting cao, chin thin rong néw bénh nhin duwge didu trj dong thisi voi bat ky thude
chimg déng mau niéo khiac (xem mue Chong chi dinh, Cinh bio vi thin trong khi ding thuiic).

NSAIDs/chbt fre ché kit tdp tidu ciy

Khang quan sit thiy sw kéo dai théi gian chay méu cé lién quuu_ué mil lim sang sau khi ding ding
Lhivi rivarosaban {15 mg) va 500 mg naproxen, Tuy nhign, o6 thé ed nhitng ngoéd co phin g duoe
ture hoe vé rét hon,

Khing quan sat théy tuemg tde dirpe ding hoe hofic dwee e hoo cb ¥ nghfa 1am sang khi rivaroxaben
dugre dimg domg thivi vii 300 myg acid acetylsalicylic,

Clopidogre! (li¢u khin diu 300 mg san d6 1a ligu duy tri 75 mg) khing cho thity twong tae duge diing
hoe wéi rivaroxaban (15 mg) nhung sy gia tng thei gian chay mao 66 lidn quan durore guan sit thiy
& mil nhdm nhd bénh nhéin khing lién guan dén két @p tidu ciu, P-selectin hofic mirc 45 thu thi
GPH A,

Céin thiin trong un hénh nhin durge didn trj ddng thid vid NSAID (bao pom cf acid acetylsalicylic)
v chit (e ché két Lip Lidu clu vi nhimg sin phﬁm thude ndy thuomg lam ting nguy co chiy miu (xem
muye Chnh bdo va thim trong khi dimg thuic).

SSRIBNEI

Cilng nhur cée thude ching dong méu khae, ¢b thé cd kha niing bénh nhin bj ting nguy co chay méu
trong truome hop si dyng dong thed vii SSRI bofic SNRI do the dung eda ching trén tidu cdu da durgu
béo céo. Khi sir dung dong thir rivaroxaban trong nghién ciru lim sang, t¥ 1§ xuat huyet niing hode
khéing lién quan dén lim sang cao hom vié s6 lugng @8 duge quan st thiy o tit cd cic nhom didu .

Warfarin

Chuyén déi bénh nhin tir st dung thude d&i khang vitamin K warlarin (INR 2,0 dén 3.0) sang
rivaroxaban (20 mg) hojc tir rivaroxaban (20 my) sang warfarin (INR 2.0 dén 3,0) Jam ting théd gian
prothrombin/INE {Meoplastin) nhidu hem 8o v bé qung (e thi quan st thily cae gid trj INR. riéng
1& 1&n dén 12}, trong khi 861 v&i nhitng e ding trén alPTT thi sy de ché hoat ddng coa yéu td Xa v
tiem ning thrombin ndi sinh ¢ the dung cdng thém.

Méu mudn kidm tra tie dung duge lue hoe ciia rivaroxaban trong giai dogn chuyén ddi, cd thé sir dyng
hoat tinh khéng yéu 6 Xa, PICT, vi Heplest vi nhitng thir nghiém nay khong bi dnh hwing béi
warfarin, Vo ngay thir tr sau lidu warfarin cudi ciing, tit cd cie xét nghiém (bao ghm PT, aPTT, sy
ire ché cia hogt tinh coa véu 16 Xa va ETP) chi phan nh tdc dyng coa rivarcxaban.

Néu mudn kiém tra tic dung dige lee hoe cia warfarin trong thin gian chuyén dbi, vige do luimg
INR co thé duge sir dung tai Crenugh 0 rivaroxaban (24 gid sau khi uing licu rivaroxaban trude dG)
vi thir nghiém ndy bi dnh hwdmg rat it béi rivaroxaban lai tha ditm nay.,

Khéng eb twong tae duge ding hoe ndo duge ghi nhin gitra warkarin v rivaroxaban,

Chiit cim img CYP3A4

S dung déng thoi rivaroxaban voi vifampicin li chit piy cam img CYP3A4 manh din dén giam gin
50% ALC trung binh efia rivaroxaban, song song vl vige gidm the dyng duge hye hge coa na, Viee
sir dyng ddng thiv rdvaroxaban vii cac chit cim img CYP3A4 manh khéc (vl dy nhu phenytoin,
carbamazepin, phenobarbital hofic 53t John's Wort (Hypericum perforatum]) cling co thé din dén
gidm ndng & rivaroxaban trong huyét twemg, Do dd, nién trinh sit dung déng thér cie chit cam g
CYP3A4 manh trir khi bénh nhin dirge theo dbi chat chi cic du hidu vi tridu chimg eiia huyét khéi,

Cai ligu phap dong thi khae

khéng quan sit lhﬁ}r lremg tie duge ding hoe hode duge lye bge co ¥ nghia lam sing nao khi
rivaroxaban duge ding ddng thiri véi midazelam (chit nén cia CYP3A4), digexin (chit nén cda P-
gp), atorvastatin (chit nén con CYPIA4 va P-gp) hode omeprazole (chit dc ché bom proten),
Rivaroxaban khing trc ché ciing khing giy ra bat ky ding dang CY1* chinh ndo nhy CYP3A4,

1
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Khiing quan st thily twong tic o6 lién quan v& mat lim shng vi thie &n (xem myc Céch dimng, licu
dimg).

Thing s6 phone thi nghiém

Cée thing 50 déng mau (vi dy; PT, aPTT, HepTest) bi dnh huimg nhu da biét do phuong thire hoat
ding eta rivaroxaban (xem myc Bie tinh dwge hpe hpe),

ST DUNG THUGC CHO PHY NU CO THAL VA CHO CON BU

Phu nif ¢6 Lhai

Chira xde dinh duge tinh an todn va higoe qua cia riveroxaban & phy nir c6 thai. Cae nghicn et trén
dong vit che thay dic tinh sinh sin (xem muc Dik ligw an toin tiél'! lim sdng), Do kha ning giy dic
cho sinh san, nguy co chiy méu nbi tai va bing chimg cho thiy rivaroxaban di qua nhau thai,
rivaroxaban bi chéng chi dinh trong théi ky mang thai (xem myc E‘]Iﬁng chi dinh).

Phu nit ¢6 ké hoach sinh con nén trinh mang thai trong khi it tri bing rivaroxaban,

Phu nit dang cho con bi

Tirnh an todn va hifu qua cia rivaroxaban chira deoe xéde dinh & phy nie dang cho con b, Dir Ligu tr
diing viit cho thay rivaroxaban duge tift vio stia. Do do, rivaroxaban duge chong chi dinh trong thé
k¥ cho con bit {xem mye Ching chi dinh). Phii dua ra quyét dinh ngimg cho con bi hay ngimg/bd
digu tri.

k.hd ning sinh sin

Khéng e nghién e cy thé nao voi rivaroxaban & nguin duge thue hign d& dénh pia anh hunémg dén
kha ning sinh sin. Trong mdt nghién o vé kha niang sinh sdn & chudt due va cai, khong thiy anh
hurdmg ndo {xem mye DiF li¢n an todin tidn lim sing), . |
ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC EI
Rivaroxaban ¢d dnh hurdng nho dén kha ning lai xe vii sir dyng miy mac, Cde phin img hai nhu
ngiit (tin suil: khang phé bién) va chong mat (tin sudt: phi bien) 43 duge bdo cdo (xem myc Tie
dung khing mong mubn cia thube), Nhimg bénh nhin gip phii ahimg phan (mg bt leri ndy khéing
nén 18i xe hofic sirdyng may moo

TAC DUNG KHONG MONG MUON CUA THUOC

Tém tit he so tinh an todn

Tinh an todn cha fvaroxaban di dwec dinh gid rong 13 nghién e pha 1 (xem Bang | ).

Tf:ng thié, c6 69.60% bénk nhin npuwed Iém trong 19 nghién et pha TIT vA 488 bénh nhén wé em trong
2 nghién ol pha 11 vi 2 nghién et pha 11T d8 duge si dung rivaroxaban.

Bing 1: 56 bénh nhin dwye nghién edu, thog lidu bing ngay va théi gian dicu tri 0 da trong
ehe nghien ciu pha 11

Chi djnh thl;'ﬂh Ting licu himg ngay lhﬂifufi“ﬂl::ml

Phing ngira huyét khii finh mach —=
(VTE) & bgnh nhiin nguwin |im (rdi qua
phéu thuit thay the khip pbi hotie AR 1047 39 ngay
khip hang tirchen i

i‘:ﬁ;ﬁlﬁﬂiw U ot Thitn i1 3.997 L0 mg 19 ngily
| - Ngay | -21:30mg
i trj DVT, PE va phong ngia (i MNeay 22 wa di; 20 mg = 3

bt 6790 | oy itnbdt 6théng: 10mg | 2 'hine

hoge 20 g
11
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| | Liéu ditu chinh theo trong
Didu t VTE v phong ngia ti phit hr:_:mg cothé 38 dat duge
VTE & tré sar sinh va tré em & di i 339 mire Lep xie twong tw nhu i 12 thiing
i 18 tudi sau khii déu didu trj Ingutvi 1ém duge didu trj DVT]
ching ddng médu tidu chudn vini 20mg rvaroxaban X 1
— lin/ngdy. ;|
Phang ngira di1 quy vi thuyén tie be
thong ¢ béah nhin rung ohi khéng do| 7,750 20 mg 41 thang
bénh van tim I |
Phong ngita bién o6 huyét khii & e S o
z : i ng ddng thin vid ASA .

bénh nhiin sau biji chimg mach vanh 10225 bl ASiA Cling VAl 31 thang
IR clopidagrel hofc ticlopidin

5 mg phbi hop véi ASA

y : 244 . 47 than

Phing ngla cic bién co huyst khéi 18 hofic 10 mg dom & £
ook Vite & b i CADIFSD 3256 | 5 mg phéi hap véi ASA 42 thing
;'_I'iﬁnh nhin uﬁng it nhit mét lidu rvaroxaban R
** Tir nghién ciu VOYAGER PAD B

Cdc phin (mg o6 hai duge bio cdo phé bién nhit & hénh nhin ding rivaroxaban 14 chiy mau (xem
phéin canh bao va thin trong khi ding thude v ™Mb 13 ede phin (mg co hai duge chon' bén dudi)
(Bang 2). Cac tnrimg hop chay miu duge bioe cho nhiéu nhit 1 chay méu cam (4,5%) vi xodt huyét
duimg tiéu hoa (3,8%),

Bing 2: T¥ 1é cac bién ob chiy méu * vi thiéu mau & nhimg bénh nhiin dang rivaroxaban trong
cae nghién ci giai dogn 11 di hoin thinh

_ Chidjnph Chiy man Thidu miu
Phing ngie huyét khi tinh mach (VTE) &

b-éph nhdn ngwod 1om trai qua phiu thudt thay £,8% bénh nhiin 5,9% bénh nhién
thé khorp g6i hode khip hing

Eﬁgg ngitn ¥TE & binh nhin by bk nji 12,6% hénh nhan 2,1% bénh nhan
Dilu trj DV'T, PE vl phong ngtra tii phit 23% hénh nhén |.6% buh nhin
Yidu i VTE va phong ngira 1 phat VIE & |

trét sor sinh va tré em & d6 tudi dudi 18 woi sau|  39,5% bénh nhin 4,6% bénh nhén

khii diu diéu trj chong déng mau tidu chudn

Phong ngira dot quy va thuyén tic hé Ehéng o

héql ! enh nhii
bénh nhdn rung nhi khong do bénh van tim 28/100 bénh nhin 2.5/100 bénh nhiin
Phéng ngia bién cd huy&l h]l-frl & bénh nhiin ; % .
au hii chimg mach vanh clp (ACS) 22/100 bénh nhén 1,4/100 bénh nhin
Phéng ngim cic bign b huyét khili xo via & 6,7/100 bénh nhén 0,15/100 bénh nhén™
bénh nhin CADPAD £,38/100 bénh nhan® | 0,74/100 bénh nhin"™™

* D81 vai tt ca cac nghién cir vé rivaroxaban, tit e cie tnime hop chay mau déu duge thu thip,
béo cao v xir Iy

** Trong nghién ciu COMPASS, 1y 1 thicu méu llaﬁp do ap dung phuemg phip liép edn chon loc
de thu thip céc tie dung phuy. o

*#2 An dung cach tiép edn co chon loe dé thu thip cde bidn b bit lui

¥ Tir nghién clu VOYAGER PAD

Bang danh sich cic phdn dmg cd hai
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Tén suft cha cic phin img oo ha duge bido cho v rivaroxaban duge Wm 15t tong Bang 3 dudi diy
theo nhém co quan hé thing (trong MedDRA) vi theo tan sul,
Thn suft due dink nghia 1: rt phé bidn (= 1/10% phé bidn (= 1/100 dén < 1/10); khéng phé bién (=
11,000 dén < 1/100): hidm (= 1/10.000 dén < 1/1.000); rit higm (< 1/10.000); khéng diwge biét (khbng

thé wde tinh tir dir ligu cd

s8N

Bang 3: Tt ci cac phin img e hai dwge bio cho & binh nhiin trong thi nghiém lim sing pha
1T hodie thing qua vige sir dung, thude san khi dwra ra thj trudmg * vi trong 2 nghién ciu pha

11 vit 2 nghién ciu pha I i bénh nhin tré em,

Khiing dwge
| Phi bién Khiing ph bifn Hiém Riit hiém bict
i lon b thong bach huyét vi mau
Thiéu médu {bac pom cacTfing tidu chiu (bao
thing a6 phong thi wim st logmg tidu céu
nghiém tromg img)  péng)®, gidm tidu e |
[Réi loan hé thing mién djch :

Phiin img dj img, viém [Phin img phén
da di img, phiy mach v vé bao gom ca
o phu dj img 50 phan vé
Rii logn h thin kinh
Chong miél, nhire din  [Xuft hu}'ét nfio v ndi
g, ngil
Réi loan miit
Hudt huyet mit (bao
Gm Xt huyét kit mac) - i
Rii logn tim
hip tim nhanh |
[Rii logn mgch mau
Ha huyet dp. tu miu | | | |
Rbi logn hii hap, long ngwe va trung thit
Chﬁy miédu cam, ho ra
i
Rii loan tiéu hoa
Chay mdu nuda ring,  [Khi midng
Ut byt dudmp ticy
hda (hao adm ¢ xudit
huyet trye trang), dau
bung va khi tidu, budn
ndn, o bon, tidu chiy®,
ndn mia® )
Rii logn gan mit B
Ting tmnsaminase ty gan, tng Ying da,
ilirubin, ting bilirubin lign hop
wsphatase kidgm dng {cd hodc
2 méu, tang GGT* khing dong thi
anp ALT),
it. vidm pan
bao gim ton
huomg 1€ bao
an) )
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Rii logn da vit mis durdi da
Maira (bao gom cac M day
tririrg hop ngim in
ihin khisng phd bién),
phit ban, bfim man, xudt
huyét da va dudi da

161 chimg
teweens-
ohnsan/Nhidm
e hoai tir bieu
b, hiyi chimg
DRESS

Rii logn co 1u'4m"|:"1;1'1 m-Fi lién ket

|Pau & cac chi® Ty méu khdp i}{uﬁt huyvit co Hii chimg
chén &p
khoang thir
phit sau chiy

—— | LY

i loan thiin va Giét nign

Xufit huydt dwimg tiét Suy thin/suy

nidu (bao ghm dai ra thin cép thir

iy va rong kinh®™), suy phat sau chay

thin (hao gim creatinin man da 42 gy

mau ting, uré min lng) i tundn mén

WCsie roi logn chung va tinh trang khu vire siv dung

E’Suﬁi", phit ngogi vi, giamCam ’rh’ﬂ::.r khéng khoe Phil eye bo *
sl manh va ndng hromg fhao gt’im ca khd chiu)
chung (bao gdm ci mét
mdi v suy nhuge)

iém tra

Tang LDH",
Tang lipase®,
Tang amylase®
(Chin thwong, ng die vi cie bidn ching
Xugit huyét sau phiu Pseudoansurysm
thudt (bao gom thidu mach mau®
mau sau phitu thudt va
bt !'n.-qut vét thucmg),
vt bim, tiét dich vet
thuromg ™ . :
*: quan sit thity rong phong ngira ¥ TE & bénh nhén ngudni lén (i gua phiio thuft thay thit kherp
di holic khip hang ,

: quan sit thiy trong diu trj DVT, PE vé ngin ngim tai phat Edt ph{fl bién & phy pir <5F tudi

" quan sat thiy khang phé bidn trong phong ngia bién co huyél khoi & bénh nhin sau ACS (sau
an thigp mach vanh qua da) )

Mt cach tiép ciin chon loce duge xéde dinh tnnde de thu thip thing lin vit che phin img bat loi 3
e dp dung trong cic nghién e chon lpe pha L Ty 1€ phin tmg bat lgd khéng ting vi khing
pledn tmg bat lgi méi ndo duge e dinh sau khi phiin tich cie nghién ciro nay

M 1A cde phin dng bit loi dirge chon

Dy phueng thite the dung duge 1y, vige sir dung rivaroxaban o thé lim ting nguy cor chity mau &n
bodic chiy méau qua mire Hr bt ki mé hode co quan nde b thé din dén thidu méu sau xuat huyél, Céc
déu higu, triéu chimg va mie 4¢ nghiém trong (bao gom ca din dén 1 vang) s& khée nhau tiy theo
vi tri v mirc dé chiy mau vivhode thidu mau (xem “Xar trf chdy mdu " trong mue Qud lieu). Trong
cdc nghién e Lim sing, chdy mdu nidm mae (e la chiy mau cam, lgi, dimg tiéu hoa, dwing Hét
nidu hao pim chiy mau dm dao b thwomg hodce ting kink ngayét) va thifu mdu dirgre thiy (hirimg

14

https: /ftrungtamthuoc.com/



xuyén hom khi digu tri rivaroxaban liu dii so vii diéu tri VKA. Do do, ngodi viée theo d8i 1im sang
diy di, chn lam xét nghiém hemoglobin/hematocrit d€ phét hign chiay méiu in vé dinh lugng mire 4§
chay mau qua mic 1ién quan trén [dm sang. Nguy co chay mao ob the tang 1&n & mat 58 nhém bénh
nhin nhit dinh, vi du: nhitng kénh nhéin bj tAng huryét dp ding mach ning khing kiém sodl durgre
vivhode dang didu tri céc bénh ddng thid ¢ dnh hutmg dén qua tink cAm madu (xem “Ngup oo xud!
hag-é.r “trong muc Canh bio va than trong khi diang thuie). Rong kinh ¢ the nhitu han vivhodic
kéo dil. Cée bién chimg suft huyét cé thé bigu hién nhw suy nhuge, xanh xao, ching mit, nhic dfiu
hodic sumg thy khéng 16 nguyén nhin, kho thé vi soe khéng rd nguyén nhin. Trong mét a0 trumE
herp do hiiu qua cla thidu mdu, cie tridu chimg cia thifu miu cpe b & tm nhir daw ngye hoje dau
that ngue dfi dgre quan sar thiy.

Céc bién chimg &l hiét thir phat sa chity méu ning nhar hii chimg chén ép kboang va suy thin do
gidm tudi mau 48 duge bao cho divi v&i divaroxaban, Do 86, khia ndng xudt huyet phai dinge xem xét
khi danh gia tinh trang bénh & bénh nhin khing déng.

Bénh nhin nh
Dicu fri VTE va mgdin ngiva faf phat VTE

Piénh gid 49 an todn & ré em va thanh thiéu nién dira trén dit 1380 an todn tir hai nghién cine nhiin med
eé kidm sodt hoat chit giai dogn 11 va mt nghin ciru giai doan 111 & bénh nhi tir so sinh dén dui 18
tudi. Céc phat hién v tinh an todn nhin chung teomg tw nhau gifia rivaroxaban va thute 50 sinh & cac
nhom twdi tré em khic nhau. Nhin chung, d3c didm an 0én & 412 tré em v thanh thido niga duge
diéu trj bing rivaroxaban tuong t nhw die diém quan sit duge & nguii lim va nhdt qudn giflta cic
phin nhém tudi, mac di vige danh gid con han ché & s lugmg nhéd bénh nhin,

¢} bénh nhi, nhire déu (rit phd bidn, 16,7%), sbt (rét phd bidn, 11,7%), chiy méu cam (rit phé hidn,
11,2%), i miza (rdt pho bién, 10,7%), nhip tim nhanh (thutng gép, 1,5%), ting bilirubin (pho bién,
1,5%] vit bilirubin lién hop ting (khong phé bidn, 0,7%) duge bio cio thuimg xuy€n hom so vii ngudi
ém. Phit hop voi dén sé tnsemg thinh, rong kinh digc quan sit théy & 6,6% (phd bidn) thanh thigu
nién nif sau khi e6 kinh Tinh trang gidm tiéu ciu duge quan sat sau khi dwa thudc ra thi tridmg o
ngudi treomg thank 1 phi bién (4,69%) trong cac nghién eiu 1m sng & tré em. Cée phin img bt loi
chia thube & bénh nhi chi véu & mic df nhg dén trung binkh,

QUA LIEU VA CACH XU TRI

Céc trrdmg hop qua ligw [én dén 1,960 mg 43 ducee bio cdo, Trong treding hop qué liéu, bénh nhin
chn duge theo d8i cén thin cde bidn chimg chiy méu holic cac phin img bat lyd khae (xem mue “Xi
tri chay miu”. Do hitp thu han ché, dir kidn 58 ¢ mat hiéu dmg triin ma khiing ting némg di trung
binh trong huyet tieong & liéu siéu trj liéu 50mg rivaroxaban hode cao hon,

Hign cd mdt loai thude hoa gidi dde higu (andexanct alfy) déi khing tae dung diree hire hoe eda
rivaroxaban (tham khao Téom tat dac tinh sin phim eia andexanet alfa)

Co thié edn nhie st dyng than hoat dé gigm hip thu trong tuimg hop qué lidu rivaroxaban.
Xir trl chiy mdu

Méu bién chimg chiy mau xdy ra & bénh nhin dang ding rivaroxaban, nén tri holn viée ding
rivaroxaban tiép theo hode ngimg didu trj khi thich hgp. Rivaroxaban co thisi gian bén thai khoang 5
dén 13 gitr (xem muc Bic tinh duge dgng hoe). Xir ti thy theo cd nhin dya trén mire df nghiém
trong va vi tri xudt huvét, Co thé didu e tridu chimg khi céin thiét, ching han nhur biing ép cor hoe (vi
dy nbur chiy méu cam ndng). clim méu bing phiu thuit véi cae thi thudt kiém sodt chiy mdu, bi dich
va hd tro huydt ding, cde sén phim mau (héng ciu ling hofic huyt tremg ddng lanh tei, Hy thude
viio tinh trang thiéu méw hode rbi loan déng méu kém theo) hodc tidu cdu,
Néu khimg thé kiém sodt chay méu bing cic bién phip eln, co thé cdn nhiic hodie ding thude hoa
gifi dic hilu (e ché tic nhin Xa (andexanet alfa) doi khang tac dung duge lye hoe cua rivaroxabar,
hode mbt thede déng mau cu thé, chiing han nhur phic hop prothrombin cd dae (PCC), phite hp
prothrombin cf dic duge hoat bia (APCC) hodic vieu 16 ti 1 hop V1la (e-FVI1a). Tuy nhién, hién cd
13
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ikt it kinh nghiém lim sing v vige sit dyng cée sin phim thude ndy & nhimg ngwi ding rivaroxaban,
Khuyén cho cling dya trén dir liéu phi lim sing han ché. Viée dinh lugmg lai yéu 6 VI & 15 hop 58
durge cin nhiic va chudn 43 thy thude vio tinh trang cai thién chéy mau, Tiy thude vio tnh trang 5N
cé cha dja phuomg, nén tham khéo ¥ kién cia chuyén gia dng mdu trong trimg hop chiy méu nhicu
{xem muc Dée tinh dwge Ioe hoe).

Protamin sulphat va vitamin K dwpe cho 1d khdng dnh hunimg dén hogt tinh chéng dong miu cla
rivaroxaban, C6 it kinh nghiém v acid tanexamic v khong cd kinh nghi¢m vin acid aminocaproic
vl aprotinin & nhilmg nguin ding rivaroxaban. Khong ¢o co s ly luiin khoa hoc vi Lo ich efing nhir
kinh nghi¢gm v vido sir dung desmopressin cam méu todn thin & nhitng ngwdi ddng rivaroxaban, Do
tinh lién két cao vii protein huyét trong, rivaroxaban khing duge cho 1a o the thim tach durge,

PAC TINH DUGC LUC HOC

Nhim dugc Iy Thude r:hfmg huyéi khi, thude ire ché :.‘Eu 6 Xa toye tiep,

MEATC: BOLAFQI

Co chié tic dyng

Rivaroxaban |4 mat chét ire ché cé tinh chon loe cao yéu 16 Xa vai sinh khé dung qua dudmg ubng.

Sy dre ché yéu 16 Xa lam gidn dogn didmg ndi sinh v ngogi sinh cia déng déng mdu, e ché cd s
hinh thinh 11'11'-:'m:lhi.r! vil sy phit tritn cim huyet khidi, T-.'.iﬁ.-mmql:tun dd dure chimg minh 1a khong (e
ché thrombin {y&u 10 11 hoat hoa) va khiing ¢b tde dung Wén tigu cALL.

Téc dung dwoe hue hoc
e ché hoat déng yéu t& Xa phu thude vao lida da duoc ghi nhéin trén ngidi, This gian ptpihrombin
(I'T) bj anh hwdmg bi rivaroxaban theo cich phy thude vao Tieu lugng c6 mii tromg, qug
giin voi ning di trong huyét twong (gid tr r bing 0,98) néu sir dyng Neoplastin 4& dinlpltong. Cic
thufic thir khie 58 cho cie kit qua khic nhau, Két qua PT duoc I:uiﬁu thi theo gidy, badthi so INR
duwe dinh chufin va oo gia t cho coumarin va khing dupe sit dung choe bit ky thube ching ding
midn ndo khac.

Trong mdt nghién ci duge 1y hge lm sing vé su ddo nguge duoe Tye hoe cha rivaroxaban ¢ doi
twgmg npudi lom khée manh (0= 22), dnh hwimg cia liéu don {50 [U/kg) eia hat logi PCC khée nhan,
PCC 3 ven t6 (Yéu 6 11, IX vi X) va PCC 4 yéu 6 (Yu o 11, VIL, 1X va X) duoc danh gia. PCC
gﬁm 3 }'éu th lam igm gid tri Neoplastin PT trung binh khodng 1.0 gidy trong vong 30 phit, so vii
mire piam khodng 3.5 gidy duge quan st vl POC 4 veéu 16, Ngupe lal, PCC 3 véu th ed hidu qui
chung manh v nhanh hon wén thay d6i déo nguee & nhom thrombin ngi sinh so vin PCC 4 yéu
(xem mye Qud lidn v edeh xir tri).

Thivi gian thomboplastin duwge hoat hba timg phiin (aPTT} va HepTest eiing bi kéo dii iy thuic vio
lidu diwngg; tuy nhién khing khuyén cdo sir dyng eiic chi st nay dé danh g tic dung duge lye hye cia
rivaroxaban. Khang chn theo dai cac thing 55 dfng mau trong qui trinh digu tri bing rivaraxaban
then quy trinh 1dm sing. Tuy nhién, khi o6 chi dich lam sang, do hiéu qua coa nvaroxabun co thé
e tign hanh biing thir nghiém do nidng 44 khang Xa (xem myc Dge tinh dwyge dijng hoe).

(} nhiing bénh nhin dimp rivaroxaban d& didgu ] DVT va PE va ngiin ngira t4i phét, phin v 5/95 d6i
viri PT (Neoplastind 2 - 4 gidr sau khi udng thubde (tire 14 thai diém cb thude dat tde dung toi da) doi
viri 15 mg rivaroxaban hai lan mbi ngay dao diing tir 17 dén 32 pidy va cho 20 mg rvaroxshan mit
lin mii ngdy tr 15 dén 30 gidy, Tai thidi didm bit ddo (8-16 gio sau khi udng thude), phin vi 5/95
che 15 mg hai lin méi ngdy dao déng tir 14 dén 24 pidy va cho 20 mg mt lin mdi ngay (18-30 gio
sau khi ubng thuoe) tir 13 dén 20 gify.

(§ nhitng hénh nhin bi rung nhi khing do van tim ding rivaroxaban dié phing ngia dét quy va thuyén
tic hf thong, phiin vi 5/95 cho P'T (Neoplastin) | - 4 gidr sau khi udng thude (tire 1 thir diém e thude
dat tic dung i da) & nhitng bénh nhan dwge didu tri bing 20 mg npdy mét Ein dao dong tir 14 dén
40 gidy vA o bénh nhén suy thin trung binh duwee didu tri véi 15 mg x | lanigiy tie 10 dén 50 gidy.
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(3 mire 661 da (16-36 gity sau khi wing thude), phin v 5/95 & bénh nhin duge digu i vii 20 mg mil
ldn mdi ngay dao déng tir 12 dén 26 gifly vi & nhimg bgnh nhiin suy thin trung binh duge digu tr witi
15 mg mit 1an mdi ngay tir 12 dén 26 gidy.

Bénh nhén nhi

Wét nghiém PT (thudc thir neoplasting, aPTT va anti-Xa (véi xét nghigm dinh lugmg d3 higu :I:uﬁu]
cho thiy méi trong quan chit che vini nong di rong, huyét treeng o teé em, MG tiemg quan gifta ning
s chting Xa va huyél twong 13 wyén tinh véi do ddc gin bing 1. C6 thé xdy ra sy khéc bigt gita timg
cd thé voi gia tri khing Xa cao hon hodc thiip hon so vai ndng d twong dmg trong huyét twong,
Khéng cin theo doi thutmg xuvén cic thing s& dang méu trong qué trink Eﬁgu trj lim sang bang
rivaroxaban, Tuy nhin, néu duge chi dinh lam sing, ndng 49 rivaroxaban b the duge do bing cde
xét nghigm dinh hrong khing yéu th Ka tinh bing meg/L (xem Bang 13 trong myc Die tinh duye
diing hoe @& biét pham vi ndng df riveroxaban trong huyét tuong quan =it duge & 18 em). Gidi han
dinh liemg dudi phai duoe xem xE1 khi xét nghi@m anti-Xa duge st dyng &8 dinh lugng nélpg_ diy
rivaroxaban trong huy8t tuomg & tré em. Khing co ngiimg nio dige thiét lip cho cdc bign cb vé higu
gui hodc an todn,

Hiéu qua [im singe va an todn
Phing ngira dat quy wi thuyén réic g f.l’_:;‘fqg & bénh nhdn ruing nhi khdng do bénk van fim

Chuong trinh 1m sing rivaroxaban duge thiét k& d& ehimg minh higu qua ciia rivaroxaban trong vide
phimg ngira dijt quy va thuyén tic hé thimg & bénh nhin rung nhi khong do bénh van tim.

Trong nghién ey ROCKET AF mi 48 quan trong, 14.264 bénh nhin duge chi dinh ding
rivaroxaban 20 mg % 1 n/ngdy (15 mg x 1 lan/ngay & bénh nhin cd 48 thanh thai creatinin 30 - 49
mliphit) hodc warfarin dwge chudn di dén TNR muc tiéu 12 2.5 (pham vi digu trj 2,0 dén 3,0). Thin
gian diéu tri trung binh 1a 19 thang va théi gian didu trf thag th 1én dén 41 thang.

34,9% bénh nhin dugc d_jéu. tr} biing axid acetylsalicylic vi 11,4% duge digu tr hing thufic ching
loan nihip nhém (11 bao gdm amodaran,

Rivaroxaban khing thua kém warfarin vé tiéu chi gip chinh vé dipt guy va thuyén tie hi thing ngodi
than kinh trung wemg. Trong nhém theo phac do dicu tr), ot quy hofic thuyén tAc mach toan thin xay
ra & 188 hénh nhiin ding rivaroxaban (1,71% mbi niim) v 241 bénh nhin ding wartarin {2,16% mih
nam) (HR 0,79; 95% CI, 0,66 — 0,96; P <0,001 vdi so sdnh khing lém hon), Trong 50 tit cd cdie bénh
nhin ngdu nhién duge phin tich theo ITT, cic bign o6 chinkh xdv ra & 269 ngwii ding rivaroxaban
(2.12% mdi ndm) va 306 ngwdi ding warfarin (2,42% moi ndm) (HR 0,88; 95% CIL 0,74 - 1,03, P
<0001 vési 50 sdnh khiing kém hon; P = 0,117 véi so sinh vuot trdi). Két qui cho céc tiéu chi phy
duire kiem tra theo thir tr phin ciip trong phin tich ITT dwge hién thi trong Bang 4.

Trong st céc bénh nhin trong ahém warfarin, gid (i INR ndm tong pham vi diéu ] (2,0 dén 3.0),
trung binh & 55% thin gian (trung vj, 58%; khodng gilra cic phéin fur, 43 dén 71). Anh huimg cie
rivaroxaban khong khéc nhau o mie TTR trung tdm (Thix %i:m trong pham vi INR muye tiéu 14 2,0
3.0 trong eac phin tr e kich thude bﬁng nhau (' = 0,74 doi va1 tromg te). Trong phr!ln tur ezo nhit
theo trung tim, t¥ I& npuy co Hazard (HIY) véi rivaroxaban so vor warfarin 1a 0,74 (95% C1, 0,49 -
1,12).

T4 1§ bién eb ddi véi lét qué an toén chinh (cée bién b chay méu lign quan dén 1Am sing nghigm
trong v khing nghiém trong) 13 fuong tr nhau 481 vin cb hai nhom ditu trj (xem Bang 5).

Bang 4: Két qua hifu qui tir Fﬂi dogn 111 ROCKET AF

Nhom nghidn e héin tich hiéu qua ITT & bénh nhin rung nhi khing de |
binh van tim
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T.icu digu trj [Kivaroxaban 20 (Warfarin 48 chuin 4§
mg | land ngdy (15(den INE muye tiéu la Yk b
myg 1 1an/ ngédy & 2,5 (pham vi didu tri E;:_,‘:}_]};ﬂ;éljf
béinh nhin say gir 2.0 :IE:n 3,}!!) o it mfﬁnh
thén trung binh) [Ty 1€ bign ob (100 virot le}i '
Iy 1& hign cé (100 |bénh nhén-nam) v
[bénh nhin-nim) -
it quy, thuyén the mach todn 269 06 (0,88
thiin ngodi he thiin kinh trung (0,74 — 1,03
(2,12) (2,42) 0117
Lo _ ;
101t quy, thu}rénﬁta mach todn 0.4
thiin ngodi hé thin kinh trung 572 B0 (o 341'— 1.05)
o va 1 vong do bénh mach (4.51) (4.81) iy 0 1455‘
il '

i quy, thuyén tic mach toan 0.93
hin ngodi thin kinh trung 659 709 (0 53‘_ 03]
g, Uit vong do mach mau vl (5,24) {3.65) : 0 I‘il‘;

nhii miu co tim -
ot quy .94
0 “81 (0,76 - 1,07)
{1,909 (2,22) 0221
Thuvén tic mach toan thin 20 27 0,74
npodi hé than kinh trung iromg (0.16) 0.21) {ﬂﬁij}}la,u}
mhii midu eo im 0,91
2k s (0,72 - 1,16)
(1.02) (111) g

Nhim nghién et Bénh nhin rung nhi lkhing do bénh 1§ van tim®
';'I E’:;h:: ?1%1:::]& Warfarin d& chudn d
| jpeay U0 TEén INR mye tiéu 12
B ca Vigdy o benhly o b vi didu i (Gid tri p oia HR

Ligu dicu tr| n!'lﬂ.n suy thin trung hir 2.0 dtén 3,0) (05% CT)

?ﬂg hidn ¢d (100 Ll hié." co (100

bénh nhan-niim) binh nhin-ndm) il
Rién et chay méu lidn quan
v mit 1am sing nghiém 1.475 1.449 1,03 (0,96 —1,11)
irong i khing nghiém trong (14,91} (14,52) 1,442
Bifn cd chdy méuo nghigm 7395 EH1E |04 (0,90 — 1,200
trong (3,60 (3.45) 0,576
Chét vi chiy mau * 7 55 0,50 (0,31 —0,79)

0,24} [0 AH) JRLAE R

Chay man eo guan nghiém 91 133 0,69 (0,53 - 0,91)
rong * (0.82) (1,18) 0,007
Xudt huyét ngi so * 55 4 0,67 (0,47 — 0,93)

(1,490 0,74) 0,019
Gigm hemoglobin ¥ 108 54 1,22 (1,03 - 1,44)
] 12,770 2,26) 0019
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[ruyén 2 hodic nhicw don vi 183 149 1,25 (1,01 - 1,55)
kg eiu hodc miu odn phin(1.65) (1,32) 0,044

dong goi * _
Bidn ci chiy mau lién quan

& miit Jm sing khéng 1.18S 151 1,04 (0,96 - 1.13)

nghigmtrong  |(11,80) (11,37) 345

I'r vong do mei nguyén nhin 208 250 L85 (0,70 - 1.02)
LET) (2,21) 0,073

k) Diln 56 an todn, dang didu tr
* Cd y nghia quan trong

MNgodi nghién ciu ROCKET AF pha 11, mdt nghién e tién ei, mit nhinh, sau khi duge gip phép,
khéng can thiép, nhim thudn tip nhn mé (XANTUS) cb danh gié két qud trung tdm bao gém che
hién eé huyét khbi the mach va chay méu nghiém tryng 48 duos tién hanh, 6,785 bénh nhiin rung nhi
khing do van tim da duge tuyén bénh d& phang ngir dit quy vi thuyén tac hi thing thin kinh trung
womg (CNS) trong thye hinh lim sing. Didm CHADS2 vi HAS-BLED trung binh d&u [4 2,0 trong
K¥AMNTUS, so wii diém CHADS? va HAS-BLED trung binh lan heot 1 3,5 v 2.8 rong ROCKET
AF. Chay msu nghiém trenp xiy ra & 2,1 trén [0 bénh nhin cac nim. Kuiit huyét v vong dige bio
céo 14 0,2 trén 100 bénh nhin va xuit huyét ndi so ki (.4 trén 100 bénh nhin cde nim. Bt quy hode
thuyén lic hé thing ngoai h thén kinh trung weng duge ghi nhén trong 0,8 tén 100 bénh nhén cic
nam,

Mhilmg quan st nay trong thise hinh Jim siog phi hgp véi ho so an todn 43 duge thiét Iip tong chi
dinh ndy.

Trong mijt nghién eiru khing can thiép, sau cip phép, trén hom 162.000 bénh nhin bitn qu-‘fu: gia,
rivarosghan duoe ké dom @2 phing ngira it quy va lic mach hé théng & bénh nhin rung nhi khing
do bEnh van tim. T 1@ bién cb d6t quy do thidgu méu cuc bd 14 0,70 (95% Cl 044 - 1,13) trén 100
bénh nhin-ndm. Chéy méu din dén nhip vign xdy ra véi 1§ 16 bidn od trén 100 bénh nhin-nim 14 0,43
(95%C1 0,31 - 0,59) déi vii xudt huyél ndi so, 1,04 (95% C1 0,65 - 1,66) dbi v xufit huydl Liéu hos,
0.41 {95% C1 0,31 -0,53) ddi v chdy mdu nidu sinh dye vi 0,40 (95% CI 0,25 - 0,65) déi viri chiy
mdu khde.

Bénh nhdn dang didu trf sde dién chupén nhip

Mt nghign cim tién elne, ngiu nhién, nhin mdé, da trung tim, thim do oo danh gié mo iéu chi (X-
VERT) di duoc thue hién trén 1,504 bénh nhin (khong hote 4 duge dicu tr thude chong ddng dwbmg
u:ing] bj rung nhi khiing do bénh van tim duge chi dinh atc dién chu}-éq nhip, s0 sinh rivaroxaban
vl liéu didu chinh khang vitamin K {t¥ 1§ 2:1), d& phong ngia cic bien o tim mach, Bién phap
chuyén nhjp pom :l:lu:.rén nhip qua siéu dm qua thye quan TEE (1-3 ngay trude diéu tri) hodic chuyén
nhip quy wére (it nhdt 3 tudn trude didu te). Tiéu chi higu qu chinh (gdm it ea cée dang dijt quy, eon
thodng thidu méu ndo, tic mach hé thong khéng phai thin kinh trung wong, nhii mdu co tim va L
vang tim mach) xdy ra & 5 bénh nhén (0,5%) & nhom rivaroxaban (=978) va 5 (1.0%) & nhom kdng,
vitamin K (n=492; RR 0,50; CI 95% 0,15-1,73; nhom dy kicén dicu trj i diéu chinh). Tigu chi an
toén chinh (xudt huyét ndng) xdv ra & 6 bénh nhin (0,6%) & nhom rivaroxaban (n=988) v 4 (0,8%)
tr nhém khing vitamin K (n=499); (KR 0,76; CT 95% 0,21-2,67. nhdm an todn). Nghién cin thim do
néy cho thiy hidu qua v an todn turmg dweng gtk rivaroxaban vi kbang vitamin K & bénh nhin
chuyén nhip.

Bérh nlicin rang vk Midng do bénh van thin didw orj PCT it stent

ML nghién cim ngdu nhién, nhiin mé, da wrung tm (PIONEER AF-PCI) dugre thyre hign trén 2,124
bhénh nhén rung nhi khing do bénh van tim da trii qua PC1ed élat stent do bénh xo vira djng mgch
nguyén phat 2 so sanh mirc 4 an toan cia hai phic &b rivaroxaban va mt phic do VKA, Cac bénh
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ninin dwge chi dinh np#u nhién theo kidw 1:1:1 ap dung liéu phap tong the kéo dai 12 thing. Bénh
nhiin co tién si 4 guy hode TLA duoc logi trn

Nham | diing rivaroxaban 15 mg % 1 lan/ngiy (10 mg % | Ho/ngdy & bénh nhin et 39 thanh thai
creatinin 30 - 49 mi/phit) cong véi chét trc ché P2Y12. Nhom 2 dimng rivaroxaban 2.5 mg hai 1an mdi
ngdy cong voi DAPT (lign phap khéng ket tp téu cu kép e 14 clopidogrel 75 myg [hofle thude in:
che F2Y12 thay thé] chng vin acid acetylsalicylic [iéu H]i"{]'} | ASA]) trong |, 6 hodc 12 thang, sau db
b rivaroxsban 15 mg (hode 10 mpg dbi vai ddi nromg o6 46 thanh thai creatinin 30 - 49 mlphit) npay
I 1dn efing véi ASA liéu thip. Nhém 3 duge diéu chinh licu VEA cing vii DAPT trong 1, 6 hoge 12
thing, sau d4 14 VEA diéu chinh lidu cong viri ASA liu thilp.

Tiéu chi an toan chinh, céc bidn of chiy mau od ¥ nghia Wim sang, 1An oot xdy ra & 109 (15,7%), 117
(16,6%) va 167 (24,0%) dbi tugng trong nhdm 1, nhém 2 va nhém 3 (HR 0,539, KTC 95% 0,470-
0,76; p <0,001 va HR 0,63; KTC 95% 0,50-0,80; p <0,001, twong (mg). Piem cubi phy (tng hop cdc
hign cé tin mach tir vong do tim mach, NMCT hogic ddt quy) lan Lt x@y ra & 41 (5,9%), 36 (5.1%)
vi 36 (5,2%) qﬁi trgng trong nhém 1, nhom 2 vi nhom 3. M phic dé rivarnxaban cho thiy gidm
ding ké cdo bién b chay mau b y nghia [im sang so vii phic 36 VKA & bénh nhin rung nhi khing
do bénh van tim 48 i qua PCL o dit stenl.

Mue tiéu chinh céa PIONEER AF-PCI ld danh gid d0 an todn. D ligu vé higu qua (bao gom ca cie
bién eb huyét khii tie mach) trong nhém nghign ciu nay con han ché,

Eién e DVT, PE va phdng neiee DVT va PE i ph

Nighién eiru lim sing rivaroxaban duge thiét ké dé chimg minh higu qua cts rivaroxaban trong diéu
b ban ddu va ép tue didu tr] DVT va PE ¢hp tinh v npin ngira tai phit,

Hem 12800 bénh nhin 48 duge nghign ciru trong hin thit nghigm 1dm sing nedu nhién cd dii chimg
giai dogn [11 (Einstein DVT, Einstein PE, Einstein Extension vi Einstein Choice) vi thém vao da,
mét phén tich ghp duge xéc dinh trude eda che nghién cim Einstein DVT va Einstein PE da duge
thye hign. Thed gian didu tr két hop thng the trong tit ci céc nghién ciru 1én dén 21 thing,

(3 nghién e Fingtein DVT, 3.449 bénh nhin DVT edp tinh d3 duge nghién ciru dé diédu t DVT va
phémg ngla DVT va PE tai phit (nhimg binh nhin PE eb tridu chimg bi loai khii nghién el ndy).
Thisi gian diéu trj 14 3, 6 hofic 12 thang iy thude vao ddnh gid lim sing cia bac s§ nghién ciu,

Béi voi didu trf ban dau trong 3 twan cia DVT clip tinh, 15 mg rivaroxaban duoc ding hai Tin méi
Hpay. Tiép theo la 20 myg rivaroxaban méi nghy mit lin.

(i nghién ciru Einstein PE, 4,832 bénh nhin PE efip tinh d3 duge nghién cir dé dicu trj PE vi phong
ngira DVT vt PE i phar. Thi gian didu trj 12 3, 6 hogc 12 thang tiy thudc vio ddnh gid lim sing
cia béc s nghién cin.

P viri didu tri ban dfiu PE cdp tinh, 15 mg rivaroxaban duge ding hai lan mBi ngay trong ba tuan.
'I'iép theo la 20 mg nvaroxaban, nghy mdt lin.

Trong cd nghién ciu Einstein DVT va Einstein PE, p!ﬂcdﬁ digu trj so sinh bao gdm enoxaparin duge
dimg trong it nhér 5 ngay két hop vai didu tri thude khing vitamin K cho dén khi PT/INR nitm trong
khoang didu trf (2 2,0). Tiép e didu trj biing thude khang vitamin K d8 dwec diéu chinh lidu dé duy
trl cde gia trf PT/INR trong pham vi dicu t 2,0 dén 3,0,

Trong nghidn cim Einstcin Extension, 1.197 bénh nhin bj DVT hojc PE d& duge nghién cin dé ngan
ngirn DVT v PE tAi phal. Thivi gian dieu trj kéo dai thém 6 hofic 12 thing & nhitng bénh nhiin 43
hadin thank & dén 12 thing didu trj thuyén e huyst khdi tinh mach iy thede vio dinh gid 1im sing
cia didu tra vién, Rivaroxaban 20 me x | lan‘ngdy duge so sanh v gid duoe.

Mghign cim Einstein DVT, PE v Extension da sir dyung cing mdt tiéu chi vi higu qud ehink va phy
Lo L nhau duge xde dinh trede. Tigu chi chinh ddnh gid hidu qua didu tr 1 VTT tai phat ¢o trifu
chimg duge dinh nghia 12 hin hop DVT i phit hay PE gy tr vong hoje khing géy tr vong, Tiéu
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chi phy dénh gig hidu qua didu tr due djnh nghia 13 DVT thi phat, PE khong gy 1 vong va tr vong
do moi nguyén nhin,

Trong nghién ciru Einstein Choice, 3.396 bénh nhin cd DY'T ¢b ingu chimg duge xic nhdn vihodc
PE dfi hoan thanh 6-12 théng diéu tr biing thudc ching ding mdn 43 dee nghién ci d¢ ngin ngir
PE gdy tir vong hoje DVT hoge PE thi phat of trigu chimg khing 1 vong. Nhimg bénh nhin 6 chi
dinh tiép tye ding khang déng theo ligu didu trj dii bj loai khdi nghién cin, Thé gian digu trj 18n dén
12 thang tiy thufc vio ngiy ngau nhién theo timg cd nbin (trung binh: 351 nedy). Rivaroxaban 20
mg x | ldn/ngdy vi rivaroxaban 10 mg x 1 linfngdy dige so sanh voi acid acetylsalicylic 100 mg x |
Ié:u'n.gﬁy.

Tiéu chi chinh ddnh gid hi¢w qua diéu uf 1a VTE tai phit e trigu chimg dwpc dinh nghia 1 hin hop
DVT tai phat bay PE giy tir vong hofic khing giy 10 vong.

Trong nghin ot Einstein DVT (xem Béng 6), rivaroxaban 48 dwec chimg minh 13 khimg thua kém
enoxaparin/VICA vé két qui higu qua chinh (p < 0,0001 (kiém nghi¢m khing kém hon); tf a6 nguy
cor Hazard (HI): 0,680 (0,443 - 1,042), p = 0,076 (kidm nghiém vuot trdi)). Lei ich lim sing xdc
dinh trude (két qua hiéu qud chinkh céng voi che bin ¢b chay mau lém) duge béo cao HR Ja 0,67
((95% CI1: 0,47 - 0,95), gid i1l p danh nghfa p = 0,027) nghiéng vé rivaroxaban. Gia trj [NR nédm trong
pham vi dify tri, trung bink 14 60,3% thoi gian trong thii gian diéu trj trung binh 14 189 ngdy, vi
55.4%5, 60, 1% vi 62,8% thoi gian trong cée nhém thid gian didu tr) dy dinh 3, 6 va 12 thing tuong
vmg. Trong nhim enoxaparin™ KA, khing cd rnéd Tign hé i FAng gilta mire A TTR trung binh {Thix
gian trong pham vi INR muye tiéu 13 2,0 - 3,0) & cde phin vi co kich thude bang nhau vty 1§ VTE tai
phat (P = 0,932 déi voi twang tie). Trong nhém phén vi cao nhit theo trung tim, HR véi rivaroxaban
g0 vori warfarin 1a 0,67 (95% CI: 0,35 - 1,33). !

Ty 18 xudit hign tiéu chi ddnh gia an toin chinh (cac bién o chiy mian ning hodic khing ning w?l

sing) cling nhu Géu chi phy dinh gid d§ an todn (bifs cd chiy min njng) tromg tw nhau é'ga hai
nhom dicu try. :
Bang 6: Kt qui hifu qui vi an toin tir Einstein DVT giai dogn T B
3.449 benh nhin cb trigu ching hny;ﬁ khii tinh
Nhim nghién cim mach siu ¢iip tinh
Rivaroxahan® |- Enoxaparin/VICAY
Ligu lugng v thiri gian dicu tri 3, 6 hodie 12 thang 3, 6 hode 12 thing
L i N=1.731 N=1.71%
WVTE i phit o6 triéu chimg® 36 51
(2.1%) (3.0%)
PE ta phat ¢d triéu chimg 20 1
[ (1.2%) (1,0%)
DVT tdi phat cd rigo chimg id 2R
| (0,8%) o (L6%)
PE vit DVT e tridu chimg 1 0
: . (0, 1%) e e——
PE tr vong / i vong brong 46 khing log 4 &
trir FE - {11,2%) {0,3%)
Chidy méu nghiém trong hofdic khdng 134 138
nghiém trong ed lién quan vé mit lam sing | (8,1%) (8,1%)
Bidn o xuft huyét nang 14 20
e (08%) | (12%)
a1 ) Rivaroxaban 15 mg % Erlﬁn."nga}' trong 3 tuan, sau do 20 mg x | lin/ngdy
1) Enoxaparin trong ft nhit 5 npay, ching chéo vi thea sau bii VKA
* p<0,0001 (khéng lkdm hen so vii HR xac dinh truoe 1 2,00 HER: 0680 (0,443 — 1,042, p=
0,076 (v tréin)
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Trong nghién el Fmﬁln:m PE (xem Bang 7), rivaroxaban di duge ching minh 1a khong kem
enoxaparin/V KA vé dii win tiéu chi chinh dianh gia (p = 0,0026 (kidm ugh:ém cho tinh khing kém
homy; HR: 1,123 (0,749 - 1.684)), Lot ich 1dm sang thudin xde dinh trwde (két qua hidu qua chinh cong
vl ede hikn cd chéy maun lom) duge bao oo véi TR 140,849 ((95% CL 0,633 - 1,139), pid tri p danh
nghia p = 0,275). Gia tri INR ndm trong pham vi didu tri, trung hinh l& 63% thif gan Lreng thixl gian
dJEu tri teung binh 13 215 ngay, va 57%, 62% va 65% thii gian rong cde nhdo ¢é thoi gian dy dinh
didu wi 1 3, 6 vii 12 thing, tuemg img. Trong nhém enoxaparin/VKA, khong cé mii fién hé r6 ring
gilta mic d-ﬁ TTR trung binh (Thii gian trong pham vi INR moe téu 1 2,0 - 3,0) & cde phin vi cb
kich thude bng nheu vi t 18 VTE i phét (p = 0,082 tuong tic). 11‘JILE phin vi can nhit theo frung
tfim, HR v&i rivaroxaban so voi warfarin 1 0,642 (95% CL 0,277 - | 484).

Ty 1€ xuiit hign ddi voi tiéu chi chinh dinh pié 43 an toan (cac bién el chily méu nghiém trong hode
khing nghiém trong oo lién quarn dén lim sing) thap hon mit chit & nhom didu tl‘t rivaroxaban {10,3%
{249.’24 lEJj s0 vari nham didu tr e.lmxapa:m""ﬂ'ih (11,4% (274/2405)). Ty 1€ xay ra lidu chi phy dankh
gid (hien co chiy miu nghiém rong) thip hem é nhém rivaroxaban (1,1% (26/2412)) so viid nhém
enoxaparin/VEA (2,2% (52/2405)) voi HR 0,493 (95 % CL: 0,308 — 0,789).

Bing 7: Két qud vé hig¢u qui vi df an (oin EINSTEIN PE giai doan 111

Nhiém nghién i 4,832 binh nhiin PE ¢6 trigu chimg cip tinh
Thivi gian vi liéu dicu tri Rivaroxaban® Enoxaparin/VEKAY
3, i hodic 12 thiing 3, 6 hoge 12 thang
N =2.419  N=2413
VTE tdi phat o tridu chimg” 50 44
| ) (2.1%) (1.8%)
PE tai phat ¢ tridu chimg 23 20
. (1,0%) {0, 8%
DVT tai phat ed rigu chimg 148 17
I, R L (0,7%) . (0,7%)
PE va DVT cd lrigu I:l'll."mg ] 2
| (=0,1%)
PE gy tir vong! Tir vong khi chwra 11 7
logi trir dhrge PE (0,5%) I (0,3%)
Chay man nh1-‘L:l.| huﬂt. khimg nhicu 2449 274
cb lign quan vé mat Jdm sing (10,3%) (11,4%)
Rifn b xuft huyét niing 26 52
R (1,01%) (2,2%) |
a) Rivaroxaban 15 mg hai lin mini ngé:,' trong 3 1unn, sau do 20mg mdt lin mdi ngay
b} Enexaparin trong it nhit § ngiy, duge sir dung ciing voi VKA va tiép theo 1 VKA
rpll, 0026 (khong kém hem HR xde dinh trwde la 2,00 HR: 1,123 (0,749 — 1,684)

Mt phin tich thng hop xée dinh tnnke vé két qui cha cde nghidn el Huyét khdi finh mach siu vi
Thuyén the phdi Einstein i dwee ture hign (xem Bang &),

Bang 8% Két qua vé higu qui vi d§ an todn tir phin tich téng hyp Linstein DVT va Einstein

- PE giai doan 111
MNham nghitn cdu 8. 131 ht,nh nhiin méc thuyén tic phi w: hu'_rut
T khm tinh mach siu ed irifu chung nap_!_gl_h____
Thiri gian vi lidu diéu ir] Rivaroxaban® Enoxaparin/VKA"
3,6 hode 12 thang 3, 6 hodic 12 thing
B N = 4,150 N=2.413
W— g ke B
VTE tai phit b trigu u]iu_nt;" (2.1%) {?iiﬁ:l
ey T L 43 3K
T b e e | e

ot
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DV tdi phat eb tidu chimg (@ ?:'SE‘%-’uj ; Uz‘; )
2
PE v& DVT c6 triéu chima _ {cu,]m} 0%
PE ¥ vong/ tr vong khi chua logi triy 14 13
dugePE (0.4%) 10.3%,
Chiy min nbiéu hode khimg nhieu o IRE 412
lién quan v& miit lim shng _ (94%) (100%)
Bién oo xuwil huyét ning 40 72
) ~ {1,0%) (1,7%)
a) Rivaroxaban 15 mg hai lin mdi ngay trong 3 tudn, sau do 20mg mot lin mdi ngdy
b Enoxaparin trong it nhét 5 ngay, duge sir dung eing vii VEA v T.iép theo 14 VEA
| +p<0,0001 (khng thua kém HR xéc dinh trude 12 1,75); HR: 0,886 (0,661-1,186)

Leri ich ldm séng 1I1u.;51r|1 wie dinh trude (két qua higu qué chinh cing véi cac bién o chay mau nghigm
trong) ciia phiin tich tong hop duge bdo cao vol nhip tim 13 0,771 ((95% CL: 0,614 - 0,967), gid i p
danh nghia p = 0.0244).

Trong nghién ciu Einstein Extension (xem Bang 9), rivaroxaban vupt trji hon so v gia duge Vi
tiéu chi chinh va phy higu qud. Db vai két gud chinh dénh gid di an toan (céc 1ai bidn xudt huyet
nghifm trong), t¥ 1§ miic bénh caw hom khimg b ¥ nghia ve st luomg & nhitng bénh nhin duegc dié_u
trj v rivaroxaban 20 mg x 1 lin/ ngdy so voi gid dwoe. Tiéu chi phy doh gid dd an toin (edc bién
¢ chay miu nghigm trong hode khong nghiém trong eo lign quan dén lim sing) cho Thﬁ}r ty 1§ bEnh
nhiin durre didu b bing rivaroxaban 20 mg x 1 10/ ngly cao hen so vod gia duge,

Bang 9: Kt qud ve hiéu qua va di an todin tir nghién ciu Einstein Extension piai doan 111

Nhim nghién cirn 1.197 binh nhin tiép tye dicu trj v ngin ngira
thuyén tic huyet khoi tinh mach
Thivi gian va liéu diéu tri Rivaroxaban® Gid duge
i hode 12 thing 6 hode 12 thing
N = 602 N =504
N—— ] ) &2
VTE téi phit cd tridu chimg* (1.3%) (7.1%)
BE ti phét b trilu chimg Al o ];.},ﬂ)
= ALY o ol
DVT tdi phit ed trigu chimg (0 E%} (s ?2]%1
PE tir vong/ tit vong khi i loal trir 1 ]
durge PE : (0,2%) (0.2%)
Bién ed xudt huyét nghiém trong 4 0
) {0, 7%) (0. 0%%)
Chay mdu khing nghiém trong co 32 7
lién quan vé mét lim sdng {5.4%) (1,2%])
" Rivaroxaban 20 mg mat Lin mdi ngay
| *#p<0,0001 {vugt trgi); HR: 0,185 (0,087 — 0,393)

Trong nghién cimu Binstein Choice (xem Bang 10). Rivaroxaban 20 mg v 10 mg déu vt i acid
acetylsalicylic 100 mg vé tiéu chi chinh dénh gid hiéu qud. Tidu chi chinh danh pid d§ an toén (eac
hién ob chity mau nghiém trong) 13 fuong W d6i v bénh nhéin duge difu trj bing rivaroxaban 20 mg
vit 10 mg x 1 lan / ngiy so vod 100 mg acid acetylsalicylic.

Bing 10: Két qui v hidu qua vi di an todn tir nghién i Einstein Choice giai dogn 111
MNhdm nghién cirn 31.396 bénh nhin liép tye ngin ngira thuyén tae hu}-ét
khidi tinh mach tai phat
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Litu lwgng dién tri | Rivaroxaban | Rivaroxaban 10 | ASA 100 mg x 1
20 mg x 1 lind | mgx 1 lan/ ngdy lin/ oy
nghy N=1.127 N=1131
N=1.107 o -
Thist gian dien trj trung vi 349 [189-362] | 353 [190-362] | 350 [186-362] ngay
|khoang tir phinvi] njziy Ny
VTE thi phdt cd trigu chimg 17 13 30
| asw | 2w (4.4%)
PE tai phit ¢d trigu chimg G 6 19
[ (0,5%) 05%) | (1.7%)
DVT tai phit ed triu chimg B 8 30
(0.8%) (0,7%) (2.7%)
PE géy tor vang/ Tir vong trong 2 ] 2
do PEkhong thé logi trkr | (0,2%) (0,0%) (0.2%)
VTE tai phat co trigu chimg, MI, 19 1% 56
dot quy, hodc thuyén the ngodi (1.7%) (1.6%) (5.0%)
vé than kinh trung wong _
Bi¢n eb xuat huyét nghidm trong f 5 3
i (0,5%) (0.4%) _ (0,3%)
Chay méu khong nghiém trong 30 22 20
- cd lidn quan vie mat lam sag (2.7) (2,0 {1,8)
VTE i phat b trigu chimg 23 \7 53
hodc chay méu nghiém trong {2,1%) (1,5%)" (4,7%0)
{lgh ich lim sing i) | |
* 1 <=0,001 (vugt trdi) Rivaroxaban 20 mg | lan/ ngiy so vai ASA 100 mg 1 ln' ngay, HR =
0,34 (0,20-0,59)
4 o <0,001 (vt tnhi) Rivaroxaban 10 mg 1 ln/ ngly so voi ASA 100 mg | lan ngay;, HR
=10,26 (0,14-0.47) :
+ Rivaroxaban 20 mg | ldn/ ngay so v ASA 100 mg | lAnd ngay; HR = 0,44 (0.27-0,71), p
= 0,0000 (danh nghia)
++ Rivaroxaban 10 me 1 ldn ngdy 50 vii ASA 100 mg 1 1n/ ngay; HR = 0,32 (0,18-0,55),
p <0,0001 (danh nghia)

Ngodi nghién ey EINSTEIN glai doan 1T, mdt nghién cim dodn bé nhin md (XALLA) tién cing,
khiing can thigp, voi danh gig kée gua trang tim bao gom YTE tai phat, chiy mdu nghiém trong vi b
vong di duge tién hinh. 5,142 bénh nhén DVT cip tinh da duge dua viio nghién el tinh an toan cis
rivaroxaban khi sir dung 1du ddi so vai [éu phip chong dbng mau lidu chudn trong thre hanh 1dm
sang. T¥ 1¢ chay mébu nghiém trong, VTE tai phat via tr vong do mpi nguyén nhin dldi v rivaroxaban
Fin lugrt 1 0,7%, 1,4% va 0,5%. C6 sir khie bidt vé edc diic diém co bin cia bénh nhin bao gdm tudi
the, ung thir va suy thiin. MGt phén tich phiin ting diém xu hutmg dirge xéc dinh trde 42 duge sir
dyng d& diéu chinh sy khic bi#t co bin do luémg dwge nhimg sy nhifu con lai cf thé anh iimg dén
két qua. Ty 6 HR difu chinh so sinh rivaroxaban va ché d5 chiim sée tiéu chudn doi voi hién ch chiy
méu nghiém trgng, VTE tdi phit va tif vong do moi nguyén nhin twong dmg 1a 0,77 (95% CT 0,40 -
1,507, 0,91 (95% C1 0,54 - 1,54} va 0,31 {95% C1 0,24 - 1,07).

Whimg két qui ndy trong thye hénh 1im sdng phis hop véi ho so an wan da duge thidt ldp trong chi
dinkh néy.

Trong mit nghién ¢ khing can thigp, sau cip phép, trén hom 40,000 bénh nhin khing co lién sir
ung thr tir bon qubc gia, rivaroxaban dd duge ké don A€ dicu 1 hode phing npia DVT va PE. Ty 18
bicn cé trén 100 bénh nhinfndm ddi vai cie bidn b thuyén tie huydt khdithuyén tic huyét khii oo
trié chimg/ri rimg (rén 13m sing din dén nhip vién dao ddng tir 0,64 (95% C1 0,40 - 0,97) & Anh
dén 2,30 {95% C1 2,11 - 2,517 & Dire. Chiy miu din dén nhip vién xay rm v 1y 18 bién o trén 100
bénh nhin-nim 1a 0,31 (95% C1 0,23 - 0,42) ddi vai xuat huyét ndi so, 0,89 (95% CLO6T - 1,17) déi
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virl xudt ]11.|],'é|_. tién hoa, 0,44 (95% CI 0,26 - 0,74) d6i voi chay mau nigu sinh duc vi 0,41 (93% C1
0,31 - 0,54} d6i vai chay mau khie.

V—
Biéw tei VTE v phéng ngiea i phiat VIE & tré em

Thng cing ¢ T27 tré dwge xdc nhin méc VTE cip tinh, trong db 528 tré ding rivaroxaban, da duge
nghién ciu trong 6 nghién el nhi khoa da trung thm, nhdn mi. Liga diéu chinh theo trong lwgng eo
thé & bénh nhfin tir 8o sinh dén dudi 18 wwoi din dén phiri nhitm rivaroxaban firong i nhtr guan st
thiy & bénh nhian DV trudmg thinh dine dida tri bing rivaroxaban 20 mg mét lan mdi ngdy nhir da
dirgre xie nhin trong nghién ciu pha L (xem mye Dje tinh doge ding hoc).

Nphién ciru ETNSTEIN Junior giai dogn [T 18 mit nghién ciu lim sang da trung tiim, ngiu nhién, ¢d
doi chimg trén 500 bénh nhi (i = sinh dén < 18 tudi) dwgre xbe nhin mae V1E cip tinh. C6 276 L
tir 12 dién < 18 tudi, 101 tré tir 6 dén < 12 wdi, 69 trd tir 2 dén < 6 udi va 54 tré < 2 tudi,

Chi st VTE duge phin loai 13 VTE lién quan dén éng thing tinh mach trung tim (CVC-VTE; 90335
bénh nhin @ nhdm rivaroxaban, 37/165 bénh nhin & nham doi chimg), huyét khii tinh mach nio va
xoang (CVST: 74/335 bénh nhin & nhom rivaroxaban, 43/165 bénh nhin & ahom déi chimg) v tit
cit cdc bénh nhin khéc bao gbm DVT va PE (khéng phai CVC-VTE; 171/335 bénh nhén ¢ nhom
rivarosxaban, 85/165 bénh nhin & nhém ddi chimg), Bidu hién pt!é bidn nhit cia huyél khoi chi s £
bt em tir 12 dén < 18 tubi 1 khng phai CVC-VTE & 211 tré {76,4%); & tré tir 6 dén < 12 tudi va 1
2 dén < 6 wdi ty 16 CVST lin hoot 14 48 (47,5%) v 35 (50,796); v & tré < 2 tudi ty 18 CVC VTE 1
37 triémg hop (68,5%), Khing cb tré < 6 thing mée CVAT trong nhom rivarmxaban. 22 bénh nhin
miic CVST b qhiErn tring hé thin kinh trung weng (13 bénh nhin & nhém rivaroxaban va 9 binh
nhén & nhom dii chimg).

VTE durcre kich thich béi cde véu 16 nguy cor dai ding, thoang qua hofic cd dai ding vi thodng qua é&
438 1ré (87.6%),

Bénh nhin duge didu tri ban déu v lidu didu o] UFH, LMWH hodic fondaparinux trong il nhil
npay v dugre chon ngdo nhién thea 1y 18 2:1 dé nhin ligu rivaroxaban hoge nhdm so sanh theo trong
lugng co the (heparin, VKA) trong giai dogn digu trj chinh cia nghién el trong 3 thang (1 thang
dbi voi trt < 2 tudi mc CVC-VTE). Vo cudi gial doan it tri oo nphién el chinh, xét nghigm
chiin dodn hink dnh g duoe & thai didm ban ddu s8 dugc 13p lai néu khi thi vé mit [dm sang. Viée
didu tri trong nghitn clru o6 the dwoe dimg lai i thd diém nay hodc theo qu}'él dinh iz Nigwin
nghién i, tigp e kéo dai thng cong t&i da 12 thang (di véi tré <2 woi mic CVO-VTE 1 da 3
thing).

K.é1 qua chinh v& hidu qui 13 VTE 18 phat c6 trigu chimg. IKét qua an toan chinh 1 sy két hyp giia
xuit huyét ndng vi xufit huyét khing nghiém trong co lién quan dén im shng (CRNMB). Tét cé che
kit qui v higu qué vi an toan diu duge danh gia 13p trung bid mdt ity ban dc 1p mi quing v& phin
bé didu 1. Kt qua vé hitu qua va d6 an todn duoc the hién trong Bang 11 va 12 dudi diy,

VTE 14 phat xay ra & nhom dimg rivaroxaban & 4 trong s 335 bénh nhin va & nhom so sinh & 3
trong st 165 bénh nhin, Su két hop gilka xudt buyét nfing va CRNMB da duge hilo edo & 10 trong 50
329 bénh nhén (3%) duoe didu i biing rivaroxaban va & 3 trong sii 162 bénh nhdn (1,9%) dirge diéu
trj héng thudic so sdnh. Ly fch 1im sang thye (VTE ti phil c6 trigu chimg edng véi cde bign of xudt
huvét ning) 68 diroe béo cao & nham rivaroxaban & 4 trén 335 bénh nhén va & nhom so sénh o 7 irén
165 bénh nhin. Sy binh thiimg hoa ganh ning huydt khii khi chyp lai hinh dnh xay m & 128 trong
sf 335 bénh nhén diéu i bing rivaroxaban va & 43 trong 56 165 bénh nhin trong nhdm so sk
Nhifng phat hién nay nhin chung gifing nhaw gifta cac nhom tudi, Co 119 (36,2%) tré bi xuat huyét
do didut tri & nhdm rivaroxaban va 45 (27,8%) tré & nhdm so sinh.

Bing 11: Két qui vé higu qua cudi dyt diéu e chinh

Bicn cii Rivaroxahan Thuic dbi chimg
N=335 N=165"
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VTE tai phat (két qua chinh v higu | 4 5

qui) - (1,2%, 95% C10,4%-3,0%) | (3.0%, 95% CI 1.2%-6,6%)
Han hop: VTE tdi phat cd tridu 5 i

chimg + tinh trang xau di khing cé | (1,5%, 95% CT0,6%-3,4%) | (3,64, 95% CI 1.6%-7,6%)
_g_l rigu chimg teén hinh dnh lap Jgi : |
Hén hop: VTE tai phét e trifu 21 i

chimg + tinh tang xdu di khing cd | (6,3%, 95% C14,00%-9,2%) | (11,5%, 93% CI 73%-
triéu chimg + khéng thay dbi trén 17,4%)

hinh énh iEp lai -
Binh thuimg trén hinh dnh Hp lai 128 43
(38,2%, 95% CI 33,0% | (26,1%, 95% Cl 19.8M-
| 43 5%) | 33.0%)

Hon hop: VTE tdi phit ¢6 trigu | 4 7
chitng + chéy mau ning (lgi ich (1,2%, 95% C10,4%-3,0%) | (4,2%, 95% C] 2,008 4%)
| lam sing thirc) =
Thuyén tAe phii ghy tr vong hofic | | 1
| khéing gdy Lir vong (0,3%, 95% C10,0%-1,6%) | (0.6%, 95% C10,0%-3,1%) |

*FAS= full analysis set {b{ phiin tich déy du, tit ca tré em duere chon ngdu nhién)

Riang 12: Két qui vé an toan khi kit thiic qud trinh diéu tri chinh
Rivaroxahan Thuoe doi ching
B  N=329% N=162*

Hon hop: Chay miw ning +| 10 3

CRNMB (két qua chinh vé an todn) | (3,0%, 95% C1 1.Lﬁ?ﬁrééi‘ﬁ}__.{_lﬁ'}h_‘?ﬂﬁﬂlE".-_ﬁi’r_'.{j?l_
3 :

Chay médu nfing |V ; £
(0,00, 95% CI 0,0%-1,1%) | (1.2%, 95% C1 0,2%-43%a)

| Bil ki tinh trang chay méu nio do | 119 45 %
digu tr {36, 2%) {27.8%)

* SAF= safety analysis sct (b§ phin tich My din), 1t ef tré em dge chon ngdu nhién va nhén
durgre i nhdl 1 ligy thudc nghign e

Hé ser v& higu qua va 46 an toan coa rivaroxaban phiin lén orong ty gitm nhom VTE & tré em va
DVT/PE & nguin Kdm, tuy nhién, ty 18 ddi tgng bi chay mau & nhém VTE & tré em cao hon so vl
DVT/PE & npirivi 1dm.

Bénh nhin c6 hii chimg khing phospholipid dwomg tinh nguy o cao glp ba lin

Trong mét nghién et da trung tim, nhiin mé, ngiu nhién do nghién ol vién @i trg voi sirdige chinh
i ehi bi mi, rivaroxaban dioc so sinh véi warfarin & nhitmg bénh nhin eé tién sir huyét khdi, duge
chiin dodn mic héi chimg khang phospholipid v cé nguy cor cao bi hién el hu:.rffl khiod {duromg tinh
vidi ci 3 xét nghigém khing phosphalipid: thudc chiing déng mau lopus, khang thé khing cardiolipin
vi khing thé khang beta 2-glycoprotein [). Thar nghig¢m da kit thiie sém sau khi thu nhin 120 bénh
nhin do ¢d gua nhiéu bign cb trén cic bénh nhiin trong nhém sir dung rivaroxaban, The gian theo
dai trung binh 14 569 ngdy. 59 bénh nhin duge chon ngfu nhidn vii rivaroxaban 20 mg {15 mg cho
bénh nhéin cé 40 thanh tdi creatinin (CrC1) <50 mLS phif) va 61 ding warfarin (INR 2,0-3,10). Cac
bidn cb huyét khdi the mach xdy ra & 12% bénh nhén nghu nhidn ding rivaroxaban (4 dét quy do
thidu mau eye b va 3 nhéi mau oo tim). Khing 6 bidn eb ndo dupe bio cio & nhimg binh nhin
ngiu nhién ding warfarin. Chay méu nghiém trong xiy ra & 4 bénh nhin (7%) eta nhém rivaroxaban
vit 2 bénh nhiin (3%) cha nhdm warfarin.

Wham bénh nhi

Cor quan Duoc philm Chéu Au da haiin yéu s:-!iu giri kit gua nghitn cing v rivaraxaban trong mot
hode nhign nhom bénh nhi trong difu L cie bién co thuyén tie hu:.rléi khi, Cor quinn Durge phiim Chiu
Au 98 b yéu cdu ndp ket qua nghién eim véi vivaroxaban trong Ut ¢l cde nhom bénh nhi trong vide
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phing ngika cic bign cb thuyén tie huyét khdi (xem mye Cich ding, Lidu dimg dé bidt thong tin Vi
viée sir dung cho tnd em).

PAC TINH DUGC BONG HOC

Hip thu

Thing tin sau ddy dya trén di ligu thu duge & npui Lim

Rivaroxaban dugre hip thu nhanh ching v ndng d6 thi da (Coa) dat sau 2 - 4 gids ubng thube

Rivaroxaban bip thu gin nhir hodn todn qua dudng udng vi sinh khi dung dwimg uing cao (80 -
|001%a) i v lieu vign 10 mg, bt ké ubng thudc tinh trang 461/ no. Ubng rivaroxaban cing i thire
in khong anh hudmg dén AUC hofic Ces & lign 10 mg.

Do mifre 9 hép thu bi gidgm, sinh khi dung qua duing udmg vién 20 mg wang lte doi chi dat 66%.
Khi udng vién rivaroxaban 20 mg cing vai thire dn, [am ting AUC trung binh 39% so vi khi uing
thudie lie doi, cho thiy sy hip thu gdn nhir hodn todn va sinh kha dung dwimg uéing cao. Rivaroxaban
15 myg vi 20 mg duge ding cing véi thire in (xem myce Céch ding, Licu ding).

Dhurgie ddng hoe cua rivaroxaban gﬁ.l} nhur tuyén tinh khi ding ligu khoang 15 mg % 1 lin fmgay. ﬂ lidu
czo hon, rivaroxaban cho thily suhip thu han ché khi hia tan vid sinh lkha dung gidm va 9 18 hip thu
gifm khi tang liéu. Diéu ndy duge the hign ro hom & rang thid d6i so vin trang thai no.

Sy hidn thién duce ding hoe cia rivaroxaban 13 vir phai véi sy hién thién gifte cic cd the (V%)
nam trong khodng tir 305 dén 40%, ngoai trir vio ngdy phiu thut v seo ngay phiu thudt khi mir
di thay ddi vé phoi nhiém cao (70%).

Sur hitp thu etia rivaroxaban phi thudge viio vi tri giai phang trong duimg tidu hoa, AUC va Cnax gidm
29% va 56% so voi dung vién nén 4 duge béo cao khi rivaroxaban duoe gidi phéng & doan E’?in rugt
non. Phoi nhitm viéi thude gidgm hon niva khi rivaroxaban duge giai phong & udt non doan oudd, hofic
dai trang 1&n. Do 46, nén tednh sir dung rivaroxaban qua dudmg dg day vi di¢u ndy co thé lam gidm
higp thu va lién guan dén phoi nhigm véi rivaroxaban.

Eha dung sinh hoc (AUC vi Cie) cd thé so sanh dwge vir rivaroxaban 20 mg ding duimg uong dur
domg vién nén nghicn nat wHn vai nude t@o xay nhuvén hoge dich treo trong nude v dimg qua dng
théng da diy sau bita fin Ldng, so vii uong ci nguyén vien nén, Vil diic diém durge e hoe 6 18 thuin
viri lidu Ing et rivanoxaban, két qua sinh kha dung tir nghién céru nay o6 the ap dung cho céc lig
rivaroxaban thip hon,

Bénh rhin nhi

Tré em duge ding rivaroxeban dang vién hoiic hin dich uﬁng trong hodc ngay sau khi cho &n hode
fin cling voi mit lugng chat Ing thong thidmg dé dam bao lidu lugng déng tin cdy & tré em, GiGng
alitr & mguein lém, rivaroxaban duoe hip thu 08 ding sau khi udng duoi dang vién nén hode hat d tao
thinh hin dich ubng & 18 em. Khéng oo sy khae bitt vé tbe df hip thu ciing nhur mive d hip thu
gifia vién nén v hat déi voi cong thire hin dich ubng. Khong o6 dif liéu duge ddng hoe sau khi tiém
tinh mach cho tré em nén chua rd sinh kba dung tuy@t déi cua rivaroxaban & tré em., Nguoi ta nhiin
thiy cé sw gidm sinh kha dyng twong doi khi ting lidu (tinh bing mg.-'kg thé trong), cho thiy su han
chi hip thu & liéw cao hem, ngay cd khi ding cing vii thie dn. Nén wong vién Rivaroxaban 15 mg
teang lie &in hofie clng vir thie &n (xem mye Caeh ddng, Lidu ditng).

Phiin bil

{iﬂl_n kit wiri protein hu ;-.':él tuong o nﬂufrl cao khoang 92% dén 95%, v albumin hu:.-‘ét thanh la thanh
phiin lign két chinh. The tich phin bd trung binh véi Vi 13 kKhodng 50 it

Béah nidn nhi

Khing c6 dir ligu vé su gt"m kit die hifu wii protein buyél tuong ela rivaroxabpn a1 vl té em.
Khong et di lidu duoc ddng hoc sau khi dimg rivaroxaban tiém ih mach cho tré em. Vas dugc wic
tinh théng qua md hinh dwge déng hoe nhim we em {df twodi wr 0 dén < 18 tudi) sau khi udng
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rivaroxaban phy thube vio trong leang eo the vi oo li_'Jé durgre mi 14 bilng ham sinh tric hoe, wii trung
binh fa 113 L d&i v ddi wong 6 trong lugng co the 18 82,8k,

Chuyén hoa v (hii trr

Trong 56 lidu rdvaroxaban uong vao eb khoang 2/3 lidu b thodi bien theo c.hu}-én hda, mit nira sau
do dugu thii trir qua thin wi nia con i thai trir theo duémg phén. 173 liéu ding con Il durgre bai ist
trige tifp qua thiin dudi dpng hoat chiit khang dbi trong nude tiéu, ehil yén qua bii it chit ding &
théin.

Rivaroxahan dute chuyén hia qua cae co ché CYPIA4, CYP2I2 va o ché khing phy thube CYP.
Sy phan hity oxy héa cia gie morphin vi su thity phén ciia cac lién két amide 14 ede vi tri chit yéu
eiia sy bidn ddi ginh hoe, Dyra trén cée nghién el in vigro, rivaroxaban 1a mat chiit nén cla cde protein
viin chuyén P-gp (P-glycoprotein) vi Berp (hreast cancer resistance protein - protein khing ung thr
vil).

Rivaroxaban & dang khing ddi 12 hop chét quan trong nhit trong huyét twong ngudd voi s cd mit
clia cae chiit chuyén hoa khdng quan trong hodie c6 hoat tinh dang lwu hanh. B thanh thai oan phiin
ciia rivaroxaban 1a khodng 10 Lih, duge xﬁi—p vio nhém thude cd dé thanh thai thip. Sau khi tiém tinh
mach |i._é‘ll 1 mg, thivi gian bin thai khodng 4,5 gié. Sau khi dung dutng ufng, the 48 dao thai trd nén
han ché. Su thél trlr rivaroxaban khoi huyét tong %Ay ra vori thin gian bin thai kbhodng 5 - 9 giir o
rggurdn e 1udi vit khodng |1 - 13 git & ngudi cao tudi.

Bénh nhdn nhi

Khing cd diF liéu trao d8i chit oy thd cho tré em. Khéng cb dit ligu duge ding hoe sau khi tiém tinh
mach rivaroxsban cho tré em, CL duge wde tink thing gua md hinh duge ddng hoe nhdm tré em (d§
tuiii tir 0 dén < 18 tudi) sau khi udng rivaroxaban phy thude vio trong lummg co thé v co the duge
mé td bing him sinh tric hge, vor trung binh 13 & L/ dbi véri dbi wgng oo trong hrong co thé 14
82.8kp. Céc gid trj trung binh hinh hoc cia thid gian béan huy (ti2) duoc wée tinh thing guea mo hinb
dirge déng hoe nham giam theo 48 wi gidm va dao ddng tir 4.2 gidr & thanh thicu nién dén khodng 3
gidr o tré em d tudi 2-12 tudi xudng tuomg img con 1,9 va 1,6 gio & ré em trong @5 tubi 0,5 dén <2
tudi va dudi 0,5 tudi,

Cae nhdm bénh nhin dic bigt
Thea gidi tinl

8 ngudn 16m, khing co sy khic biét ob lidn guan vé mit lim :;:'Ln;i vit dirgre dong hoe va duge luee hoc
gitte bénh nhén nam v nit. Mdt phin tich thim do khiing cho thiy sukhde bigt co lién quan vé nong
déy rivaroxaban gifta ré nam v tre ni,

Nagtedi cao ludi

Bénh nhén cao tudi o ndng 4§ thubc trong hugét tirong cao hom so véi binh nhiin 1ré tudi, voi gié tri
ALIC trung binh cao hom khodng 1,5 1in, chi véu li do 46 thanh thai todn phin va d§ thanh thii qua
thin gidm (ré ring). Khing cdn didu chinh litu,

Cie loai trong hegng cor th kide mie

i ngwivi lom, trong lugmg co the <50 kg hogc > 120 kp chi anh hwémg nhi dén m"jng dd rivaroxaban
trong huyél trong (dudi 25%). Khing ciin didu chinh lidu.

W) 1 em, rivaroxaban duge dinh lidu dua teén trong lugng co lh-E Mt phin tich thim db khong cho
thiy the ddng lién quan cia linh trng thidu cén hode béo phi dbi véi vide tiép xic voi rivaroxaban &
Lrd em.

Su khiie it giita ode dédn tde

Khing gquan sétlﬂ'l..'i}-' sw khdc bist gifia chc she the cb lign qunnl"-ri:'! mil ldm sdng gilta che binh nhin
[Ia tring, M gic Phi, Tiy Ban MNha, Nhit Ban hodc Trung Qubc it dlurone démg hoe v durge lye hoe
el rivaroxaban,
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Mot phin tich thim d& khing cho thay sy khac bigt lién quan pilia cic din tée vé mite 4§ Héq Alic
wiri rivaroxaban & tré em Nhit Ban, Trung Qude hode chiiu A bén ngoai Mhit Ban va Trung Quibe so
viri ing thé ré em luomg Tmg,

v g

Bénh nhin xo gan voi mie dd suy gan nhe (duge phin logi 13 Child Pugh A} duge ding hoe cis
rivaroxaban chi thay di nho (trung binh AUC ting |,2 lin), gin nhir toong duomg i mine dat cia
nham dii ehimg khée manh. O nhitng bénh nhin xo gan véi mite dé suy gan trung binh {duge phin
o 14 Child Pugh B), AUC trung binh cia rivaroxaban d3 eing 18n déng ke gap 2,3 lan so voi nhimg
et tinh nguyén khoe manh. AUC Khbng afin ket di ting gap 2.6 kin, Whitng bénh nhéin ndy cang
bi gidm ddo thai rivaroxaban qua thin, tweng W oho nhimg bénh phin suy thin mie d¢ tung bink.
Khéng co dir ligu & hénh nhin suy gan ning.

Sir e ché hoat déng cia 1& 56 Xa ting gip 2.6 & bénh nhin suy gan trung hinh so v6i ngudi tinh
nguyén khde manh; si kéo dai thoi gian PT trong tw thng gap 2,1. Bénh nhan suy gan trung binh
nhay cim hon ved rivaroxahan din dén mi quan hé PES PD gilm ning 4§ va PT eao hon

Rivaroxaban duge chong chi dinh & nhimg bénh nhin bj bénh gan lién quan din tivi logn ddng méu
vit nguy cor chay méu lign guan dén 1im sing, bao gdm cd bénh nhdn xer gan Child Pugh B v& C (xem
muc Chiéng chi dinh),

Khéng cd dit lidu lim sdng & tré em bj suy gan.
Sy thin

Sy phoi nhiém rivaroxaban tng lén nguere fai v surogiam chire ndng thin duge dinh gid qua d¢
thanh thai creatinin. O nhitng npud bi suy thin nhe (d6 thanh thal ereatinin la 50 - 80 mi/phut), trung
binh (4 thanh thai creatinin 14 30 - 49 ml/phat) vi njng {44 thanh thai creatinin 14 15-29 mlfphit),
néing 4% rivaroxaban rong huyét twong {AUC) déu ting tuomg tmg 1,4, 1,5 va 1,6 lin. Sy gia ting
turomg dmge vé téc dung duge e hoe 48 rd ring hon. Ci nhimg nguedni suy thin nhe, trung binh vd ndng,
sur re ché ting thé hoat ddng cia hé 50 Xa tang 1én lin lwot 12 1,5, 1,9 vi 2.0 so0 viéi nhimg ngwni link
nguyén lhde manh; théd gian kéo dii ctia PT ciing ting twong (mg vai b s0 1,3, 2,2 va 2.4, Khing
ch dif ligu & bénh nhin cd & thanh théi creatinin <15 ml/phid

D tinh lién két cao vid protein huyét mrong, rivaroxaban khéng duge cho 12 66 thé thim tch dws,

Khuyén cdo khdng sir dyng & nhimg bénh nhin cd 46 thanh théi creatinin <15 ml/ phat. Thin trong
khi ding rivaroxaban cho nhimg bénh nhin ¢ d thanh thai creatinin 15 - 2% ml phit (xem mye
Canh hdo va thiin trong khi ding thube),

Khong e dir ligu ldm sang & (é em tir 1 wdi i [&n bi suy thin vira hode ning {t6e di loe ciu thin
< 50 ml/phit/1,73 m*),

D liéu durge dbne hoe & béph nhin

( nhimg bénk nhin ding rivaroxaban dé diéu tr DVT cdp tinh lidu 20 mg x 1 lin/ngdy, nong di
trung binh hinh hge (khofng thévi pian dir dodn 90%) 2 - 4 gilr v khodng 24 giér san khi dimg héu
(dai dién cho ndng dd 161 da v tdi thiu trong khodng thi gian ding thube) twong img 14 215 (22-
535) va 32 (6-23%) meg/l.

€3 uhirng bénh nhi bj VTE edip tinh ding rivaroxaban diéu chinh theo trong lugmg cor the din dén mie
phoi nhifm twong tr nhy & béah nhdn DVT treémg thinh ding lidu 20 mg mt lin mdi ngéy, nong
dd trung binh nhin (khodng 90%) tai cde khoang thii gian 1&y mdu dai dién gin ding cho ndng 48
t6i da va 1 thiéu. trong khoang thivi gian it cac liéu dwoc tom tht trong Bang 13,

Bang 13: Thing ki thm it (trung binh nhiin hoe (khodng 90%4]) cia nﬁ-ng ﬂzﬁn rivaraxaban trong
huyét tuwong & trang thai im djnh (meg/L) theo ché d¢ ding thute vi 4§ tuibi
}‘Khuing thiri

gian L S
| linmgay | N | 12-<I8wdi [N | 6-<12 tuii
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San 2,5-4 gior [ 171 [ 2413 [ 24 |229,7
| (105-484) | |{91,5-777)
| Baw20-24 gib | 151 | 20,6 24 [ 15,9
= | |(5.69-66.5) (342-43,9) |
2 lnmgay [N | 6-<12fudi [N [ 2-<6tudi | N |05 <2 tubi _
Sau 2,54 gitr | 3o 1454 3B 11718 2 |nec
(46,0-343) | | (70.7-43%) S
Qau 10-16gicr | 33 | 26,0 37 |22.2 3| 107
| {7,99-94,9) (0,25-127} (n.c-n.c) oy e
3twingay |N |2-<6tmdi [N | <2 tubi N [05-<2tuii [N | <0,5 tudi
Sau (1,5-3 gits | 5 164,7 25 | 1112 13 | 1143 12 | 108,0
A (108-283y | | (22,9-320) (22,9-346) | | (19,2-320)
Sau T-8 gidr 3 33,2 23 | 187 12 (214 (1 | 16,1
(18,7-99.7) (10,1-36,5 | | (10.5-65,6) (1,03-3,6)
n.c. = not calenlated (khbng dure tinh tdn) e )
Céie gid trj dudr gici han dinh hegmg dudi (LLOGQ) duge thay the bang 172 LLOQ dé tinh todn sb
ligu thong ké (LLOQ = 0,5 meg/L.). .

Mbi quan hé dwoe dong hoc/dwoe lre hoe

WG quan he duge ding hoe! duge lue hoe (PKY PD) giita ning d0 rivaroxaban trong huyEt tuemg vl
mit s didm cudi PD (e ché hé s6 Xa, PT, aPTT, Heptest) 38 duge ddnh gid sau khi dimg nhidu ligw
(5- 30 mg x 2 M/ ngay). Méi gquan hé gifta nong di rivaroxaban va hoat tinh cis he s Xa durge mé
14 tit nhit I::Eng mé hinh Euae BOi voi PT, mé hink nit phﬁng bi chin luyénl tinh thudmge mé ta dit
lidu tot hom, Tay thude vao che thuste thir PT khic nhau dige s dung, 48 dic khic nhau dang keé.
Khi sir dyng Neoplastin PT, PT dutmg co st 1a khoing 13 gifiy va 46 die khodng 3 dén 4 gidy/(100
meg/l). Két qui phin tich PE/ PD trong Giai doan 11 va 111 phis hp véi dir lige duge thigt 1dp & cac
déi tuong khde manh.

Mhdm bénh nhi

Tinh an todn va higu qui chus duoc thiét 1p trong chi dinh phong ngia ddl quy va thuyén tic hé
thing & bénh nhén rung nhT khéng do bénh van tim & wé em vi thanh thidu nién dén 18 tudi.

DI LIEU AN TOAN TIEN LAM SANG

D ligu phi lim sang cho thiy khéng c6 nguy eo die bigt nio ddi vidi con ngwo dya trén cae nghién
cim théng thuimg ve duge 1y an toin, dée tinh ligu dom, die tinh quang, dge tinh di troyen, khi ning
gdy ung thir va doc tinh & tré vi thinh nién.

Ciic tie dung quan sat droe trong cac nghién el wé dde tinh & lidu lap lai chi yéu 14 do hoat tinh
durre lue hoc eia rivaroxaban duge phang dai. O chudt, nong d6 [gG va lgA trong huvét tuemg (Eng
ducre thiy & cie mire 48 phei nhidm cd lién quan vé mit 1am séng,

(3§ chudt, khang thiy dnh hwémg dén kha niing sinh sén cia chudt dye vi chudt edi. Cac nghién el
trén ding viit di chi ra dde tinh sinh sin lién quan dén phureng thire tde dyng duge |y eda rivaroxaban
(vi du: bién chimg xuat huyét). Boc tinh d6i voi phoi thai {mit sau khi cdy, sy hoa xuwong chim
lav/phiat trién, gan c6 nhidu dém sing mau) va ¥ 1§ miic efic dj it chung ciing nha thay dAéi nhau thai
gia tAng duge quan =it thiy & ndng dd huyét nrong co lién quan vé mit lim sing. Trong nghién cir
trude va sau khi sinh & chudt, ngudi ta di quan sat thiy kha nang shng cia chudt con bi gidm & ligu
hrgmg gy ddc cho cde chuft me,

Rivaroxaban 43 duye thir nghiém trén chut con trong this plan diéu trj lén dén 3 thing bt dau tir
iy thit 4 san sinh cho thity sy gia ting it huyét quanh dio khing lién quan &én lidu lugng. Khing
et biing chimg quan sat duge vé die tinh ey the eda eo quan dich.

QUY CACH PONG GOT
Hip 1 vi x 14 vién nén bao phim,
kil
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PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Pidu kidn bio quan: Bao quan dudi 20'C

Han dang: 36 thanp ke tir npiy san Kl

Tidu chudin chit legng: TOCS

TEN, BIA CHI CUA €O 8O/ SAN XUAT THUOC

Saneea Phaormacceuticals a.s.

Mitranska 100 920 27 Hlohoves Slovak Republic (Slovakia)
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